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AZOLO TRI AZI NES AND PYRI M DI NES 5 FI ELD OF THE | NVENTI ON
This invention relates a treatnent of psychiatric disorders and

neur ol ogi cal? gll S i ncl udi ng maj or depression, anxiety-rel 920 0

di sorders, po to-g‘?’s%giatic stress di sorder, supranucl ear pal%ﬂﬁgﬁ lgzé‘edi ng
di sorders as well as treatnent of inmmunol ogical, cardiovascular or heart-
rel at ed di seases and col oni ¢ hypersensitivity associated with

psychopat hol ogi cal di sturbance and 15 stress, by adm nistration of certain
[1,5-a]- pyrazolo-1,3,5-triazines, [1,3IZEE1, 2, 3-triazolo- 1,3,5-triazines,
[1,5-a]-pyrazol o-pyrimdines and [1,5-a]-1,2,3-triazol o-pyrimdines. 20

BACKGROUND OF THE | NVENTI nggﬁ[)t'}%ﬁiﬁ@snﬁﬁﬁlfﬁfﬂﬁl gtor (herein referred
| d peptide e prinary p

to as CRF), a 41 am no ac , 1St ysi ol ogi cal regul ator
of proopi onel anocortin (POVC) -derived peptide secretion fromthe anterior
25 pituitarysgland [J. Rivier stEipl oF BimanvEstrIiodcad. Sci. (USA) 80: 4851
(1983); W Vale et al., Science 213:1394 (1981)]. In addition to its
endocrine role at the pituitary gland, imunohistochem cal |ocalization of
CRF has denonstrated that THe 30VRBERhEHases driort@eREaPT pot hal ami ¢
distribution in ¢hecheftfid disordedsSired euabllogi @il diseasws de spect rum of

aut ononi ¢, el ect yapiyal ol gl 63l aandoDehay! aral &l fanlR gonsi stent with a
neurotransmtter Or neuronodul ator role I'n bral
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-al-1,2,3-triazolo-
1,3,5-triazines, (1,5-a)]-pyrazolo-pyrimidines and

[1,5-a)}-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 proopiomelanccortin(POMC)
-derived peptide secretion from the anterior

25  pitditary gland [J. Rivier et al., Proc. Nat. Acad.

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

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

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



[W Vale et al., Rec. Prog. Horm Res. 39:245 (1983); G F. Koob, Persp.
Behav. Med. 2:39 (1985); E.B. De Souza et al., J. Neurosci. 5:3189 (1985)].
There is also evidence that CRF plays a significant 5 role in integrating
the respons&Q@?9/38%8 | nmune systemto physiol ogical, psychd®Cagisesssand

I mmunol ogi cal stressors [J.E. Bl al ock, Physiological Reviews 69:1 (1989);
J.E. Mrley, Life Sci. 41:527 (1987)]. 10 Cinical data provide
evidence that CRF has a role in psychiatric disorders and neurol ogi cal

di seases including depression, anxiety-related disorders and feeding

di sorders. A rolgyf %1GREthaB Al Bar b@engpoﬂbnhatm | B9t Ré5eti ol ogy and 15

pat hophysi ol ogy of Al zhei ner's di sease ki nson. s d| e Hunti ngton's
di sease, progresEi38d)sufr EnukPeRer IRH ﬁ‘é" 7901 % ?gg%ﬁa’l sclerosis

as they relate tﬁ)éh%ed!é%wa%toam Of ﬁRﬁeneaéeﬂs g /318le (z8@8yR) nervous
system [for review see E.B. De 20 Souza, Hosg Practice 23 59°(1988)]. In

affective di sordﬁtera)n-Sn'aJlsP gaidencs Ghatt GRF Rl #AOBAEEFaRRFE i s
signi ficant|ys i nesRASed inRebBer 0ny Altealrespbnet of Ll (GEEReof drug-free

di viduals [C. B. Ne ff.et 2 1984); C. M Banki
1atn ;YI,uims\[J %Xl’ctfﬁn“g{'ﬁ%ypﬂeﬁl@?%g](%!? %9§ﬁ%§° cstr"ﬁlceggtd(al ,)BI ol . A

Psychi atry 28: seumm)ogmalAsar@ssgrSal J.Ep; Blab%@bm%ns}@sge%l(lgsg)]
Furt hernore, the den3| Y% fc]i ?FC%Otﬁorﬁoﬁeg' Op4 £d Gt | Y1 dggejeased in the
e 'Vic

frontal cortex ofc ‘é’desw CONSISTRht W h A hypersecretion of
CRF [C.B. Neneroffgetylal ., Arch. Gen. Psychiatry 45:577 (1988)]. In

addi tion, th%{e s Eié%fﬂlcag data provide evidence that CRF has a

role in psychiatric disorders and neurological
diseases including depression, anxiety-related
disorders and feeding disorders. A role for CRF has
also been postulated in the etiology and

15 pathophysiology of Alzheimer's disease, Parkinson's
disease, Huntington's disease, progressive
supranuclear palsy and amyotrophic lateral sclerosis
as they relate to the dysfunction of CRF neurons in
the central nerfous system [for review see E.B. De

20 Souza, Hosp. Practice 23:59 (1988)].

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 demnsity 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)]1. In addition, there is a blunted



- 2- adrenocorticotropin (ACTH) response to CRF (i.v. adm nistered)
observed in depréssed patients [P.W Gold et al., AmJ. Psychiatry 1;11: 619
1984); F. Hol sboer et al., Psychoneuroendocrinology 9:147 5 1984); P.W
(Gol d )et al . ¢ NOPERE 5. Med. %14: 1129 (1986). Precii nical Pﬁrﬂﬁ&@gsyn rats
~and non- human prinmates provi de additional support for the hypothesis that
hypersecretion of CRF may be involved in the synptons.seen in hunman
depression 10 [R M Sapol sky, Arch. Gen. Psychiatry 46:1047 (1989)]. There
is prelimnary evidence that tricyclic antidepressants can alter CRF |evels
and thus nmodul at e 3HHENRERBERSOBFORERF (AEEBht vespansebtai GRY Gdi.gori adi s et
al ., NeuropsychophaimimielegydP: dbkekved( 18888dreshRar gatsnhtdl §8.Reen a role

postul ated for CRRd e_gtio anxiety-rel ated disorders. CRF
produces anxi ogeni%dleraf %gc?g'l n@%’ngfgcgﬁﬁg‘f#ntléﬁag{lgoﬁgaﬁgt'V\Een
benzodi azepi ne / rHwleb2er benzbdi FEgRhbAcarsdmidsias16Rd sCRE7have been

denonstrat ed Il} a variety_of behavioral anxiety nodels [D.R . Britton et
al., Life Sci. ”31: 431932‘)’; ©uY el dg¥ewd@a. J. n3k4gyl29 Pept i des

16:83 (1986)]. Preligge)ary siiichion usi Boudls 3% -BUb Add SoBRRAEESPL O
ant agoni st a-helical ovine CRF (9-41) in a variety of behavioral paradigns
denonstrate that REMRteggpIeeideeddatisnadhrsuppoyti fof ithe" effects that are

qual itatively sinilypothestBechanzggedzesidesod 6r\VWerPakdy fge and
involved in the symptoms seen in human depression
10 [R.M. Sapolsky, Arch. Gen. Psychiatry 46:1047

(1989)]. There is preliminary evidence that

tricyclic antidepressants can alter CRF levels and
thus modulate the numbers of CRF receptors in brain
(Grigoriadis et al., Neuropsychopharmacology 2:53

15 (1989)].

There has also been a role postulated for CRF
in the etiology of anxiety-related disorders. CRF
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
(1882) ; C.W. Berridge and A.J. Dunn Regul. Peptides
16:83 (1986)). Preliminary studies using the

25 putative CRP receptor antagonist a-helical ovine CRF
(9-41) in a variety of behavioral paradigms
demonstrate that the antagonist produces
"anxiolytic-like" effects that are qualitatively
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



30 A J. Dunn Horm Behav. 21:393 (1987), Brain Research Reviews 15:71
(1990)]. Neurochem cal, endocrine and receptor binding 'studi es have al |
denonstrated i nteractions between CRF and benzodi azepi ne - 3- anxi ol ytics
provi di ng f W@ P38y dence for the invol vement of CRF in tR(EEBIYIEUr der s.
Chl or di azepoxi de attenuates the "anxiogenic" effects of CRF in both the
conflict test [KT. Britton et 5 al., Psychopharmacol ogy 86: 170 (1985);
K.T. Britton et al., Psychophar macol ogy 94: 306 (1988)] and in the acoustic

startle test [N R P har macol ogy 88: 147 (1986)] in
rats. The benzodf&z® Je°§ &?@B’P&lnﬁn?éﬁw%tev F‘Selg‘B’B)t he10 which was
Wi t hout behavi or arvatvenenty off GRF iin these)phrsmtle@enfl I ct test reversed

the effects of C@Elbﬁdﬂai@g&ﬁu@%‘&@%ﬂﬁaﬂ@é”\ﬁ{e @gepi ne
I nver se agoni st % Gé%ﬁ %% thef ctlons o rltton et al.
Psychophar macol oy %ﬁk(%g‘& het nté?ﬁﬁr{lxsﬁs Htan @& of action
t hr ough whi ch3t helst aﬁm@mmcﬁlpgy 86l TNt (198B) esK ! |Byiteduce t heir
therapeutic effegfs_te e el uch dat e pot hesi zed
however, t hat 20%§:he§7 g?*égsl"%ﬂo q’agﬂ'acﬁ PHE ergg;ggf‘gfa’f dncikpe
hypersecret i on t habussiobsernad ItastheNERdlsqu‘aab&- egapart icular interest
Is that prelimn | ) g € s_of r ecept or
ant agoni st ([err%ﬁs%gfi%gg%‘ @5& e@ bg| Jﬁag vfe?rdlé lgfr gﬂaw%’rea 25 par adi gns
have denonstrat eﬁenhadiai@mmpgommhtagon:.st (Ro15-1788),
10 which was without behavioral activity alone in the
operant conflict test, reversed the effects of CRF
in a dose-dependent manner while the benzodiazepine
inverse agonist (FG7142) enhanced the actions of CRF
[K.T. Britton et al., Psychopharmacology 94:306
15 (1988) 1.

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
(oo -helical CRFg-41) in 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



produces "anxiolytic-like" effects qualitatively simlar to the

benzodi azepi nes [for review see GF. Koob and K. T. Britton, In:
Cbrticotropin-ReI%?sing Factor: Basic and Cinical Studies of a 30

Neur opept i de, YR 3%} Souza and C. B. Nemeroff eds., CRC Pr &IUs¥ME%1990)] .
Several publicati gms describe corticotropin releasing factor antagoni st
conpounds -4- and their use to treat psychiatric disorders and
neur ol ogi cal di seases. Exanpl es of such publications include DuPont Merck
PCT application US94/11050 , Pfizer WD 95/33750, Pfizer WD 95/34563, 5
Pfizer WO 95/ 3372Rngngheif 2ese ER BZE8t QFayoliatins odidor@tersSak@own,
[1,5-a]-pyrazol o- nbufoPodi s idi¥easkd. O-Blamp12g3aE M4 340! 0- 1, 3, 5- triazines,
[1,5-a]-pyrazo|o-%%ginhg nes andl&é,S-a%- 1,2, 3-triazol o-pyri m di nes, have
not been previ ousPy - TOPrePT 1B HEe B Iu MEgFk PRI apRdiiAgtiert or

ant agoni st corrpouhé§4ldébﬁﬂ i Philzert Wea95v3750f PEyzdY &or bs /s ey ders and
neur ol ogi cal disseageser HpvesEr3372ReRRd PG 2e08 PyR iGAL kNS which teach

sonme of these conpounds for uses rinstance, EP O

ot her . .15 o]
269 859 (Ostuka, 1988) di sc?’b%’ggrpWai%l'm%zifhéaimaﬁa@l@f the formul a

[err] 20 where RueBib-tsidddrs,alikanoy) 1 Bl etedidsild-105, sor SH and
Rlerr] is an unsaturated heterocyclic group, naphthyl or Substituted
phenyl , and st at e§Tifzinee dofpadnB¥raraie-puninidiseasxiadds é1j5Halbi t ory

activity and are ﬁ?ﬁfyltfszolo—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

Rl
N/k N/"‘{\
A =
R? N

R3

20 where R! is OH or alkanoyl, R? isg 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



treatment of gout. 25 EP 0 594 149 (Gstuka, 1994) discl oses

pyrazol otriazine and pyrazol opyri m di ne conmpounds of the fornula -5-

[err] where Ais CHor N, Rerr] and Rerr] are Hor alkyl, and R err] 5
and Rl err] aveoMssed kyl , al koxyl, alkylthio, nitro, etc., RGTUSSVYBUs t hat
t he conpounds inhibit androgen and are useful in treatnment of benign
prostatic hypertrophy and prostatic carci nona. 10 US 3, 910, 907
(1], 1975) discloses pyrazolotriazines of the fornula: [err] 15 where Rl
is CHerr], (Jerr]Herr] or Jerr]J]Herr], Xis H derr]Herr],

mCH err]C[err]Herr], CN, COOEt, C, | or Br, Yis H ({err]Herr],

o-CH err]([err]Herr], or Bi CHerr](err]Herr], and Zis OH H CHerr],
Cerr]Herr], (err]Herr]y n-Cerr]Herr], i-Cerr]JHerr], SH SCHerr],
NHC err]H err], or N(Clerr}jHerr])[err], and states that the conmpounds are
c- AMP phosphodi est erase jgamQi tors useful 20 as bronchodilators. US

3,995, 039 discl oses pyrfazol ot tiaziWes of Eom t he formifda [err] 5 where

Rlerr] is Hor alkyl, err] yl, al kanoyl
car banoyl, or |ower al car

where A is CH or N, R? and R3 are H or alkyl, and Rl
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:

3]

L

15 where Rl is CHs, CaHs or CeHs, X is H, CeHs, m-CH3CgH,,
CN, COOEt, Cl, I or Br, Y is H, CgHs, o-CH3CgHs, or p-
CH3CgHs, and Z is OH, H, CH3, CaHs, CgHs, n-C3Hy, i-CzHq,
SH, SCH3, NHC4Hg, or N(CzHs)2, and states that the

compounds are c-AMP phosphodiesterase inhibitors useful
20 as bronchodilators.

Us 3,995,039 discloses pyrazolotriazines of



and Ris pyridyl, pyrimdinyl, or pyrazinyl, and states that the conpounds
are useful as bronchodilators. 10 US 5,137, 887 di scl oses
pyrazolotr|a2|nes of the fornula [err] 15 where Ris | over al kox and
teaches that VYA&RHhounds are xanthi ne oxi dase i nhi bit or s PSRASIYUSA ef Ul
for treatnment of gout. US 4,892,576 di scloses pyrazol otriazines of the 20
formula -7- [err] where Xis Oor S, Ar is a phenyl, naphthyl, pyridyl
or thienyl group, Rerr]-Rerr] are H alkyl, etc., and Rerr] is H 5

al kyl, phenyl, etc. The patent states that the conpounds are useful as
her bi ci des and pl &ite goowabar egul ants. US 5, 484, 760 and WD 92/ 10098

di scl oses 10 herbicidal conpositions containing, anong other things, a
her bi ci dal conpound of the formula [err] 15 where A can be N, B can be
CRlerr], Rerr] can be phenyl or substitut®d®phenyl, etc., Ris
-N(Rerr])SOerr]Rerr] or - SQerr]N(R erf])R err] and R[err] and R[err]
can be taken together to formJ[err] 20 whgke X, Y and Z are H, alkyl, acyl,
etc. and Dis Oor S. US 3,910,907 andg$enga~g+—al\., J. Med. Chem,

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

QH

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

-7-



1982, 25, 243-249, disclose triazolotriazines cAVP phosphodi est erase
|nmmtmscﬁthefmmna[mr]5vmmeZ|s+4(H CH'err], derr]Herr],
Cerr]JHerr], n-Cerr]Herr], iso-Clerr]Herr], SH, SCH[err]
NH(n-Cl err] Ma993p868 or N(Clerr]H err])[err], Ris Hor CI—I[PGMJF?M&M Rl err]
is CHerr] or (JQerr]Herr]. The reference |lists eight therapeutic areas
where inhibitors of cAMP phosphodi esterase could 10 have utility: asthma,
di abetes nmellitus, female fertility control, nmale infertility, psoriasis,
t hronbosi s, anxi ety, and hypertension. W95/35298 (O suka, 1995) discl oses
15 pyrazol opyri m di nes and states &hat they are useful as anal gesics. The
conpounds are represented by the f@rnmula [err] 20 where Qis carbonyl or

sulfonyl, nis Oor 1, A 317 Si ngI e bond; al kyl ene or al kenyl ene,
Rlerr] is H alkyl, etc. IS IoaI kyI het er oaryl ,
substituted phenyl or phenoxy, err] _gr_L nyI R err] is H,
al kyl, al koxycar bonyl, phenyl al ”J;} nal !“y eny hi o- substi tuted
phenyl or hal ogen, R[err] apd’& kyI EP 0 591 528

(o suka 1991) di scl oses ant®- i nf | ¥mat or use py¥azol opyri m di nes

represented by 10 the formul a _ R,

where X is O or S, Ar is a phenyl, naphthyl, pyridyl or
thienyl group, Re-Rg are H, alkyl, etc., and Rg is H,

5 alkyl, phenyl, etc. The patent states that the
compounds are useful as herbicides and plant growth
regulants.

US 5,484,760 and WO 92/10098 discloses
10 herbicidal compositions containing, among other things,
a herbicidal compound of the formula

A
Rl—""N/ \
R
Rz \
B
15 where A can be N, B can be CR3, R3 can be phenyl or

substituted phenyl, etc., R is -N(R4)SOzRs or -

SO3N(Rg)R7 and R3; and R; can be taken together to form

1 LI
N=—C=——(C=—(C=——= O e——NT==C=——N———=C
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.,

Il



[err] where Rerr], Rerr], Rerr] and Rerr] are H carboxyl, 15
al koxycarbonyl, optiondlly substituted al kyl, cycloal kyl, or phenyl, R err]
is SRlerr] or NRlerr]Rerr], Rerr] is pyridyl or optionall iLluted
phenyl , and R[”é’r%’]’”é d Rlerr] are H or optionally substi tut%‘aﬁ%ﬁﬁ{?}%‘ 20
Springer et al, J. Med. Chem, 1976, vol. 19, no. 2, 291-296 and Spri nger
U S. patents 4021,556 and 3, 920, 652 di scl ose pyrazol opyri m di nes of the
formula -10- [err] where R can be phenyl, substituted phenyl or pyridyl,
and their use to treat gout, based on their ability to 5 inhibit xanthine
oxi dase. Joshi et ®182, 25,PRakt24Lhaliisglo8e 1trizzolorgiadiries34AMPdi scl oses
conpounds of the fgHdBhrddiestbraberRietblsi o PeCtblmifd err] Flerr], or
Cerr]JHerr]F, and Rerr] is CHerr], C(err]J]Herr], CFerr], or
Cerr]Herr]F. 15 Maquestiau et al., Bull. Soc. Belg., vol. 101,
no. 2, 1992, pages 131-136 di scl oses pyrazol o[ 1,5- a] pyrimdine of the
formul a [err] Ibrahimet al., Arch.f Pharm (weinheim 320, 487-491
(1987) discloses pyrazol o[ 1, 5-a] pyri n;di nes %f 5 the fdrmula [err]

= -

N N \

where Z is H, OH, CHi3, C3Hs, CgHs, n-C3H;, iso-C3Hy, SH,

SCH3, NH(n-C4Hg), or N(CHz)2, R is H or CH3, and R; is

CH3 or CzHs. The reference lists eight therapeutic

areas where inhibitors of cAMP phosphodiesterase could
10 have utility: asthma, diabetes mellitus, female

fertility control, male infertility, psoriasis,
thrombosgis, anxiety, and hypertension.

WO095/35298 (Otsuka, 1995) discloses
15 pyrazolopyrimidines and states that they are useful as
analgesics. The compounds are represented by the
formula

\\‘N-——-(NH)nf Q A R?
Rs\/k
/ . _-~N
\ RS
N S
RY N |
R4

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



where Ris NH2 or OH and Ar is 4-phenyl -3-cyano-2- 10 _  am nopyrid-2-yl.

O her references which disclose azol opyri mdines inclued EP O 511 528

(O suka, 1992), US 4,997,940 (Dow, 1991), EP 0 374 448 (N ssan, 1990), 15
US 4, 621, 5580 9/BRE81997), EP 0 531 901 (Fujisawa, 1993), REUUSIYIISH3" (pASF,
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), WD 94/109017

(Upj ohn, 1994), J. Med. Chem, 24, 610-613 (1981), and 20 J. Het. Chem,
22, 601 (1985). SUWMARY OF THE I NVENTION I n accordance with one aspect, the

present -12- siAYEE e ,pladkiylefe n@yailmmenadsal phamaaeyl cal

conposi tions and, net hads, whi c e treatnent of affective
di sorder, anxi ef¥yC: Oérjé‘fsrr’gﬁpmw{ Lﬁ@%&%@r g rIEpost traumatic 5
stress di sor der subspiammi qﬂrenpal sy, phemune s&BppseleadrkylAbzhel mer's

di sease, gastroipntes ea no S edi ng

di sorder, drug Breqy b% ?hd%gvx;éf Jl%ot:%carﬁa %f H‘lg(r%]ﬁyle‘f nf | ammat ory
di sorder, febti PPtjopably mnmhépséwlstu‘?@ﬁephﬁﬁﬂm hsflogeneh can be
effected or facihijadat Ry-eaft agofigfng CRF, including but not limted to
di sorders induced or facilitated by CRF, or a disorder selected from

i nfl ammatory di sorders such as rheumatoid arthritis and osteoarthritis, 15
pai'n, asthmm, psoriasis 2ERl WmI593r §Rés (Otpuwic,dl9%2edddaxleses dintdrder; panic,

phobi as, obsessi;%@1ammatory use of pyrazolopyrimidines represented by
10 the formula

where R;, Rz, R3 and Ry are H, carboxyl,

15 alkoxycarbonyl, optionally substituted alkyl,
cycloalkyl, or phenyl, Rz is SRg or NRyRg, Rs is
pyridyl or optionally substituted phenyl, and R; and Rg
are H or optiocnally 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-



conpul sive disorder; post-traumatic stress disorder; sleep disorders

i nduced by stress: paiﬁ perception such as fibronyal gi a; nood disorders
such as 20 depression, including nmajor depression, single e

depr essi on, 5@? P} depression, child abuse induced depré@% %mngﬁd
postpartun1depre55|on dyst hem a; bipolar disorders; cyclothym a; fatigue
syndrone; stress-induced headache; cancer, human 25 i mmunodefici ency virus
(H'V) infections; neurodegenerative di seases such as Al zhei nmer's di sease,
Par ki nson' s di sease and Huntington''s di sease; gastrointestinal diseases
such as ulcers, irritable. bowel syndrone, ohn's di sease, spastic 30
colon, diarrhea, and post operative ilius pnd colonic hypersensitivity
associ at ed by psychopat hol ogi cal di sturbapkes or Stress; eating di sorders
such as anorexia and bulima nervosa; rr @grt tress; stress-induced
psychotic 35 episodes; euthyroid sick ndr o rome of -13-

i nappropriate antidi arrhetic hornone ( ; infertility; head
traumas; spinal cord traumm; ischeni ge (e.g., cerebra

i schenm a such as cerebral hippocanﬂgl isch%nia); xcitotoxic 5 neuronal
damage; epil epsy; cardi ovascul ar and hear rel ateddi sorders including
hypertension, tachycardia and congestive heart failure; stroke; inmmune
dysfunctions including stress induced i mune dysfunctions (e.g., stress

i nduced fevers, porhanseR1Gantpeshenyddr swest Poredepbémybiorgpirevdyl, equi ne

and their use to treat gout, based on their ability to
5 inhibit xanthine oxidase.

Joshi et al., J. Prakt. Chemie, 321, 2, 1979,
341-344, discloses compounds of the formula

R2
/// N,,—ﬂ\
\ —~—
R} N
10 . CsHs

where Rl ig CF;, C3Fs, or CgHyF, and R? is CHi, CHg,
CF3, or CgH4F.

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

11~



paroxysmal fibrillation, and dysfunctions induced by confinenent in

chi ckens, sheering stress in sheep or human-animal interaction rel ated
stress in dogs); muscul ar spasns; urinary incontinence; senile 15 denentia
of the Al zhWOfeB88§8type; nultiinfarct denentia; amyotr ophPETVPEPEISHS
sclerosis; chem cal dependencies and addictions (e.g., dependencies on

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

al cohol wi thdrawal synptons; 20 osteoporosis; psychosocial dwarfism and
hypogl ycema in a manmal . The pres i nvention provides novel conpounds
which bind to corticotropin rele 25 receptors, thereby altering
t he anxi ogenic effects of CRF seg¢retion @pnds of the present
invention are useful for the tre sychiatric disorders and
neur ol ogi cal di seases, anxiety-re i ders, post-traumatic stress 30
di sorder, supranuclear palsy and feeding disorders as well as treatnent of
i munol ogi cal, cardiovascul ar or heart-rel aggd di seases and col onic
hypersensitivity associated with psychopat hol ogi cal di sturbance and stress
in a mnmmal. 35 -14- Accordi ng to anot her aspect, the present invention
provi des novel conpounds Texarimet 2dl.owAvbh ¢ Phamm.udweihhedm)ar®2agoni st s of
the corticotropigs7-abgeashogrf adisdlosbiaepePaPOLAS sQh] bPLi ki AN o2

invention exhibit activity as corticotropin
5 the formula

CH»

CHs

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 UsS 4,621,556 (ICN,1%97), EP 0 531 901 (Fujisawa, 1593),

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 94/109017

(Upjohn, 1994), J. Med. Chem., 24, 610-613 (1981), and
20 J. Het. Chem., 22, 601 (1985).

S Y OF THE INVENTION

In accordance with one aspect, the present

-12-



rel easing factor antagonists and appear to suppress CRF hypersecretion. The
present invention also includes pharmaceuti cal conposi tions containing such

conmpounds of r (1) and (2), and methods of 10 wusing such conpounds
for the suppr@g)sﬁg#%gf CRF hypersecretion, and/or for the tRTASUHEA,

anxi ogeni ¢ di sorders. According to yet another aspect of the 15 |nvent|on,
the conpounds provided by this invention (and especially |abelled conpounds
of this invention) are also useful as standards and reagents in determ ning
the ability of a potential pharmaceutical to bind to the CRF receptor. 20

DETAI LED DESCRI PTliMefF: bAMERH1QN s Abvdhedi; %ﬁﬁ&& | af‘:ﬁfacQGFPéQl" I des

reo
g?gpggpgingilgSfan@gy%£$£§§g %ﬁg h?gé%?%saﬁfhggggségéﬁﬁﬁkPE e ns t her eof ,
and phar maceut i caltF¢atRenpiadhlaEfegtive qivmordee: eaxiatat,ect ed from t he
group: 10 a conpouﬁﬂreésfﬁﬂJnﬂﬁiit591eV$EWé¥ @yﬁﬁf%&éfﬂé%st -traumat
NHCH( CH[ er r ] CH errs%Q%F &%ﬂ&fdﬁ%ﬁp err] iIs %/e ‘P—? 1I%err] S
Me, Rlerr] is err] 1s WH; 3Pt ¥ B ?¥wrﬁmm&n€50) wherein R3 is
-NHCH(Et) 2, 15 SUPPRERFIqN,| AlpbeiRgrts [diseabl, Rjastrdoinse@®nalR err] is H
and Rlerr] is H daiseapelntharexiar Abl-vod>dr %ﬁéf'fﬁéﬁnbsdgsorder,
ethyl piperid-1-yl g .QLeffl 1 Sl RS, dwd S sympgims drug addiction,
inflammatory disorder, fertility problems,
10 disorders, the treatment of which can be effected 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 osteoarthritis,
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 depressgion, inciuding 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 digeases such as Alzheimer's
disease, Parkinson's disease and Huntinéton's
disease; gastrointestinal diseases such as ulcers,
irritable bowel syndrome, Crohn's disease, sgspastic
30 colon, diarrhea, and post operative ilius and
colonic hybersensitivity 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-



20 Ove, Rerr] is Hand Rerr] is H . a conpound of Fornula (50)
wherein Rlerr] is cyclobutyl- amino, Rerr] is M, Rlerr] is H Rerr] is
Ove, Rerr] is Hand Rerr] is H 25 a conpound of Forrmula (50) wherein
Rlerr] is NWRIBp&Err]CH=CH err], Rerr] is M, Rerr] is RGIUPUMNEM i s Qwe,
Rlerr] is Hand Rerr] is H 30 a conpound of Formula (50) wherein Rlerr]
iIs N(Et)CH err]CH=CH err], Rerr] is M, Rerr] is H Rerr] is O, Rerr]
is Hand Rerr] is H a conmpound of Formula (50) wherein R[err] S

Rort] 5 iohbiop el enti S Ak ad nokRbhe L mpRpRrY| o ° " O

N( Et)CH[erﬂ cPr, 11p$%1;t'r:]l:|r§r MvBeagy E¥aymasy |gpippdr eord stz@\,@a R[err] is H and
Rlerr] is H 10 ischewunetrohaFodanige (&Y. wheetebrdl digchensaN

(Pr)CH[ errjcPr, Bhi&k'ds 'c%zMBraB[ 5_ °<‘}ﬁ'§ﬁl RL%&]“_A); %tﬂ% JF' is Hand

Rde is H, a csorrpound of . Formul a r] 15
is Me, Rlerr]’istEiraa danage REY qag F-P&‘?\%F'-F&%'-'r @ndj Bear a conpound
of Formula (50) whbxted dfi[sarld}erssn.mélm:}ﬁtg higperténgiore, Rlerr] is H

Owe, d of F |
(R[SS; rl\,h:afel R eR{r:féﬁﬂ'cdﬁh'é %ﬁﬁ ée%% i\lﬁ %%artRfalﬁ]\rea' %&%&Fgrrf ) sogrvlé a

Rlerr] is Hand & ? °tl°n ]d‘dé&‘i’péﬁﬁﬂs%flw AMYRE  wherein R3
i s

dysfunctlons (e.q., stress induced fevers, porcine
10 stress syndrome, bovine shipping fever, equine
paroxysmal fibrillation, and dysfunctions induced by
confinement in chickens, sheering stress in sheep or
human-animal interaction related stress in dogs);
muscular spasms; urinary incontinence; senile
15 dementia of the Alzheimer's type; multiinfarct

dementia; amyotrophic lateral sclerosis; chemical
dependenciea and addictions (e.q., dependencies on
alcohol, cocaine, heroin, benzodiazepines, or other
drugs) ; drug and alcohcl 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 gecretion. The compounds of the present
invention are useful for the treatment of
psychiatric disorders and neuroclogical diseases,
anxiety-related disorders, post-traumatic stress

30 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 stress in a mammal.

35

-14 -
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N(Me) propargyl, Rerr] is M, Rerr] is H Rerr] is O, Rerr] is H and
Rlerr] is H, 30 a corrpound of Fornula (50) wherein Rerr] is
N(Et)propargylw gﬂllr%g{?_] is M, Rerr] is H Rerr] is O, Rerr] is H and
Rerr] is H a'e nd of Formula (50) wherein R err] is 3BCT/US99/01824
NHCH(CH err])CH(CH err])CH err], Rerr] is Me, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rerr] is H a conpound of Formula (50) wherein Rerr] is
N(CH err] CH err] Owe) - CH[err]CH:CH[err] Rlerr] is M, Rerr] is H Rerr]

is OV, Rerr] is 40 Hand R err] is H a conpound of Formula (50)
wherein R err] is N CAFEPERERY &% PORERRE, asﬁ[eé’rtp]t}‘% MEESSRerr] is H, Rerr]
is O, al err]xﬂv&snldlaﬁdpﬂbwarde]s nevel] commmdsndesérikEdnbeio¢50) wherein
N( CH {, Owve,
o T A o e
R[err] is N(CH erzrqlea[seﬁg] @her Fpmpaunds o ehe|PreSeAt Rlerr] is Ow,

Rlerr] is H ad Riffenkibn &b{hﬂﬂtﬂ amli"ﬁmtljﬂCha)fcdimﬁ.nfutmﬁﬁﬂ) wherein Rlerr]

N( CH CH
e, R er1] o RS, [ores raathEhte A, Wpet N lerbrtles LT Ll ' o

i s NHCH(CH[ err] ) GRFmyPerpeFretiqg-er Ihe; ErwntR[lé‘P’F]‘t’r%n BSRerr] is Ow,
Rlerr] is H and Rfilhdelsspharfacsugieabdcohpd=ativha ¢athainiagesncks i s

gﬁg*g[cgg]?’igoH_ compouRUE' b FSriBae 8] rdnd S(2Y, BhE'dderousOMp. Rierr] is H
10 using such compounds for the suppression of CRF

hypersecretion, and/or for the treatment of
anxiogenic disorders.

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

ETATILED DESCRIFPTION OF TON

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

-15-



a conpound of Fornmula (50) wherein Rlerr] is 2- ethylpiperid-1-yl, Rerr]
is M, Rerr] is H Rerr] is 25 Ove, Rlerr] is M and’ R[err] is H a
conpound of Formula (50) wherein Rerr] is cyclobutyl- amno, Rerr] is M,
Rlerr] is HWRP2P¥P s Ove, Rerr] is M and Rlerr] is H BOI/Es®omound of
Formul a (50) wherein Rerr] is N(Me)CH err]CH=CH err], Rerr] is M, Rerr]
is H Rerr] is O, Rerr] is M and Rerr] is H 35 a conpound of Fornmul a
(50) wherein Rlerr] is N(Et)CH err]CH=CH err], Rerr] is M, Rerr] is H,
Rlerr] is O, Rerr] is M and R[err] is H a conmpound of Formula (50)
wherein Rlerr] is N(Me)CH err]cPr, R3 Rlerr] is M, Rerr] is H,
Rlerr] is Ov, Rerr] is M and R[err] i - 18- a _conmpound of Formul a
(50) wherein Rlerr] is N(Et)CH err]cPry ﬁLI’.l. is Me, Rerr] is H Rerr]
is Ove, Rerr] is Me and Rlerr] is H a gongpund of Fornula (50) wherein

R3 is N(Pr)CHcPr, Rlerr] is Me, R N gpr]l is Ove, Rerr] is M
and Rlerr] is H a conpound of Fornula (‘50) erefh Rlerr] is N(M)Pr,
Rlerr] 10 is Me, Rerr] isH R& OM* Rlerr] is Me and Rlerr]
is H a compound of Fornula (50) whereln errff is N(Me)Et, Rlerr] is M,
Rlerr] is H Rerr] is Ow, Rerr] is Maa %[h] is 15 H a
conpound of Fornula (50) wherein Rerr] is ng\ée) R err]

FORMULA (50)

S and isomers thereof, stereoisomeric forms thereof, or
mixtures 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) (CH20Me) , R%@ ig Me, REP jg m, RAC
rd is H and R%®

is Me, is Me;

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

15 rR%¥2 js Me, RAP is H, R4S is oMe, R*? is H and r%®
is H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%3 ig me, R®P is H, R%C is
20 oMe, R*? ig H and R%® is H;.

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%*2 jg Me, R%P is H, RYC is OMe, R4 is H

and R4e is H;
25

a compound of Formula (50} wherein R3 is
N(Me) CHaCH=CHa, R*2 ig Me, R4P is H, R?C is oMe,
R* is H and R?® is H;

30 a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R*2 ig Me, R*® is H, R%C is OMe,
r2d rie

is H and is H;
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is Me, Rerr] is H Rerr] is Ow, Rerr] is M and Rerr] is 20 H;
a conpound of Formula (50) wherein Rlerr] is N(Me)propargyl, Rlerr] is M,

err] is H, is Owe, err] is Me and err] is H 25 a conpound of
IBE)rrru}a (50) %2’ ‘isﬁs Rlerr] ::{'[é N(]Et)propargyIR[R[e]rr] is MECT r?‘"is H,
Rlerr] is O, Rerr] is Me and R err] is H a conpound of Formula (50)
wherein R3 is 30 NHCH(CH err])CH(CH err])CH err], Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is Me and Rerr] is H a conpound of
Formula (50) wherein Rlerr] is N(CHerr]CH err]Owe)- CHerr]CH=CHerr],

err] is M, eLr err Me and err
ﬁs H; ]a corrpouriR[d (%f Lfﬁj%ﬂTdag%S%)’L%@? %)R%FFTLP SR%N(lel—PéqﬂﬂQﬁi[C@trr] O\/eRgl\/e ]
Rlerr] is M, Rerr] iR*H J.d?{pder,r]l Sigh, eié]OMé, dapgd RHid k€S H 40
a conmpound of ormﬂa{%@ wherein R3 is N(CH err]CH err]OWe) Et, Rerr] is
Me, Rerr] is H Rerr] is Ow, -19- Rlerr] is M and Rerr] is H a
conpound of FornuPaC?@HBunﬁhsﬁanrﬁmkarqsa)swhéféinﬂnﬂ Ehl R(EY] e, R[err]
is M, Rerr] is H R#%] 4b 4c 4angd er ks H a
conmpound of Formul a (5@ w%sle?glor\{ﬁR[ glrsr]H & N(Ps(%[ err] [e]r’s] d]
CH err]cPr, Rerr] is M, Rerr] is H R[err] is O, Rerr] is M and

Rlerr] is H 10 aacesmsound of ForfMla (520) wHORLA] RINLE" fipd)mpcrr

r4a R4 is H, RS is oMe, R*Y is H ang RE®

is Me,
is H;
a compound of Formula (S0) wherein R3 is N(Me)Pr, gp4a
15 is Me, R¥P ig u, R4C ig oMe, R4 is ¥ and R%® is
H;
a compound of Formula (S0) wherein R3 is N(Me)Et, péa

is Me, R4P ig H, R*C is oMe, R*? is H and R%® is

20 H;

a compound of Formula (50) wherein R3 is N(Me)Bu, R4a

is Me, R%P réc R%*d ig H and R?® is

H;

is H, is OMe,
25

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r42 is Me, R4P is H, R4C is oMme,
R4 is H and rR?® is H;

30 a compound of Formula (50) wherein R3 is
N(Et)propargyl, rR%2 is Me, R?P is H, R4S is OMe,
R*d is H and rR%® is H;

a compound of Formula (50) wherein R3 is
35 NHCH(CH3) CH(CH3)CH3, Rr%2 jg Me, R?P is H, RYC is

oMe, R*d ig H and R%® is H;

a compound of Formula {50) wherein R3 is N(CHCH0Me) -
CH2CH=CHz2, R%2 jg Me, R?P is u, RYC is ome, r%9 ig
40 H and R%® is n;

a compound of Formula (50) wherein R3 is
N(CH2CHz0Me)Me, Rr%2 is Me, RAP is H, R%C is oMe,
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NHCH(CH[err])CH err]CH err], Rerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is M and Rerr] is H 15 a conmpound of Fornula (50) wherein R3 is
-NHCH(Et)2, Rerr] is M, Rerr] is H Rerr] is Ow, Rerr] is M and
Rlerr] is HWO¥BABound of Fornula (50) wherein Rerr] is MAGPY8MM err],
20 Rlerr] is M, Rerr] is H Rerr] is Ow, Rerr] is M and Rde is
H, a conmpound of Formula (50) wherein Rlerr] is -NHCH(Et)[err], Rerr] is

Ove, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] 25 is H a
conmpound of Formula (50) wherein Rlerr] is 2- ethylpiperid-1-yl, Rerr] is
Ove, Rerr] is H Re 4:]1 4éts$<and Rde is H, 30 a compound of
Fornul a (50) V\/nereln err S cyclobﬁ?y am no, Rlerr] is Ow, Rerr] is
H Rerr] is Ove, £E r?n er 35 a corrpound of Formul a
(50) wherein R[err g @%ﬁ %—%ﬁ—?{e 8is , Rlerr] is H,
Rlerr] is OVE R4d |s Ay a%:%rﬂﬁ)u ﬂ-SFﬁrrﬂl a {s60Mewher ei n
Rlerr] is 40 3 ‘?Cl-#d{ra]rﬂ—m [#srH; Rerr] is Ow, Rerr] is H,
Rlerr] is Owe, R[err] is Hand Rerr] is H -20- a conmpound of Formul a

(50) wherein R[elar]:oinpoN@d/Er)ﬂ)lﬂ[cmmu]lePI(SOR[v&rez]e:jrSR@]\/bs Rlerr] is H Rerr]
is OMe, Rerr] is H andcijeuzdmMe)®ril r32a; gqupowdth of frorgas g (3L wherein
Rlerr] is N(Et)CH[errilcErislﬁ 114 gée QVEH Rerr] is H R[er?] I's Owve
Rlerr] is Hapd Rerr
a compound of Formula (50) wherein R3 is N(CHyCH,0Me) -
CHacPr, R43 jg me, R4P is H, RYC is oMe, % is w

and R%*® is H;

15 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 ig Me, R?P is H, R%C is OMe,
R4 ig H and rR%® is H;

a compound of Formula (50) wherein R3 is NHCH(cPr)j3,
20 r%2 is Me, R?*P is H, R%C is oMe, R4 is H and r%®
is H;
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%3 js Me, R?P is H, RC is
25 OMe, R4d is Me and R4e is H;

a compound of Formula (50) wherein R3® is cyclobutyl-
amino, R%2 ig Me, R?® is H, R%*C is ome, R*d is Me

4e

R

and is H;

30
a compound of Formula (50) wherein R3 is
N (Me) CH2CH=CH2, R%2 ig Me, R%P is H, R%C is OMe,

R4d is Me and R4e 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 oMe,
R%9 is Me and R*® is H;

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

40 R%2 jg Me, R?P is H, R?C is OMe, R%*Y is Me and Rr%®
is H;
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is H a conmpound of Formula (50) wherein Rerr] is N(Pr)CHerr]cPr, 10
Rlerr] is Ow, Rerr] is H Rerr] is O, Rerr] is H and R[err] is H a
cmmmmdofanma(SM\MHeH1NeH]|SNH&H% Rl err] Rl err]
is H Rerr] Y% Rlerr] is Hand Rerr] is 15 H; PSTﬁﬁﬁﬂ%@ﬁd of
Formul a .(50) wherein Rerr] is N(Me)Et, Rerr] is Ovw, Rerr] is H Rerr]
is OW, Rerr] is Hand Rerr] is 20 H, a conpound of Formula (50)
wherein Rlerr] is N(Me)Bu, Rerr] is Ove, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rlerr] is H 25 a conpound of Formula (50) wherein R err]
isf«%”wmmgw Rlerr].is Ow, Rerr] is H Rerr] is OW, Rerr] is H
and Rlerr] is H @.QnmgnmmddoéfFéxmumd215©5owhaWHmhemﬁ E@em(ﬂtncﬁzéer
N(Et) propargyl, R err]g4as 4 r i 4§ne r] 4§ H and
Rlerr] is H a corrpourly?:cg gi\:/g?rru (Jfo;ismﬁireln%érrﬁ] is l@[
NHCH(CH[err])CH(CH[err])CH[err] R[err] is O, Rerr] is H Rerr] is 35
Ove, Rerr] iss Héir&?bngggnﬁ] oESthmﬂ.aPQ%?UQﬁefgufﬁBW piﬁ)c}ngsge' n R3 is
N( CH2CH2OMwe) - CH[ err] CH err] mrga err ert]_is QOw,
Rlerr] is H and Rerr ¥ Mﬁo nB of 15 | B SEBMﬂhéPélﬁ l?Q[err]
IS N(CH[err]CH[err]OMéﬁd? R[err] IS CNb Rlerr] is H Rerr] is Ow, -21-
Rlerr] is Hand Fgegédpéd%def Formula (50) wherein R3 is N(Me) Pr, g2

10 - is Me, R*P is u, REC is oMe, R*? is Me and R%® is

H; .

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

R4b ric R4d

is Me, is H, is Me and R*® is

is OMe
15 H; !

a compound of Formula (50) wherein R3 is N(Me)Bu, g42

is Me, R4b R4c R4d is Me and Rr%® is

KH,;

is H, is OMe,
20
a compound of Formula (50) wherein R3 is
N(Me) propargyl, r%2 ig Me, R?P is H, R%C is oMe,

R4d is Me and R4e is H;

25 a compound of Formula (50) wherein R3 is
N(Et)propargyl, R%? is Me, R*P is H, R4C is OMe,
r4d is Me and R%® is H;

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

oMe, R*d is Me and R%® is H;

a compound of Formula (50) wherein R3 is N{CHzCHp0Me) -
CH2CH=CH2, R4 is Me, R?P is H, R%C is oMe, R4 is
35 Me and R%*® is H;

a compound of Formula (50) wherein R3 is

N (CH2CH20Me)Me, R%3 ig Me, R is H, R%*C is OMe,

R4 is Me and R%® is H;

40

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R3 j5 Me, RYP is H, R%C is OMe,
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a conpound of Formula (50) wherein Rlerr] is N(CHerr]CH err]Ow)Et, Rerr]
is OWw, Rerr] is H Rerr] is Ow, 5 Rlerr] is Hand Rerr] is H a
conmpound of Forrmula (50) wherein R3is N(CHerr]CHerr]OW)Pr, Rerr] is
Ove, Rlerr] W8 err] is Ove, Rlerr] is Hand R err] isPGRUSPHOM24onpound
of -Formul a (50) wherein Rerr] is N(CH err]CH err]OWw)- CHerr]cPr, Rerr]
is OW, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 15 a
compound of Formula (50) wherein Rlerr] is NHCH(CH err])CHerr]CH err],
Rlerr] is OW, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H a

conmpound of Formul a (520 iheeehRaRh®erig ixp, NHCH(cPr)[err], 20 R err]
is O, Rerr] is H Rerr] is Ok, Rerr|"is Hand R[err] is H a conpound

of Forrml a (50) a\k@fr@dhﬂ %I’frkofﬁui\gcﬁf@r hined R%gﬁr%ﬁ;%[err] R[err] is Owe,

H, 4 H;
ol oy b (SRS ot AT ROBT 5, w0/t s

Rlerr] is OW, Rerr] |sll€eM8n§n¢2[%rr]l$§i'30 H a conpound of Formul a
(50) wherein Rlerr] is N(Et)[err], Rerr] is Ow, Rerr] is H Rerr] is
OVe, Rlerr] is M SRRPYRS PE Formpla ﬁmpa@ﬁereen z%rmmcmcyzzonereun

Rlerr] is 2- 35 CHzetHry | pﬁﬁeigché WP Renr | r4S QmeRl Ed] + é(—(
Rlerr] is Ove, Rerr] s g¥e apdy R[err] is H a conpound of' or mu 50)
wherein Rlerlq is cycﬁtgﬁutyl arrfno Rlerr] is OW, Rerr] is H Rerr] is
Qve, Rlerr] is M dpound or2BGrRlel Isd)d wHlerBi§ AP Of Formila (50)

wher ei n err] iIs
Al ] IHCH (CH3) CH2CH3, r%2 jig Me, R?P is H, RS ig OMe,
R4d is Me and R%® is H;

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

R* ig Me, R?P is H, RYC is OMe, R4 is Me and R%®
is H;

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

20 R4 ig Me, R?P is H, RYC is oMe, R* ig Me and r2e
is H;

a compound of Formula (50) wherein R3 is -NHCH(Et)3,

R42 is oMe, R%P is H, R%C is oMe, R*9 is H and Rr%®
25 is H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is ome, R?P is H, RC is

10 oMe, R*d igs H and rR%® is nu;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%® ig oMe, R*P is H, R4 is OMe, R%* is u

and R*® is H;

35 a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CH2, R%2 jig5 oMe, R%P is H, R?C is OMe,
R4 is H and r%® is H;

a compound of Formula (50) wherein R3 is
40 N(Et) CH2CH=CH2, R%2 ig oMe, R?P is H, RC is OMe,
r%d is H and Rr%® is H;
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N(Me)CH err]CH=CHerr], Rerr] is OW, Rerr] is H Rerr] is Ow, Rerr]
is M and Rerr] is H a compound of Formula (50) wherein Rlerr] is 5
N(Et)CH[err]CH:CH err], Rlerr] is Ov, Rlerr] is H Rerr] is OV Rerr]
is Me and R eMO?P¥Y 5 conpound of Fornula (50) wherein Fi[‘?(‘fsf”?’g“
N(Me)CH err]cPr, R[err] is O, Rerr] is H Rerr] is O Rerr] is M and
10 Rlerr] is H a conmpound of Fornula (50) wherein Rerr] is

N(Et)CH err]JcPr, Rerr] is O Rerr] is H Rerr] is Ow, Rerr] is M
and Rlerr] is H 15 a conpound of Forrmula (50) wherein Rerr] is

N( gr ?Q[CH[ e]r r] cPlr_|, %eom@omﬁd %Fo}?{nglé] (309 H]aqaﬂ_-m rg3 |l% g[me)aﬁ N@l s) I\P/e
an err] is a COANQ of _EBr rr r
Rlerr] is Ow, Rerr] § I,}-Jﬁsu er’r]ilsi]\[ﬁ£2 et?] agﬂ %Q[Béfdr P/g H a

conpound of Formul a (50 whereln R[err] |s N(I\/E)Et R[err] 25

Ove, Rerr] isgH, ]gjsf rr corrpound
of Formula (50 \/\/ra{eR[r:gl:h%<l err KE {&?lﬂs%%g(bét@zﬁap
Rlerr] is O, Rerr] Iﬁs W&W& R{ierr‘-}slﬂs’ 30° is OMey; chapidamd & FormJIa
(50) wherein Rlerr] i stRe )propargyl Rlerr] is Ow, Rerr] is H Rerr]
is O, Rerr] is and er 35 a conp oundﬁ_{of Formul a (50) wherein
Rlerr] is N Et)perS?‘@?ﬁ“n%QPé ri‘“él 0)RpBeFSin R 15R{“é?¥‘]¢‘i§=1’(§\/e Rl err]
is Mo and Rl edP] is HR*® is oMe, is H, R%*C is oMe, R*Y is H and Rr%®

is H;

a compound of Formula (50) wherein R3 is N(Me)Pr, gt2

is oMe, R*P is m, r%C R¥ ig H and r%°® is

is OMe
15 H; !

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

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)Bu, gr%2

is ome, R?P R4S igs oMe, R%? is H and R%® is

H;

is H,

25 a compound of Formula (50) wherein R3 is
N(Me) propargyl, r*2 ig oMe, R?P is H, R%C is oMe,
r%42 is u and R%® is H;

a compound of Formula (50) wherein R3 is .
30 N(Et)propargyl, r*3 is oMe, R?P is H, R%C is OMe,
R4 ig H and R*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R*2 ig ome, R*P is H, R%C is
35 oMe, R*d is H and Rr%® is H;

a compound of Formula (50) wherein R3 is N(CHCHpO0Me) -
CH2CH=CH2, Rr%2 is oMe, R?P is H, R%C is oMe, r49

is H and R?® is H;

40
a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, R%2 is oMe, R*P is H, R%C is OMe,
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40 a conpound of Fornula (50) wherein R3 is
NHCH(CH err])CH(CH err])CH err], Rerr] is Owe, Rerr] is H Rerr] is Ow,
Rlerr] is M and Rerr] is H -23- a conpound of Formula (50) wherein
Rierr] is N(Eo9eB88p&H err] OVe) - CH err]CH=CH err], R err] PeT/Osgopigerr] is
H Rerr] is Ov, Rerr] is M and Rerr] is H a conmpound of Formula (50)
wherein Rerr] is N(CH err]CH err]OW)M, Rerr] is O, Rerr] is H,
Rlerr] is O, Rerr] is Me and R err] is H 10 a conmpound of Formula (50)
wherein Rerr] is N(CHerr]CHerr]OW)Et, Rda is OW, Rerr] is H Rerr]
is Ove, Rerr] is M pad Rl qird,4d %4 ;@ gpnpound of Fornula (50) wherein R3
is 15 N(CH err] CH err] Owe) Pr, err] is Ove, Rlerr] is H R[err] is
Ove, Rerr] is My aB gmﬁgrgfiﬂ%gﬂmﬂg G ggqﬂﬂgfgg grggla (50) wherein
Rlerr] is N(CH err] P erpLchr, el i 57O, err] is H, _
Rlerr] is Ok, Rerr] E%ﬁ%@%e)gé Rggdl??[%'] Rs ie B c%%r%d@n@”@f For mul a
(50) wherein ﬁ[err] i BENHEHEmsy RS Cieelir [ CH err], Rlerr] is Ove, Rerr]
is H Rerr] is Ow, Rerr] is M and Rerr] is H 25 a conpound of Fornul a
(50) wherein R efr Forponpiiaf Formeda) (SR ewhdredin BReisRlerr] is H Rerr]
is Ove, Rlerr] is M HACHFTRZOMe)iPs, HR430is aoMedMREONG g Off, RAIMYIA o(450)
wherein Rerr] is N @r @k [], Rerr] is Ov, Rerr] is H
Rlerr] is Ov0 R[errfk?s %%qi%gﬁﬁézwr%gsé'H; a conpound of Formula (50)
wherein Rerr] ig Bblbb&id (& HormBh&" (50) wherein R3 is N (CH2CH20Me) -

CHzcPr, R*2 is oMe, RP is H, R%C is oMe, R%Y is &

and R%® ig H;

15 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 jg ome, R%P is u, REC

is OMe,
R4d is H and R%® is H;
a compound of Formula (50) wherein R3 is NHCH (cPr) 2,
20 R%2 is oMe, 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 (CH2CH20Me) 2,

R42 ig oMe, RP r4C rR*d is ¥ and r%®

is H,
25 is H;

is OMe,
a compound of Formula (50) wherein R3 is NHCH(Et) 2, gr4a

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

H.
30 ’
a compound of Formula (50) wherein R3 is N(Et)2, gr%2 jg

oMe, R is H, R4 is oMe, R?*? is Me and R%® is H;

a compound of Formula (50) wherein R3 is 2-
35 ethylpiperid-1-yl, r%2 jg oMe, R%P is H, R%C is
oMe, R4 is Me and R%® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 is oMe, R?P is H, R%C is OMe, R%Q is Me
40 and R%® is H;

a compound of Formula (50) wherein R3 is
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35 is O, Rerr] is H Rerr] is Ow, Rerr] is M and Rerr] is H,
a conpound of Fornula (50) wherein Rlerr] is N(Et)[err], R[err] is ovve
Rlerr] is H, err] is O, Rerr] is M and Rerr] is H
conpound of #YASEF8( 50) wherein Rerr] is 2- ethylpi perldl’?f’y?”’”%rr] i's
Me, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is Me; 5 a conpound
of Fornmula (50) wherein Rlerr] is cyclobutyl- amno, Rerr] is M, Rerr]
is H Rerr] is O, Rerr] is Hand R err] is M; a conpound of Formula
(50) wherein Rerr] is 10 N(I\/b)CI—I[err]CI—I=CH[err] R[err] is M,
Rlerr] is H Rerr] is(M3cHRREeCHD |8t andmBl eg4l | ﬁs fgt’gﬂ@und of

r err

Formul a (50) wherein Rerr P} ery] CH=CH er is Ne, Rerr]
is H Rerr] is Ow, 15 JM é%%#and R[err] is Me; a conpound of

Forrmul a (50) wherein rr cPr Me, err H,
Rlerr] |g C])ve RfeIF?Tg%&é-lé?g;g?%qg@ ergfn OL?\ - Of IBE)rrru} aI ?50)
wher ei n R[err is N ﬁ%%—][ I%erril]s OMe R J@rHj- RECH s RMerr] is
Ove, Rerr] is Hand %rie] Mes all; RYS 1sﬁmonpound of Fornula (50) wherein
Rlerr] is N(Pr)CH err]cPr, Rlerr] is M, Rerr] is, Rerr] is Ow, Rerr]
is Hand Rlerr] iascdiapodnd @ip@oraubi m)mharém)RM@r NI(MeR[:Ie;_}’d’P]r i's

N(Me)Pr, Rlerr] 30 p4a ;G gBbe[L]y | e BL%»EJ aave, Rerrd is Hand
Rlerr] is 10 rde ig m,

" a compound of Formula (50) wherein R3 is N(Et)CHzcPr,
r4a r2b ric r4d
de

is OMe,
is H;

is H, is OMe, is Me and

R
15

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

is OMe,
is H;

is H, is OMe, is Me and

20 a compound of Formula (50) wherein R3? is N(Me)Pr, gré2
is oMe, R%P is m, R%C is oMe, R*9 is Me and R%® is
H;
a compound of Formula (50) wherein R3 is N(Me)Et, g4a
25 is oMe, R*P is H, R*C is oMe, R?9 is Me and R*® is
H;
a compound of Formula (50) wherein R3 is N(Me)Bu, gr%2

is oMe, R?P ig H, R*C is oMe, R%d

is Me and R%® ig

a compound of Formula {(50) wherein R3 is
N(Me)propargyl, R*2 is oMe, R*P is H, RYC is OMe,

35 r%Q ig Me 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,
r%d ig Me and R%® is H;

40 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, R*2 is oMe, R?® is H, RC is

oMe, R*9 is Me and R%® is H;
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Me; a compound of Fornula (50) wherein Rlerr] is N(Me)Et, Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is 35 Me;, a
conpound of Forrmula (50) wherein Rlerr] is N(Me)Bu, Rerr] is M err] is
H Rlerr] | SVoRmMsseerr] is Hand Rlerr] is Me: 40 a conpRFUSPOERE rul a
(50) wherein Rerr] is N(Me)propargyl, Rerr] is M, Rerr] is H Rerr] is
Owve, Rlerr] is Hand Rerr] is M; -25- a conpound of Formula (50)
wherein Rlerr] is N(Et)propargyl, Rerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rlerr] is Me; a conpound of Forrmula (50) wherein Rerr] is
NHCH(CH err])CH(CH err])CH err], Rerr] is Me, Rerr] is H Rerr] is Ow,
R[erNE]CHI[s H] zéﬂf' B[<].e<5 tdours M, Fégmuﬁagafﬁmowéé[@in@rﬂﬂﬁ(% %ﬁéﬁln Rlerr]
is err err aBl err err

Rlerr] is Ow, R[err] |2sxﬁ&% er?“’[(ﬁi MR alf cﬁmdlc?f Ia (50)
wherein Rerr] is 15is Me aRACH] er%?GH[err]OVE)I\/E Rlerr] is M, Rerr] is
H Rerr] is , Rerr] is Hand Rerr] is Me; a conpound of Formula (50)
wherein Rerr] i8 WMWP@%FQMFMéH) “HEQYPF-P RY i, R[err] is H Rerr]
is Ove, 20 R[erNQCHchljouaaiMéz[em 3 isoMe, R 4B ormayna &f 1Eoomal) a (50)

Vg\qlgre!R{]erR?]lfsN(G;Lng&[erreje %)E&e ﬁ{qfr] is M, Rerr] is H Rerr] is

10 a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R%2 is oMe, R*P is H, RYC is OMe,
r4d is Me and R?® is H;

_ a compound of Formula (50) wherein R3 is
15 N(CH2CH20Me) Pr, R%2 is oMe, R*P is H, R%C is oOme,

R4d is Me and R4e is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2cPr, R%2 is oMe, R*P 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,

r%d ig ‘Me and R?® is H;
25
a compound of Formula (50) wherein R3 is NHCH(cPr)g2,
r4a R4 is H, RC is oMe, R*d is Me and

R4e

is OMe,

is H;

30 a compound of Formula (50) wherein R3 is N(CH2CH20Me)2,
r4a Rgb R4C r4d

is OMe, is H, is OMe, is Me and

is H;
a compound of Formula (50) wherein R3 is NHCH(Et)z, r%2

. 35 is oMe, R%P is H, RS is oMe, R*d is Me and R%® is
H;

a compound of Formula (50) wherein R3 is N(Et)z, r%2 is

ome, R?P is H, RS is OMe, r4d is Me and R%*® is H;
40

24~



25 a conpound of Fornula (50) wherein Rlerr] is N(CH err]CH err] Owe) -
CH err]cPr, Rerr] is M, Rerr] is H Rerr] is O, Rerr] is H and
Rlerr] is Me; 30 a compound of Formula (50) wherein R err]_j
NHCI—I(CH[err])‘YfI’-If’é’fsPﬁSCI—I[err] Rlerr] is M, Rlerr] is H, R[g{;f/}rsslwgls&i/b,
Rlerr] is Hand Rlerr] is Me; a conpound of Forrmula (50) wherein Rerr] is
NHCH(Et)[err], R err] 35 is M, Rerr] is H Rerr] is Ow, Rerr] is
Hand R err] is Me; a conpound of Formula (50) wherein Rerr] is
NHCH(cPr)[err], Rerr] is M, Rerr] is H Rerr] is O, Rerr] is H and
Rierr] 40 | dripouRf of FGrWARDQEDS WierAnTHEAL4 S wherein Rierr] is
NHCH(Et)[err], Rlerr] eltq,1 g{ﬁ{_r]] 1S Elga%e e] ksbd\/le,H R][Re;t-r}l is Hand
Rlerr] is Ow; 5 a co oun of For fmul’ 5 eérein err
et hyl pi perid-1-yl, &% I\?beR[aé'tdrF si#iMeR err] .is OMe, Rlerr] is H
and Rlerr] is Ow; a conpound of Formula (50) wheregin rr] is_cyclobutyl -
10 am no, P &mporad)et W’é‘f“-’r]ia (§ﬁﬁ W’qu(%iln] R slﬂ\@’ClR%’gFY -is Hand
Rde is Ow; a conpounGmGFOFoR lis (80) RiRei=zim R3Ci ss oMe, R*® is H
N(Nb)CH[err]CH=CH[err]andRhé¢r15|Nk M, Rerr] is H Rerr] is Ow, 15
Rlerr] is Hand Rerr] is Ow; a conpound of Formula (50) wherein R3 is
N(Et ) CH[ er r | CH=CH eddudpouBlie6f | réimitR (BberdiledeinHR3NSrr] is OV, Rerr] is
H and Rlerr] j§ OW; Me) CHoCH=CHz, R%2 is Me, R?P is H, R®*C is OMe,

géd rée

ig H and is Me;

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R%2 ig Me, RP is H, R*C is OMe,
15 R* is H and R%® is Me;

a compound of Formula (50) wherein R3® is N(Me)CHpcPr,
R*2 is Me, R*P is u, R*C is oMe, R*? is H ana r%®
is Me;
20
a compound of Formula (50) wherein R3 is N(Et)CHacPr,

ri2 g Me, R4b is H, rYC is OMe, R&d is H and R%*®
is Me;

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

r42 ig Me, REP R4C is ome, R%*Y is H and rR%®
is Me;

is H,

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

30 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 N(Me)Et, r?a

ig Me, R*P is H, R%C is oMe, R?9 is H and R%® is
35 Me;

a compound of Formula (50) wherein R3 is N(Me)Bu, gi2

is Me, R?P ig H, R is OMe, rR%9 is H and R%*® is

Me;
40

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r*2 is Me, R*P is H, R*C is OMe,
R4d is H and R4e is Me;
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a conpound of Formula (50) wherein R err] is N(Me)CH err]cPr, Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is Ow; 25 a conpound
of Formula (50) wherein Rerr] is N(Et)CH err]JcPr, Rerr] is M, Rerr] is
H Rlerr] i svaopsss@® err] is Hand Rerr] is Ove; a conpourRETHSIFRSIA| a (50)
wherein Rerr] is N(Pr)CH err]cPr, 30 " Rerr] is M, Rerr] is H
Rlerr] is O, Rerr] is Hand Rerr] is Ow; a conpound of Formula (50)
wherein Rlerr] is N(Me)Pr, Rlerr] is M, Rerr] is HRerr] is Ow, Rerr]
is Hand Rerr] is 35 Ove; a conpound of Formula (50) wherein R err]
is N(Me)Et, Rlerr] is M, Rlerr] is H Rerr] is O, Rerr] is H and
Rlerr] is Ove; 40 a conpound of Formula (50) mher n Rlerr] is N(M)Bu,
Rlerr] is M, R[2rfqmRind ofy EPFpuiay G\?é WRFEF% sll#and R[err] is Owe;
-27- a conpound ofNﬁféir)mpaaFgﬂ} it disnMB), er?Y is BV REFpispovey!, R err]
is M, Rerr] is H R4y uSatbr* R Me;is H and Rlerr] is Ow, 5 a
conmpound of Fornmula (50) wherein Rlerr] is N(Et)propargyl, Rerr] is M,

Rlerr] is H R[ear&omﬁomof%smmsm)ame%ear 33155 OV, 10 a compound of

F I 50) wh CHLe
. T Rl gl 3 e

H and
H and R é;

10 a compound of Formula (50) wherein R3 is N(CH2CHz0Me) -
CH2CH=CH2, R%2 is Me, R*® is H, R%C is oMe, R%9 is
H and R%® is Me;

a compound of Formula (50) wherein R3 is
15 N (CH2CH20Me)Me, R%3 jg Me, RP is H, RC is OMe,

R4d is E and R4 ig Me;

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

a compound of Formula (50) wherein R3 is
' N(CH2CH20Me) Pr, r%2 ig me, R*P is H, R%C is OMe,
r4d rie

is H and is Me;

25
a compound of Formula (50) wherein R3 is N(CH3CH20Me) -
CH2cPr, R42 is Me, R*P is H, RYC is oMe, R* is H
and R%® is Me;

30 a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%*2 is Me, R*® is H, RC is OMe,
R4d is H and R ig Me;

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

r%2 is Me, R%P is H, R%C is oMe, R*? is H and r%®
40 is Me;
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a conpound of Fornmula (50) wherein Rlerr] is N(CHerr]CH err]Ow)- 15
CHerr]CH=CH err], R[err] is M, Rerr] is H Rerr] is Ow, Rerr] is H
and err] is conmpound of Forrmula (50) wherein R err] is
N(CH[R[err]]CH[e‘?’ %9\?@5 ,ng[err] is M, R[egr] is H Rerr] i"b’ﬁ?@,’“‘?ﬁ
Rlerr] is Hand Rerr] is Ow; .a conpound of Formula (50) wherein Rerr] is
N(CH err]CH err]OW)Et, Rerr] is M, Rerr] is H Rerr] is O, Rerr] is
Hand R err] is Ow,; 25 a conpound of Formula (50) wherein Rerr] is
N(CH err]CH err]OW)Pr, Rlerr] is M, Rerr] is H Rerr] is OW, Rerr] is
H( g;t[i R[]er&][ ls] %o%@&@@gﬁ@ﬂ%ﬁ (50y Whé‘rél@hl‘""ﬁlﬁrﬁkél}'x %Ir,] b o
_ err err erlac S is rT is
Rlerr] is Hand Rerr]g S{ovg a%d‘frpé%c 6f°%R|[‘ﬁ%l a1E5‘€))a‘Wn8re| B8Rl err] is
35 NHCH(CH[err]) err]CH[err] Rlerr] is M, Rerr] is H Rerr] is

Owve, err] i kS nd .of kornula (50) wherein
R[erri?[is ]NHcﬁ(cPr;l‘[do Q{n r (gggggﬁ? elins E %rr] |s Owve, Rerr]
is Hand Rerr] 40 d" L% r’rﬁounﬁsdfe:Féir rrui%t 1‘(.5(59 Swher ei n Rerr]
is N(CI—I[err]CI—I[err]OVE)b{eeerlﬁ&I and R'8ri3 dme;Me, Rlerr] is H Rerr] is
Ove, Rlerr] is Hand Rerr] is OWw; a conpound of Fornula (50) wherein
Rlerr] is NHCH(Et3[emboun®] efrFofmula (50)i shéd=inRRErid dycldbublerr] is Ow,
Rlerr] is Hamd R errJanisioOVR42ai £oppowntt of ool s (SRR, WaargpngRlerr] is
N(Et)[err], Rerr] I'S 2nd rR%® is OMe ;

a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CHz, R%2 ig Me, RAP 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)CH2CH=CH2, R%® jis Me, R?P is H, R%C is OMe,

2 R%% iz H and R%® is OMe;

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

R%2 is Me, R¥P is H, R%C is oMe, R is H and Rr%®
is OMe;

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

R4 is Me, R%P is H, RC is oMe, R*? is H and R%®
is OMe;

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

30 R4 is Me, R is H, R%C is oMe, R4 is ¥ and Rr%®
is OMe;

a compound of Formula (50) wherein R3 is N(Me)Pr, g2

is Me, R?P is u, Rr%C r4? ig ¥ and R%® is

is OMe,
35 OMe;

a compound of Formula (50) wherein R3 is N(Me)Et, gp4a

is Me, R%P is u, RC is oMe, R*? is H and R%® is
OMe;

40
a compound of Formula (50) wherein R3 is N(Me)Bu, g4a

is Me, R?P is u, R%C is oMe, R*? is H and R%® is

OMe ;
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Me, Rlerr] is H Rerr] is Ow, Rerr] is Hand Rerr] is Ow; 10 a
conpound of Fornula (50) wherein Rlerr] is NHCH(Et)[err], Rerr] is d,
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is Ow; 15 a conpound
of Formula (WOY/3#8rein R3 is 2- ethylpiperid-1-yl, R err]|PGTUSSMI8R err] is
H Rerr] is Ovw, Rerr] is Hand Rerr] is Ow; a conpound of Fornula (50)
wherein R err] is cyclobutyl- 20 amno, Rerr] is d, Rerr] is H/
Rlerr] is O, Rerr] is Hand Rde is Owe; a conpound of Formula (50)
wherein Rlerr] is N(Me)CH err]CH=CH rer], Rerr] is d, Rerr] is H Rerr]
s Owe, 25 Rlerr] is Hand Rerr] is Owe; a conpound of ‘Fornula (50)
wherein R err] ias oditonBd] ofr FEHmO§ et3d), wReeeid R3 i@, Rerr] is H Rerr]
is Ove, Rlerr] is H andeRpbeopargpl Ota 3Q gecomqgj}pf EorF_rPI 4 50)
wherein Rerr] is N(I\%[ Leﬁr;ﬁ%\g;a[ergmls ad, Rerr]’is %[‘err] S
Owve, Rlerr] is H and err] cdrrpound of Formula (50) wherein

Rlerr] is N(Et)q-|[§g O%gd’og[ﬁggl?i % H Rlerr] is Ov, Rerr]

is Hand R err] i erei,n Rerr] is
N(Pr)yCH err]cPr, 40 (e Jﬁé‘\ev] |S4$*R[8#rg]1$som Rlerr]
Is Hand Rerr] is d ;29w andaR%%ris)mMé ;of Formula (50) wherein R err]
Is N(Me)Pr, R err] |sCI Rlerr] is H Rerr] is Ow, Rerr] is Hand
Rlerr] is 10 a compound of Formula (50) wherein R3 is

NHCH (CH3) CH (CH3)CH3, R%2 jg Me, R?P is H, R%C is

oMe, R4 is H and R%® is OMe;

a compound of Formula (50) wherein R3 is N(CHCH20Me) -
15 CH2CH=CH2, R%*2 is Me, R?P is H, R4C is oMe, rR%9 is
H and R*® is oMe;

a compound of Formula (50) wherein R3 is
N (CH2CH20Me)Me, R4@ ig Me, RP is H, R4C is oMe,
20 r%d ig H and R%® is OMe;

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

s R4 is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, R%2 is Me, R® is H, R%C is OMe,
r%9 is H and R%® is OMe;

30 a compound of Formula (50) wherein R3 is N(CH3CH20Me) -
CH2cPr, R%2 is Me, R is H, R%*C is oMe, R%*d is ®
and R1® is OMe;

a compound of Formula (50) wherein R3 is
35 NHCH (CH3) CH2CH3, r42 g Me, R4P ig H, R3C ig OMe,

R* is # and R?® is OMe;
a compound of Formula (50) wherein R3 is NHCH(cPr)2,
40 is OMe;

is H, is OMe, is H and

a compound of Formula (50) wherein R3 is N(CH2CH20Me) 2,
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Owve; 5 a compound of Fornula (50) wherein Rlerr] is N(Me)Et, Rerr] is d,
Rlerr] is H Rerr] isOw, Rerr] is Hand R err] is Owe; a conpound of
Forrmul a (50) wherein Rerr] is N(Me)Bu, Rerr] 10 is d err] is H,
Rlerr] is OVEWORPEI68 s H and Rlerr] is Ove; a conpound off FOPRITE4(50)
“wherein Rerr] is N(Me)propargyl, Rerr] is d, Rerr] is H Rerr] is Ow,
15 Rlerr] is Hand R err] is Ow,; a conpound of Fornula (50) wherein
Rlerr] is N(Et)propargyl, Rerr] is d,Rerr] is H Rerr] is Ow, Rerr]
is Hand Rerr] is Ow; 20 a conpound of Formula (50) wherein Rerr] is
NHCH(CH err])CH(CH err]aLH err], err]..is X errlags.H R errlsad s O,
Rlerr] is H and R[err]ll.‘iacs:H / ,e]'zgﬂbal%d'f'rp&;gdl%% r#ﬁ:dal%ﬂ)a% 4gi n
Rlerr] is N(CH[err]CH[é?r(f )- CHerr]CH=CHerr], Rerr] is d, Rerr] is

H Rerr] is Ow, err] nd er is,OVe; Q f, Forgul a (50)
wherein Rerr] is®3 °m?<l"ur_1£Iﬁléggf’@ﬁﬁ-l{degr)_rh]wmﬁ%,afc lg)wggéngr ‘R[qgrr] is
H Rerr] is Oke, Rerij Ms, R ndsFEerk1C iis OMe; R*Cdmp8uadd ot *Fammul a (50)
yvherg%n ;F)![Serr] |sR[N(CI—9]9bé?r]ﬁH[e&r]R[C]VE)Et_, R[O?Arer] is d, Rger][]Fls Hl, REEB;]
is : err] is Han err] is ; a conpound of Formul a
wherein Rlerr] i saNcorPoMxDAL) Fprmm}erlqo)i svh@r,eim[lb}gqg NJER) 2 RIEA T Jisi s Ok,
Rlerr] is Hand Rerr]ués i3%;; 48, artormownd , ok4®ordng anabRIewerapies R err]
is N(CH err] Chperr] Ove)- CHerr]cPr, Rerr] is O, Rerr] is H Rerr] is
O, Rerr] is H ;?gampound of Formula (50) wherein R3 isg NHCH(Et) 2, ria

is c1, R ig H, R R4 is H and R%® is

OMe;

is OMe,

15 a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 jg c1, rR*P is m, R%C is
oMe, R*? is H and R*® ig OMe;

a compound of Formula (50) wherein R3 is cyclobutyl-
20 amino, r%*2 is c1, R*P is H, R4S is oMe, R* is m
and RY® is OMe;

a compound of Formula (50) wherein R3 is
N (Me) CHaCH=CHz, R*® js c1, R?P is H, R*C is OMe,
25 R49 ig H and R%® is OMe;

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CH2, R*2 is c1, R?P is H, R?C is oMe,

3 R4d is H and R4e is OMe;
0

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

R4 jig c1, R?P is u, R%C is oMe, R*9 is H and R%®
is OMe;

35 a compound of Formula (50) wherein R3 is N(Et)CHacPr,
R%2 s c1, R?P is H, RYC is oMe, R*Y is H and R%®
is OMe;

a compound of Formula (S0) wherein R3 is N(Pr)CHacPr,

40 r%® ig c1, RP is H, RIS is oMe, R*Y is H and R%®
is OMe;



and Rlerr] is Owe; a conpound of Fornula (50) wherein Rerr] is
NHCH(CH err])CH err]CH err], Rerr] is O, Rerr] is H™ Reri] is Ow, 5
Rlerr] is H and err] is Owe; a conpound of Fornula (50) wherein Rerr] is
NHCH(cPr) [erVQP¥38& r] is O, Rlerr] is H Rerr] is Ove, WRASHOISE H and
Rlerr] is Owe; 10 a conpound of Fornula (50) wherein Rerr] is
N(CH err]CH err]OWw)[err], Rerr] is d, Rerr] is H Rerr] is O, Rerr]
is Hand Rerr] is Owe; 15 a conmpound of Forrmula (50) wherein Rerr] is
NHCH(Et)[err], Rerr] is d, Rerr] is H Rerr] is O, Rerr] is H and
Rlerr] is g](\)/e; aacmémnmnﬂ @ff]QFormla (5m0) ]md&eéﬁ:hnnﬁ[ﬂ 'i\i(]l\de'?PQ‘( Eﬁ'}%erR{] |

err] is er Lpbi aR err an err
F[S C]VL a conpound ofofgnuP gf)) Wnerel QF‘SO\?’ g ?%H‘-T R[err]
is d, Rerr] is H, Hew]lscw Hew]lsHamjmeH]|325 F
co ound of Eprnylébﬁﬁgyh I 8bfmid [ 4 yl, err] is
d rrpR[ err] is H Rerr dM&Q ﬂ,) efr;‘fjb) %ﬂ%regﬁ% plﬁoﬁr(?d#t 45[ conpound
of Formula (50) wher %'e r] i'-% Bydto d-lSyPMeaano isRHeanfl R eCis Rl err]
is H Rerr] is Ow, drr] is Hand Rlerr] is H a conpound of Formul a

50) - wherein err S CH=CH err] is d,

(R[le] is H, E[[eérr Odp HG%EOnggm‘]‘M?a)s%ﬁ)aﬂ REERT 3el’s? N(ﬁ[&)ﬁ‘ém‘]’.ﬁ]d of
Formul a (50) Wyher ei n @rlr,] Rt 86 B) e ris] OMeCHEAS ris HRhadaréesiL, Rerr]
is H Rerr] is Ow,

a compound of Formula (50) wherein R3 is
N(Me)propargyl, r%@ is c1, R®P is m, R4 is Ome,
15 R4 ig ¥ and R® is OMe;

a compound of Formula (50) whereln R3 is
N(Et)propargyl, R%@ is c1, R%P is H, RS is oOMe,

20 R4 is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, r%@ ig c1, rR% is u, Rr4C

oMe, RYY ig H and R%® is oMe;

is

25 a compound of Formula (50) wherein R3 is N(CHoCH2OMe) -
CH2CH=CH2, R%® jg c1, R*P is u, RS is ome, R4 ig
H and Rge is OMe;

a compound of Formula (50) wherein R3 is
30 N(CH2CH20Me)Me, Rr%2 i c1, R*P is H, R%C is owme,

4% is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, Rr%2 jg c1, R*P is H, R%C is ome,

35 R4 is H and R%® is oMe;

a compound of Formula (50) wherein R3 is
N (CH2CH20Me) P, ri2 g Ccl, R4 ig H, R4C ig OMe,

40 R4% is H and R4e i OMe;

a compound of Formula (S50) wherein R3 is N(CH2CHy0Me) -
CH2cPr, R%2 ig c1, R?P is H, R%C is oMe, R%9 is H
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40 Rlerr] is Hand Rerr] is H a conpound of Fornula (50) wherein R3
is N(Me)CH2cPr, -31- =~ Rlerr] is d, Rerr] is H Rerr] is Owe, Rerr] is
Hand R err] is H a conpound of Forrmula (50) wherein R[err‘lvglhs

N( Et ) CH[ er r ] &Y 99/38858 Rerr] is O, Rerr] is H Rerr] P¢YURAIRE o 1]
Is Hand Rerr] is H a conpound of Formula (50) wherein Rerr] is

N(Pr)CH err]cPr, Rerr] is d, Rerr] is H Rerr] is O, Rerr] is H and
Rlerr] 10 is H a conmpound of Forrula (50) wherein R3 is N(Me)Pr, Rda
is d, Rerr] is H Rerr] is OB, Rerr] is Hand Rerr] is H 15 a
conpound of Formula (3Q). ergjs s, s NCMe)Et, Rda is O, Rerr] is H
Rlerr] is O, Rerr] 15 an err] is H 20 a conpound of Fornula (50)

wherein R err]
is Hand R err]
N( Me) pr opar gyl
Rerr] is H, ag
R err]

is O, Rerr]

S

i%ﬁ$$ﬁaéﬁﬂ
R err]
corrpounﬁL fisFBr and R
is H Rerr]

H.:LS

is Owve, 30

a ReChLImits Yso) Nilddid R3tys!
e
Qr aMerein R3 is N(Et)propargyl,
Rl err]

Rlerr] is Ow, Rerr]
err] is 25
asr PMes H and

is Hand R err]

is H a conmpound afcdapowmidacfSPyrmiler €i50) Rpleerdin 83 is NHCH(cPr)gz,
NHCH( CH[ er r ] ) CH( CH er rg4eCh ?Ei] s ks h,i §4€1, %r‘rkmsi;l,x_{ ggigrﬁ;ei s Owe,

R err]

15

20

25

30

35

40

is Hand Rerr]id ome;
10

a compound of Formula (50) wherein R3
R%2 ja c1, R is H, RYC is OMe,
is OMe;

compound of Formula (50) wherein R3
is C1, R4b is H, R3C ig OMe, R4d
OMe;

compound of Formula (50) wherein R3
c1, R*P is u, R%C is ome, R%Y ig

compound of Formula (50) wherein R3

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

is N(CH3CH20Me) 2,

R4 is H and r%®

is NHCH(Et)2, réa
is H and R%® isg

is N(Et)2, Rr%2 ig
H and R?® is oMe;
is NHCH(Et)gz, gr%a

is H and R%® isg

is 2-

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

compound of Formula (50) wherein R3

is cyclobutyl-

amino, R%2 is c1, R%P is H, R%C is oMe, R%d is H

and R%® is H;

compound of Formula (50) wherein R3

is

N(Me)CH2CH=CH2, R%2 ig c1, R?P is H, R%C is oMe,

R4d R4e

is H and is H;

compound of Formula (50) wherein R3

is

N(Et) CHaCH=CHz, R%® ig c1, R?P is H, RS is OMe,

R4 is H and rR%® is H;

compound of Formula (50) wherein R3
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35 a conpound of Formula (50) wherein Rierr] is N(CH err]CH err]Ow)-
CH err]CH=CHerr], Rerr] is d, Rerr] is H Rerr] is Ow, R[err] is H
and Rlerr] is H 40 a conpound of Formul a (50) wherein R[eE£

N(CH err] CHw@py®888) Mo, R[err] is O, Rerr] is H Rerr] § "@%"lsﬁ[err] is
Hand Rerr] is H -32- a conpound of Formula (50) wherein Rerr] is
N(CH err]CH err]OW)Et, Rerr] is d, Rerr] is H Rerr] is O, Rerr] is
Hand R err] is H 5 a conmpound of Forrmula (50) wherein Rerr] is

N(CH err]CH err]OW)Pr, R err] |s C, Rerr] isH Rerr] is O, R4d is H
and Rde is H a corrpcnﬁﬂjmf cEor REP aig 30) edel OM& RT| isSH and rie

N(CH err] CH err] Ove) - -ig (s CH err]cPr, Rerr] is d, Rerr] is H

Rlerr] is Ov, Rerr] is Hand Rlerr] is H a conpound of Fornmul a (50)
wherein R3 i s NHeHe@mMbund YEHFormh LR £59)] Wtﬁ[rélln]R leCIN(HQ[)éfHQ]:Prs H,

Rlerr] is Oves 15  p4a Rlein] kéPH ang H%T ik bie Hr¥ gpownd gfe Fornul a
(50) wherein Rerr] |fgrﬂ%}{c¢W)[err] R[err] S Cﬁ, Rlerr] 1s H Rerr] is
Owve, Rlerr] is Hand Rerr] is H 20 a conpound of Formula (50) wherein

Rerr] is N(m[egra;&ﬁmd Qe Fogtmala Eﬁ@)rrv}hermaRBF{@mdpﬁ)eHbicp err] is
Ove, Rerr] is Hand g}r' El4b25 7 ggm)oun rrulgﬂ%S Mereln
Rlerr] is NHghi(Et)[er ; ] R , Rerr]
is Hand Rerr] is H
a compound of Formula (50) wherein R3 is N(Me)Pr, g42
is c1, R*P is H, R4S is oMe, R%*? is H and R%® is
H;
15 o
a compound of Formula (50) wherein R3 is N(Me)Et, gr4%2
is c1, R*P is H, R%*C is oMe, R*? 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, RC is oMe, R*? is H and R?® is
H;

a compound of Formula (50) wherein R3 is
25 N (Me) propargyl, r%2 is c1, RP is m, R®*C is OMe,
r%d is H and R?® is H;

a compound of Formula (50) wherein R3 is
N (Et)propargyl, r%2 is cl, R*P is H, R%C is OMe,
30 R4 ig H and R*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH (CH3) CH3, R%2 is c1, R?P is H, R%*C is

S oMe, RYY is H and R%*® is H;
3

a compound of Formula (50) wherein R3 is N(CH2CHz0Me) -
CHaCH=CHz, R%2 is cl, RP is H, R%C is oMe, R*9 is
H and R¥® is H;

40 a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, r%2 is cl, RP is u, R%C is oMe,
r%d ig H and R*® is H;
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a conpound of Formula (50) wherein Rerr] is N(Et)[err], Rerr] 30 is d,
Rlerr] is H Rerr] is Ow, Rerr] is Hand Rlerr] is H a conpound of
Formula (50) wherein Rlerr] is NHCH(Et)[err], Rlerr] is C i
Rierr] is OWYOR®®] is F and Rlerr] is H 35 a conpound B?T%ﬁ?’ﬁlﬁz‘é (50)
wherein Rerr] is 2- ethylpiperid-1-yl, Rerr] is d, Rerr] is H Rerr]
is OW, Rerr] is Fand Rerr] is H 40 a conpound of Formula (50) wherein
Rlerr] is cyclobutyl- amno, Rerr] is G, Rerr] is H Rerr] is Ow,

Rlerr] is F -33- and Rlerr] is H a conpound of Fornula (50) wherein

N( Me) CH CH= a, H, is Owe,
T D R el b ) 1 AL
R[err] is N(Et)CH[err ﬁ) ‘:R[Brr]msC‘lGI esrH, i CH;.stlﬂiu] is Owe,

Rlerr] is F and RlerrR FislbiHla(hcﬁnﬁ*GrTﬁzeunﬂ of Formul a (50) wherein Rerr]

is N(Me)CH err]cPr, Rerr] is d, Rerr] is H Rerr] is Ow, Rerr] is F

and Rlerr] is ¥ é.ﬁ:o&ap@&ﬁﬁOUﬂCFcﬁfmtﬁ.@.l’ MBbR WHebeivhrBeis Rlerr] is

N(Et)CH err]cPr, R[er[q](cH?c@oMﬂpq:rrgégas cR[filqb] G\@,c(ik%g)%’[ls F and
I's N

Rlerr] is H a corrpounqdo For fgc{ erein R[er err]cPr,
20 Rlerr] is O R R &Y ﬁ' Rﬁﬁr is Ow, R[err] is Fand Rerr]
is H a conpound of Forrml a (50 er err N( Me) Pr err
: Al a compound oé 3 \Ml 5 )Fﬁhereln R3 1s (CH}CEQOMe;
10 CHacPr, R*2 is c1, R*P is H, R%C is oMe, RY is W

and R?® is §;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R*2 is c1, R*P is H, R%C is OMe,
15 rR49 is H and R%® is H;

a compound of Formula (50) wherein R3® is NHCH(cPr)2,
R%¥2 is c1, R is H, R%C is OMe, R*d is H and Rr%®
is H;
20
a compound of Formula (50) wherein R3 is N(CH2CH20Me)2,
r?2 jg cl, Rﬁb is H, R4C ig OMe, R4d is H and R%®
is H;
25 a compound of Formula (50) wherein R3 is NHCH(Et);, g42
is c1, rR*P is m, R*C is oMe, R*? is H and R*® is
H;
a compound of Formula (50) wherein R3 is N(Bt)p, gr%2

30 is c1, R?*® is H, R%C is oMe, R?? is H and R%® is H.

a compound of Formula (50) wherein R3 is NHCH(Et)gz, gr%2a
is c1, R*P is 1, RS is oMe, R*? is F and R*® is
H;
35
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is c1, R*P is m, R%C is

oMe, R4S is F and R?® is H;

40 a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R42 jg c1, R?P is H, R%C is oMe, R* is F
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is d, Rerr]

is H Rerr]

is Ove, Rerr]

conpound of Fornula (50) wherein Rerr] i

H Rerr]
Rl err]

i's N(Me)proparagyl,

and R err]

NH(CH(CH err])CH(CH err])CH err],

is Ove, Rerr]

(50) wherei wompE3868 is N(Me)Bu, Rerr] is O, Rerr] is HPCREEMWS24\p
is Fand Rerr]

R err]

is Fand Rerr]

is d, Rerr] i
R err]

is Fand Rerr] is 25 H a
s N(Me)Et, Rerr] is d, Rerr] is
is H 30 a compound of Formula

s H Rerr]
is d, Rerr]

R err]

is H 35 a conmpound of Formula (50) wherein R err]
is Ow,
is H a conmpound of Fornmula (50) wherein Rerr]

is F

is 40

is H Rerr]

is Owe,

Rlerr] is F and Rl erplqi §4¢f ;@ gonpound of Formula (50) wherein Rlerr] is

N(CH err]CH err] Owe) - -34- CHerr]CH=CH err], Rerr] is d, Rerr] is H,
\If[,herr] ISR[OVE] !g[%%&,bo{lﬁd%g%&ﬂg]éa?; bﬁe&%@oggd oi For nul aRE 50)] _
erein Rerr] is r err = Rl.errdeis err] is
H Rerr] is OV, R[gr‘lrwf’?}s‘g@'éﬂrﬁ; er r Siéﬂ\-ﬁ%a &SE%OU b s By o (50)
wherein RerP] is N(Eﬁfleﬁ-ﬁ]mlﬁrﬁ PEH; Rlerr] is O, Rerr] is HRerr]
is Owe, 10 Rlerr] is F and R[err%Eb is H a c%npound of Formul a (50)
wherein Rlerr] ias oqerpedr pEHermleVvdfp?  wrexein R°s1i8 Rl err] is H Rerr]

is Owe, 15

H R err] is00we,

15

20

25

30

35

40

a

R eNr(Et) SHFCECHR] ®?f| isscH,
wherein Rierr] is N g4des

Rl err]

compound of Formula (50) wherein R3
R4 jg c1, rR*P is H, RIS is OMe,

is H;

compound of Formula (50) wherein R3
rR32 ig c1, R is H, RS is OMe,

is H;

compound of Formula (50) wherein R3
r%2 is c1, R*P is u, R*C is oMe,

is H;

compound of Formula (50) wherein R3 i
is c1, R is H, RIC is OMe,

H;

compound of Formula (50) wherein R3 i
is c1, rR%P is B, RYC is OMe,

H;

corpound of Formula (50) wherein R3 i
is c1, R* is H, RYC is OwMe,

H;

mjl%drmaunﬁ'* fidFoMal a (50)

g]ﬁﬂrﬂ%—H%[err]cPr,'-R[err] is d, Rerr] is
is F

R4d

R4 d 5

R4d :

compound of Formula (50) wherein R3 is

N (Me) propargyl, rR%2 is c1,
R4d is F and

rY® is H;

compound of Formula (50)
NH (CH (CH3) CH (CH3) CH3,

OMe,

4d

R4S is F and rR%®

compound of Formula (50)

R is H,

wherein R3 is

is F and

is F and

is F and

is N(Me)CH2cPr,

R4e

is N(Et)CH2cPr,

R4e

is N(Pr)CH2CPr,

R4e

N(Me) Pr, ri2
F and R?® is

N(Me)Et, gr%2
F and R?® is

N(Me)Bu, Rri2
F and R?® is

is OMe,

ria ig cl, R4b is H, R3C is

is H;

wherein R3 is N(CH2CH20Me) -
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and Rlerr] is H 20 a conpound of Forrmula (50) wherein Rerr] is
NH(CH(CH[err])Cerrr]CH[err] Rlerr] is d, Rerr] is F, Rerr] is QOw,
Rlerr] is H and err] is H a conmpound of Formula (50) wherein a err] is
NHCH( cPr ) [ er MO 993868 Rlerr] is d, Rerr] is H R errfc¥s 4R err]
is Fand Rerr] is H a compound of Fornula (50) wherein Rerr] |s
N(CH err]CH err]OW)[err], Rerr] is d, Rerr] is H Rerr] is OV, Reérr]
is Fand Rerr] 30 is H a conpound of Fornula (50) wherein Rlerr]
is NHCH(Et)[err], Rlerr] err] is Hew] is O, Rerr] is F and
Rlerr] is H a corrpouﬁH-?%IF @&mﬁ% 8031, eiia R{eﬁ“i"j 1|ssoméEt1§4[der1rs]
Rlerr] is d, Rerr] Fsanl fd%rg mijs O, Rerr] is Fand Rerr] is H a
conmpound of For mul a (50) wherein R[err] is NHCH(Et)[err], R err] 40
is d, (I?[e][r}: isa{—lcoi(agsgﬁ& dﬁp@i‘ﬁgﬁﬂ@idﬂ vjhgr%h@mqu[er;]lis H;Ri35-] o a
conpound of Fgrnul a H o eL4 &byl pi.peris -y err] is
A, Rerr] is H, R[errfd ﬁlg\/eé’ ﬁ ié&%é gnd é*lr?rfi él\%1":"corrpound
of Fornul a (50) vvhere Rf%rEF]arﬁds cyc’r%tﬁrtyl am no R[err] is d, Rerr]"
is H Rerr] is err] is and R[err] 10 a conpound of
Formul a (50) V\,heraeFﬁ %‘é’i"? of ¥ @i%rr’]s err] is d, Rerr]
is H Rerr] is Ow, 232@’1 .ah H[sarCrl] RS H;s&!c;[)rf)ommm For mul a
(50) whereinliBerr] §44513pandN§E§)Q4[}ﬁrr]Cl—I:C14[err] Rlerr] is d,
Rlerr] is H Rerr] is Ow,

a compound of Formula {(50) wherein R3 is

N(CH2CH20Me) Pr, R%*2 is c1, REP ig H, R%C is OMe,

5 R%2 ig F and R%® is H;

a compound of Formula (50) wherein R3 is N(CHpCH2OMe) -
CHacPr, R*2 ig cl, R*P is u, RYC is oMe, R is F
and R%*® is u;

20 a compound of Formula (50) wherein R3 is
NH (CH(CH3) CH2CH3, R%42 j5 c1, R?P is F, R%C is oOMe,
R*? is H and R*® is H;

a compound of Formula (50) wherein R3 is NHCH(cPr)g3,
25 R%*2 is c1, R*P is u, RC is oMe, R*S is F and R%®
is H;
a compound of Formula (50) wherein R3 is N(CH2CH20Me)3,
R%2 is c1, R?P is ", R%C is oMe, R*Y is F and r%®
30 is H;
a compound of Formula (50) wherein R3 is NHCH(Et)a, gr%a
is c1, R* is H, R%*C is oMe, R%Y is F ana R%® is

H;
35
a compound of PFormula (50) wherein R3 is N(Et)y, gr%2
is c1, R*P is H, R%*C is oMe, RS is F and R%® ig H.
a compound of Formula (50) wherein R3 is NHCH(Et)z, g%2
40 is €1, R*P is H, R%C is OMe, R44

is OMe and R%® is
H; :
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Rlerr] is O and Rierr] is H a conpound of Fornula (50) wherein R[err] S
N(Me)CH err]JcPr, Rerr] is d, Rerr] is H Rerr] is F and Rlerr] 20

is H a compound of Formula (50) wherein Rlerr] is N(Et)CH err]cPr, Rerr]
is O, RerrYVOi9338K err] is Ove, Rerr] is Ov and R err] PECHUSORE4 g
corrpound of Fornmula (50) wherein Rerr] is N(Pr)CHerr]cPr, Rerr] is d,
Rlerr] is H Rerr] is OWw, Rerr] is O and Rerr] is H 30 a conpound
of Formula (50) wherein Rerr] is N(Me)Pr, Rerr] is d, Rerr] is H,
Rlerr] is O, Rerr] is O and Rerr] is H a conmpound of Formula (50)
wherein Rlerr] is N(Me)Et, Rerr] 35 is A, Rerr] is H Rerr is
Ove, Rerr] is Orecamporidref Hogmdlaa (Sohpehebinf RFofsuda (50) wherein
Rlerr] is N(M)Bu, R[ethl}lprpdiz.d RP?ﬂ.r]R%%ﬁ il eptd | \Ai}p\/bn4d?[grr] is Owe

and Rerr] is 40 & .gérr.ul (50) .wherein is -36-
N( Me) pr opar gy, R[err % q%%%]agd \ ?’r’ s Owe, R[err] is Ove and

err] is H ac rel is
E[H( CH]( CH[err])CH?g?Hgg‘ qrar ?giz\ﬂghﬁe" § % %CJIQLb"ﬁF’érr] is Owe,
Rlerr] is O and R € oBnd ¥¥ I'¥301erl»3:15'(‘!’1\1)9 \HnereLSnOI@err] i s
N(CI-l[err]Cl—l[err]OVE) aﬁle[E"r]:@-lﬂil—l[err] Rlerr] is d, Rerr] is H Rerr]
Is Ove, Rerr] is 10 Fand Rerr] is H, :
10 a compound of Formula (50) wherein R3 is

N(Me) CH2CH=CHz, R%42 ig c1, R?P is H, RAC is OMe,
R*d js OMe and R%® is H;

a compound of Formula (50) wherein R3 is
15 N(Et)CHaCH=CH2, R%3 is c1, R®P is H, R%C is OMe,

r%% is OMe and R%® is H;

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

R is ¢1, R*® is H, R*C is oMe, R*d is F ana r®
20 is H;

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

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

rR4® is H;
25

a compound of Formula (50) wherein R3 is N(Pr)CHzcPr,
4a 4b ; 4c 44
R*® is Cl, R® is H, R*~ is OMe, R™" is OMe and
R4e is H;

30 a compound of Formula (50) wherein R3 is N(Me)Pr, gr%2
is c1, R*® is u, R*C is oMe, R*Y is OMe and R%® is
H;
a compound of Formula (50) wherein R3 is N(Me)Et, g42
35 is c1, r*P ig m, R%C is oMe, R*d is OMe and RY® is
H;
a compound of Formula (50) wherein R3 is N(Me)Bu, g%2
40 is c1, R*P is H, R%C is oMe, R¥Y is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is
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a conpound of Formula (50) wherein Rlerr] is N(CHerr]CHerr]Ove)M, Rerr]
is O, Rerr] isH Rerr] is Ow, Rerr] is O and Rerr] is H 15 a
corrpound of (50) wherein Rerr] is N(CHerr]CH err Rl err]
is d, R[err]‘%gy*agﬁsR[err] is Ove, Rlerr] is Ove and R[err}’cf’&%?q"’“% a
corrpound of Formula (50) wherein Rerr] is N(CH err]CHerr]OW)Pr, Rerr]
iIs A, Rerr] is H Rerr] is OB, Rerr] is O and Rerr] is H a
conmpound of Forrmula (50) wherein Rerr] is N(CH err]CH err] Ow)- 25
CHlerr]cPr, Rlerr] is d, Rerr] is H Rerr] is OW, Rerr] is O® and
err s H a conpo Ndmei 8 ei g4
Rlerr] i npou pfhﬂanéyi (ﬁ 3 M@Qﬁ.lﬁ,ﬁﬂfg 4{ ﬁ% is M, v 30

NHCI—|(CH[err])CI—|[err]C§|§mr errcﬂ Rlerr]

Rlerr] is Ow and R err] |s a co ouh%ll'fjf FormJIa (50) vvhereln Rlerr] is
NHCH(cPr) [err], | rr]_is, OV, Rlerr] is Ow and
Rée is H 35 g corrpo&‘é.g (%%eﬁnRT‘erJr

N(CH err] CH err] Ove) [ r( 3 Fﬁerll]i C%,I-RtiQ[l@rH], R Qe Rlerr]

is O and Rlerr] is BIMeAOR xmmpxeuadd(ﬁ Samsnula (50) wherein Rlerr] is
NHCH(Et)[err], Rerr] is d, Rerr] is H Rerr] is Ow, Rerr] is OWw and
Rlerr] is -37- aldompoundpmlmbmhlEoKsml am(&@).nmﬂa%rieg & (Chg b oM -
N(Et)[err], Rerr] ischeuRhgyrlgdas;k cﬂed"*'b] HO\@;C R[se”l»_ IS4(QVE and

Rlerr] 5 10'S H F and R*® is m;

a compound of Formula (50) wherein R3 is
N(CHzCHzOMe)Me, R42 ig c1, R jg u, r%C

a is OMe,
R4 is ome and R?® ig H;

15

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, Rr%2 jg c1, RP is H, R%C is OMe,

R4 ig OMe and R%® is H;

20 a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, R%3 jg c1, R?P is H, RS is OMe,

R4d is OMe and rRY® ig H;

a compound of Formula (50) wherein R3 is N(CH3CH,O0Me) -
25 CHacPr, R*@ ig c1, R*P is m, R%C is oMe, Rr%Y is
OMe and R*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 is ¢1, R?P is H, R4C is OMe,

30 R*d is OMe and R%® is H;

a compound of Formula (50) wherein R3 is NHCH(cPr) 3,
R*2 is c1, R*P is H, RS is ome, R%Y is OMe and

r*® is u;
35

a compound of Formula (50) wherein R3 is N(CH2CH20Me)3,
~ rR* is c1, R*® is 1, R*C is oMe, R%Y is OMe and
rR*® is m;
40 a compound of Formula (50) wherein R3 is NHCH (Et) 2, gr%@
is c1, R% js H, RYC is oMe, R?9 is OMe and R%® is
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a conmpound of Forrmula (50) wherein Rerr] is NHCH(Et)[err], Rerr] is Br,
is H Rerr] is O, Rerr] is O and Rerr] is 10 H a
conmpound of Forrmula (50) wherein Rerr] is 2- ethylpiperid-1-yl, Rerr] is

R err]

Br, Rerr]

iwobhi3sBherr] is Ove, Rerr] is Ove and R err] iRCHASIYB1824

conpound of Forrmula (50) wherein Rerr] is cyclobutyl- amno, Rerr] is Br,
is H Rerr] is O, Rerr] is O and Rerr] is H a conpound of
Formul a (50) wherein Rerr] is 20 N(Me) CH err] CH=CH[ err], Rlerr] is
Br, Rerr] is H,
of Formul a (50) V\/nere[g[n Rlerr] is N(Et)CH err]CH=CH err], Rlerr]. is Br,

R err]

Rlerr] is H, R[err] i s” Owe, 25 R[err] is Ow and R[err] is H a
conpound of Forny "‘é g" (d0) h e:[é] Rl ek is Br,
Rlerr] is H, R[err err |s( err] i I—l\ﬂ%dz gorrpound of
Formul a (50) wherein ﬂ&fjj NgFiz) q&@r;[g e, Rﬂér{g oM Bng RRerr] is H
Rerr] is ovve R[err] ovve and Rerr] is H 35 a conpound of Fornmul a
(50) wherein err] ‘Pr)CH[err]cPr Rlerr] is Br, Rerr] is H Rerr]
is Ove, Rerr] is OVE and R[err] is H a conpound of Fornula (50) wherein
Rlerr] is N(Me)P s 51—% [ e
Rierr] is Ow ané eﬁ&][uld > Forgug}% &?6) vme%&]ﬁdi: f gl (E]tegg)eRMerel n
Rlerr] is N(M)Et, R[e$r§r, is H, R is OMe, R is OMe and R is
10
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 js Br, R® is H, R%C is
oMe, R*? is OMe and R%® is m;
15 a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 is Br, R?P is H, R4C is oMe, R%Y is OMe
and R%® ig H;
a compound of Formula (50) wherein R3 is
20 N(Me) CHaCH=CH2, R%*2 is Br, RP is H, R*C is OMe,
rR%*d is oMe and rR*® is H;
a compound of Formula (50) wherein R3 is
N(BEt) CHaCH=CHz, R%2 is Br, R is H, R%C is oMe,
25 R4d is OMe and r¥e ig H;
a compound of Formula (50) wherein R3 is N (Me) CH2cPr,
r42 jig Br, R?P is H, R%C is oMe, R*Q is F and R?®
is H;
30
a compound of Formula (50) wherein R3 is N(Et)CHacPr,
R4® ig Br, R*P is H, R%C is ome, R*d is OMe and
rR%® is H;
35 a compound of Formula (50) wherein'R3 is N(Pr)CHacPr,
R%2 is Br, R is H, RYC is oMe, R?Y is OMe and
rR%® ig H;
a compound of Formula (50) wherein R3 is N(Me)Pr, gr%2
40 is Br, R?P is H, R%*C is oMe, r49 is OMe and R%® is
H;

Rlerr] is OWw, Rerr] is O and Rerr}] is H a conpound
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is Br, Rerr] is H Rerr] is O, Rerr] is O and Rerr] is H a
conmpound of Forrmul'a (50) wherein Rerr] is N(Me)Bu, Rlerr] is Br, Rerr] is
H Rerr] is Ov, Rerr] is O and Rerr] is H 10 a conpound of Formul a
(50) wherein RP99883@Me) propargyl, Rerr] is Br, Rerr] is PETEPYPM | 5
Ove, Rerr] is O and Rerr] is H a conpound of Formul a (50) wherein
Rlerr] is 15 NH(CH(CH err])CH(CH err])CH err], Rerr] is Br, Rerr]
is H Rerr] is O, Rerr] is O and R err] is H a conpound of Formula
(50) wherein Rerr] is N(CH[err]CH[err]OVb) CH[err]CH=CH[err] Rlerr] is

Br err] 1s H, err rr s H a
corrp(?Lnd Lf Forrrug[a ?@%5’ S&F %@?rigqﬁ w%ﬁ&!f'%r gr(g% :%I‘?e Rlerr]
is Br, Rerr] is H, R[esrﬂr,lsl sR[eR liss oMbE Ri 1E[eMe]am<$R4‘e a8 a
corrpound of Fo?rrula (58) wherein Rlerr] is N(CHerr]CH err]OW)Et, Rerr]
is Br, Rerr] trs H Rerr] is OW, Rerr] is O and Rerr] is H 30 a
corrpound of For nulaacemu%é?feil"nrmlb?r {59)s wieeeierky e SMeIRR) R22 Rlerr]

is Br, Rerr] is H R gsrdr] % 49 | ] o
conpound of Formul a (5§§ %e?e?rﬁﬁ[ﬁﬁ .slsiga%/bfeﬁw(ﬁg[ glr{’lré]agh\g)# ds

CH err]cPr, Rerr] is Br, Rerr] is H Rerr] is Ow, Rerr] is OVE and
Rlerr] is H aocoqpeumﬁomdEfrrwh:ﬁuwolsom%ekazﬂ[ﬂrﬂsis

NH( CH( CH CH a8y Owve, 40
R (er r]( i [serOr\/L) an([jerR{ ]eﬁiilgtf)rdm cg]ﬁ}{)ﬂt’m ?‘ oPgFgéfr%I{aé{gOf%e{% ]eoll‘}I SR[ err] is
NHCH(cPr)[err], -39- fa Owe"ar

a compound of Formula (50) wherein R3 is
15 NH (CH(CH3)CH(CH3)CH3, R%*2 is Br, R4P is mH, RYC is
oMe, R*d is oMe and R*® is H;

a compound of Formula (50) wherein R3 is N(CH2CH,OMe) -
CH2CH=CH2, R%*2 ig Br, R?P is H, R%C is oMe, R%9 is
20 F and R?® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, r%2 ig Br, R*P is H, R%C is OMe,

R%Q ig OMe and rR?® is H;

25
a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Et, R*2 ig Br, R*P is B, R%C is OMe,
R%*d is oMe and R%® is H;

30 a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R%*2@ jg pr, rR2P is H, RYC is OMe,
R34 is oMe and R%® is H;

a compound of Formula (50) wherein R3 is N(CH3CHz0Me) -
35 CHacPr, R%2 ig Br, R?P is H, RYC is oMe, R%9 is
OMe and R*® is H;

a compound of Formula (50) wherein R3 is
NH (CH(CH3) CH2CH3, R%2 is Br, R?P is H, R4S is OMe,
-40 r%9 is oMe and R%® is H;

a compound of Formula {50) wherein R3 is NHCH(cPr)2,
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Rlerr] is Br, Rerr] is H Rerr] is O, Rerr] is O and Rerr] is H a
conpound of Fornula (50) wherein Rerr] is N(CHerr]CH err]Ow)[err], 5
Rlerr] is Br ﬂ?@?{{l’is H Rerr] is Ov, Rerr] is O and Rerr] is H a
conmpound of ¥ (50) wherein Rerr] is NHCHEt)[err], RcemsdonissBr,
Rlerr] is H Rerr] is O, Rerr] is O and Rerr] is 10 H a
conpound of Fornula (50) wherein Rerr] is N(Et)[err], Rerr] is Br, Rerr]
is H Rerr] is O, Rerr] is O and Rerr] is H 15 a compound of
Formula (50) wherein Rlerr] is NHCH(Et)[err], Rerr] is M, Rerr] is H

err] is Ow, err apg er 5o LD TROY of For mul a
(R[SO) Elmerel n R[(ljr] 443‘ Ogr%hyﬂp?sé?l%’] J"sRﬁﬂ?f]aR g p'ﬁ[ ?1] is H,
Rlerr] is Owe, R[errl} T si=sOtks and Rl err] |s H a corrpound of Fornmul a (50)
wherein R err] is cyclobutyl - err] is H,

Rierr] is Ove, W] epppoynd G%Famuwm»?h qqei& B%nap%%wfbﬁﬂn% Miza (50)

wherein-Rlers] is N(M%@ﬂw]ﬁm%em]n Rier bite] RV, 1 Rlomel hnits H Rlerr]
is Owe, 30 e% . and Rlerr] is H a conmpound of Formula (50)
wherein R err] is N(CEt Err]CH=CHerr], Rerr] is M, R[err] is H Rerr]

is O,
:Alierei n E[[gH :: %‘%@[er uﬁle—go)gsﬂk?e ﬁ?g ﬁﬂnﬁs%}-ﬂ REL' }Eﬂ is

Ove, Rl err] 153 F andé??[ﬁglf,r]R lﬁ H, R J..S OMe, R? iS OMe and

a compound of Formula (50) wherein R3 is N(Et)z, gr42

is Br, R*P is H, R%C is oMe, R%d is OMe and R%®
is H;
15
a compound of Formula (50) wherein R3 is NHCH(Et)y, p%a
R*P is H, R*C is oMe, R?d is OMe and R%® is
20 a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 jis Me, R*P is H, R2C is
ome, R4 is OMe and R%*® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
25 amino, r%42 ig Me, r%P is H, RYC is OMe, R%9 is oMe
and R4e is H;

a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CH2, R%*2 jig Me, rR4P ig H, R*C ig oMe,
30 R4 ig oMe and R%® is H;

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

35 r%9 is oMe and R%® is H;

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

r%2 ig Me, R*P is H, RYC is oMe, R*9d is F and R4®
is H;

40 a compound of Formula (50) wherein R3 is N(Et)CHacPr,
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40 a conpound of Fornula (50) wherein Rerr] is N(Et)CH err]cPr, -40-
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is O and Rerr] is H a
conmpound of Forrmula (50) wherein Rerr] is N(Pr)CH err]cPr, 5 Rl err]
is Me, Rlerr] WOy orr] is OMe, Rlerr] is Ove and R err]PGUSpOLPA
conpound of Forrmula (50) wherein Rlerr] is N(Me)Pr, Rerr] is Me, Rerr] is
H Rerr] is O, Rerr] is O and Rerr] is 10 H, a conpound of
Forrmul a (50) wherein Rerr] is N(Me)Et, Rerr] is M, Rerr] is H Rerr]
is Owe, err] is Ow Rerr]_ 4% H 15 _a-.conpound Fornul a (50

wher ei n E[[err} is N Nbrﬁa?ﬁytj,_llg[Rfdﬁr]rl}h?s‘ﬁV&' ﬁ?eri‘"jﬁpq”"?!HF%R[ﬁ Mg §néJVE) Rl err]
is O and Rerr] is H 20s Hiconmpound of Fornula (50) wherein Rlerr] is
N(Me) propargyl, Rlerr] is Me, Rerr] is H Rerr] is O, Rerr] is Ow and
Rlerr] is H a coapeemepusid P&r Retmuls)500hehereirRREr il WEPIRHcPr,

NH(CH(CH[ err])SH( CH[ er rpéRey il k4C er pgdi Raghpr] is Ow,
R[((arr]( i[s O\/L) an((:I R%eri;]:) ?sg[ ﬁ%'LRcf[r%}e:f{)leﬂﬁdkof s'f)rdriiuﬁl'aﬁ](l‘SO s Mere|F11 L[err] is
N(CH[err]CH[err]CWb)-E%H[é?r CH=CH err], Rlerr] is M, Rerr] is H Rerr]
is Owe, err] is 30 F d err] is H a cogpound, of For a (50
wher ei n E[[er r} i s NIRRT EFIEE?]F']%%)(%Q,) PQ%;{%’r'er‘]n ingpR/E,NﬂfeérPrr]: FTSEH (R[ )er r]
's Ove, Rierr]is O\ ImdieR(® Plis ¢1,HRS51s oMe, R%9 is OMe and R%® is

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

is Me, R is H, R%C is oMe, R%? is OMe and R%® is

H.
15 )
a compound of Formula (50) wherein R3 is N(Me)Bu, gr42
, R4 is ome, R*? is OMe and R%® is
.20 a compound of Formula (50) wherein R3 is
N (Me) propargyl, r%2 is Me, R?P is H, RYC is OMe,

r%2 is oMe and R%*® is u;

a compound of Formula (50) wherein R3 is
25 NH (CH(CH3) CH(CH3)CH3, R%*2 ig Br, R*P is 1

oMe, R*9d is oMe and R%® is H;

rYC is

a compound of Formula (50) wherein R3 is N(CH2CH0Me) -

CH2CH=CH2, R%2 ig Me, R?P is H, R%C is oMe, R*Y is
30 F and R*® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, R%2 is Me, R?P is ®, RYC is OMe,

2s R%d ig OMe and R%*® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Et, r%@ is Me, RHP is H, R%C is OMe,
r%? ig OMe and R%® is H;

40 a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, R%*2 ig Br, R%P is H, R%C is OMe,
R4d is OMe and R4e is H;
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a conpound of Fornula (50) wherein Rerr] is N(CHerr]CHerr]Ow)Et, Rerr]
is M, Rerr] is H Rerr] is O, Rerr] is Ow and Rerr] is H 40 a
conmpound of Forrmula (50) wherein R3is N(CHerr]CHerr]OW)Pr, Rerr] is
Br, Rlerr] ™O%9388ferr] is O, R4d is Ove and Rde is H PETUSINOIB4conpound
of Formula (50) wherein Rerr] is N(CH err]CH err]OWw)- CHerr]cPr, Rerr]
is M, Rerr] is H Rerr] is OWw, Rerr] is O and Rerr] is H 5 a
conmpound of Forrmula (50) wherein Rerr] is NH(CH CH err])CH err]CH err],
Rlerr] is M, Rerr] is H Rerr] is Owv, Rerr] is O and Rerr] is H 10

EHRDCT fions g iy MR ok EX R LI
T e e E e b e Rt 1] T o et 1 4 Rert]
conmpound of For nul a (50) wherein Rlerr] is NHCH(Et)[err], Rerr] is M,
AR iy orct o T, Eo R A S
FRIN CRRR T Shimaie > L Et it L Lt

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

R js Me, R?P is H, R%C is oMe, R4Y is OMe and
rR%® ig H;

a compound of Formula (S0) wherein R3 is N(CH2CH20Me)3,

15 R4 is Me, R*P is H, RC is oMe, R%Y is OMe and
rR%® is m;
a compound of Formula (50) wherein R3 is NHCH(Et) 2, r%2
is Me, R*P is B, R%*C is oMe, RYY is OMe and R%® is
20 H; and

a compound of Formula (50) wherein R3 is N(Et)p, gp4a

is Me, R?P is H, R3C is oMe, R%9 is OMe and R?® is
25
(2] The present invention also provides compounds
of Formula (60)
R3
N)\N’ \
CH3
o
H3C N \
Ar
30 FORMULA (60)

and isomers thereof, stereocisomeric forms thereof, or
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and isonmers thereof, stereoisoneric forns thereof, or -42- m xt ures of
stereoi soneric forns thereof, and pharnaceutically acceptable salt forns
thereof, selected fromthe group: 5 a conpound of Formula (‘%F') wherein
Rlerr] is NHCWOPEEr], Ar is 6-dinethylani no-4- net hyl pyr i RET4IS)018%4
compound of Fornmul a (60) wherein R err] is 2- ethylpiperid-1-yl, Ar is
6- di net hyl am no-4- 10 nmet hyl pyri d-3-yl; a conpound of Forrml a (60)
wherein Rlerr] is cyclobutyl- amno, Ar is

6- di met hyl am no- 4- net hyl pyrid-3-yl; 15 a conpound of Formula (60) wherein
Rlerr] is N(M) CHP&rERREG] @ﬁ:ﬁ]reopa;ome;:@; dorms hiylieneiodc- and

net hyl pyri d- 3-yl ; phagfd@aiti¢a0fl yFacsapta1@0savhefin Rheteds) S

N(Et)CH err]cPr, di net hyl am no- 4- rrethylpyrld 3-yl; a
conpound of For rru%glf%tfﬁdvﬁrer e?th%r l%pN( Pr)CH2cPr, Ar is

6- di met hyl am no- 4- rret hyI pyrid-3-yl; 25 a conpound of Forrnula (60) wherein

Rlerr] is N(MeyPr i ﬁfggéﬁhf{r@g4wggggyﬁwllg ﬁﬁgﬁigteszc’oggound of

Formul a (60) erei n ‘ \
6- di met hyl ami no- 4- et hyﬂ% Frdigeghyl amBo -+ -ceshplpwrist-3Fylmul a (60) wherein
Rlerr] is N(Me)Bu, Ar is 6-dinethylam no-4-nethylpyrid-3-yl; -43-
a compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 6-dimethylamino-4-
10 methylpyrid-3-y1;

a compound of Formula (60) 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-y1;

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 R is N(Pr)CHacPr,
Ax 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 ig

6-dimethylamino-4-methylpyridLB-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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a conpound of Formula (60) wherein Rlerr] is N(M)propargyl, Ar is

6- di net hyl am no-4- nethyl pyrid-3-yl; 5 a conpound of Forrmula (60) wherein

R3 is N(Et)propargyl, Ar is 6-dinmethylam no-4- nethyl pyrid-3-yl; a conpound

of Fornul a WSD938#e8rein Rlerr] is 10 NH( CH( CH3) CH( CHEYOIS®/0A824i S

6- di met hyl am no-4- nethyl pyrid-3-yl; a conpound of Forrmula (60) wherein

Rlerr] is N(CHerr]CH err]OW)- CHerr]CHCH err], Ar is

6- di met hyl am no- 4- net hyl pyri d-3- 15 yl; a conpound of Fornula (60)

wherein Rlerr] is N(CHerr]CHerr]Owe)M, Ar is 6-dinethylan no-4-

met hyl pyrid-3-yl; 20 a c d_of, _For nul 60 erein Rlerr] is

N(CH err] CH err]adgé)fqg un%w??W%ﬁﬁWaﬁl%%e%‘ Nﬁeﬁ'ﬁyl pyrid-3-yl; 25 a

conpound of Fornul a NE¥R) pRePRFIVIR] aur lisi 6-A{wdfigaThbesc] OVB) Pr, Ar is

6- di met hyl am no- 4- ”%@M§P%*/ié?d-3j~yl;; a conpound of Fornmula (60) wherein

Rlerr] is N(CHerr]CH err] -3 CHerr]cPr, Ar is

6- di net hyl am no- 4- net hyl pyri d-3-yl; a conpound of Forrmula (60) wherein

Rierr] i's NHSCHE HRmpaetBos AFoimult disdBt IR ®HA1s- 44-

met hyl pyrid-3-yl; a %ggg?und of Formula (60) wherein Rlerr] is

NHCH(cPr)[err] Ar is o-uf HEPRVASRHnérsigef ndinsrhydaninp-4-
methylpyrid-3-yl;

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

a compound of Formula (60) wherein R3 is N(CH2CHa0Me) -

CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
15 Yl H

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

20

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

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

methylpyrid-3-vyl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
30 CH2cPr, Ar is 6—&imethy1amino-4—methylpyrid-3-yl;

a compound of Formula (60} wherein R3 is
NH (CH(CH3) CH2CH3, Ar is 6-dimethylamino-4-
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5 a conpound of Formula (60) wherein Rlerr] is N(CH err]CHerr]OW)[err],
Ar i s 6-dinethyl am no-4-net hyl pyrid-3-yl; a corrpound of Fornul a (60)
wherein Rlerr] is NHCH(Et)[err] Ar 10

6- di met hyl am W2 RB8WBhy| pyrid-3-yl: a corrpound of Fornul a (BTYVSIHMSE n R3
is N(Et)2, Ar is 6-dinethylam no-4-nethyl pyrid-3-yl; 15 a conpound of
Formul a (60) wherein Rerr] is 2- ethylpiperid-l-yl, Ar is

6- di met hyl am no-4- methyl pyrid-3-yl; a conmpound of Formula (60) wherein
Rlerr] is cyclobutyl- 20 amno, Ar is

6- di met hyl am no- 4- met kdeByt hgle a4 -y1a8 conpound of For mul a (60) wherein
Rlerr] is N(Me)CH err] CH= err], Ar is 6-dinethylam no-4-
met hyl pyrid-3-yl; 25 a conpound of Formul a (60) wherein Rerr] is

N(Et) CH err] cPr, drcdnpcimd BBt Potailanq64) mﬁ&wwaadxs -NHcH @pepapRyind of
Formul a (60) wherein Ar is

err N(Pr CH[err cPr,
6- di et hyl ami no- 4- metggfl b?‘ %h’é/]I o ngfnﬁo?nﬁ'a (60) wherein
Rlerr] is N(NE@Pr Ar is -45- 6- di rrethylam no- 4- met hyl pyrid-3-yl; a

conmpound of Formu r Eta i

6- di met hyl am no- é%ﬁ%}m%?{ée%&iﬂl% dso%"r”’ﬁ%ue %‘ Ec}f #%rﬁnﬁqﬂgcﬁéweb\?\er ein
Rlerr] is N(Me)Bu, Ar Arsi8- drditdphydamioo44 metthyllpyrid-3-yill;; a conpound of
Formul a (60) wher ei n Rlerr] is 10 N( Me) propargyl, Ar is

6- di met hyl am no- 4-
a compound of Formula (60) wherein R3 is NHCH(Et): Ar

i0 is 6-dimethylamino-4-methylpyrid-3-vyl;

a compound 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-vl;

a compound of Formula (60) wheréin 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-y1;

25
a compound of Formula (60) wherein R3 is N(Et)CHacPr,
Ar is 6-dimethylamino-4-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N(Pr)CHzcPr,
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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met hyl pyrid-3-yl; a conpound of Fornmula (60) wherein Rlerr] is

NH(CH(CH err])CH(CH err])CH err], Ar is 6-di nethylam no-4- 15

met hyl pyrid-3-yl: a conpound of Fornula (60) wherein Rlerr] is
N(mzmzovoe)WOé%*’é‘Pr]cntm[ err], Ar is 6-dimethylani no- 4- RGTARSYSHMI- 3- yI :
20 a conpound of Forrmula (60) wherein R err] is N(CH2CH2Owe) Me, Ar is

6- di net hyl am no-4- nethyl pyrid-3-yl; 25 a conmpound of Fornula (60) wherein
Rlerr] is N(CHerr]CH err]Owe)Et, Ar is 6-dinethylam no-4-

met hyl pyri d-3-yl; a ¢oapaettyleimine-auhatkflyvisenein, Rierr] is 30

N(CH err]CH err]OWwe)Pr, Ar is 6-dinmethylamno-4- net ﬁyl pyrid-3-yl; a
conpound of Fornula (60) wherein Rerr] is N(CHerr]CH err]Owe)- -46-
CHerr]cPr, Ar iascombound hyf Hummld- (60 hywipyardide R3yhs m(MomouRd 9f Fornul a

60) wherein err] Ls err rf1CHerr], Ar is
g- di) met hyl ani riR[o- 4-] 5l5'dmﬂ%%nﬁik%g%gﬁéy%[@aﬁ%ﬁnd of Fornula (60)
wherein Rerr] is NHCH(cPr)[err], Ar is 6-dinethylam no-4-nethyl pyrid-3-yl;
10 a compound @f el NS err]Owe)[err],
A e 6l mot hylane R st b e, 4ol Wttt o R IR R 5By
wherein Rlerr] is NHErfimethylaming-4rweshyllpwnidsBawilno- 4- met hyl pyri d- 3-yl ;
15

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

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

a compound of Formula (60) wherein R3 is N(CH3CH0Me) -
CH2CHE=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
vi;
20
a compound of Formula (60) wherein R3 is
N (CH2CH20Me)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl1;

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

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

methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
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a conpound of Formula (60) wherein Rerr] is N(Et)[err], Ar is

6- di net hyl am no-4-net hyl pyrid-3-yl. a conpound of Forrmula (60) wherein
Rlerr] is 2- 20 et hyl piperid-1-yl, Ar is 6- nethoxy -4-

met hyl pyri d- 3%Q 9928868 onpound of Formul a (60) wherein R err]PT<UYM bt yi -
amno, Ar is 6- nethoxy -4-nmethyl pyrid-3-yl; 25 a conpound of Fornula (60)
wherein Rerr] is N(Me)CH err]CH=CH err], Ar is 6- nethoxy :
-4-met hyl pyrid-3- yl; 30 a conpound of Formula (60) wherein Rerr] is

N(Et)CH err]cPr, Ar is. 8- t hoxy -4-pethyl pyrid-3-yl.; .-47- .. a conpound
of Formula (60) wher eicr:ﬁ 1gegra’r ]Q‘ri g%ﬁﬁﬁﬁ%‘ﬁ%ﬁﬁ:*&@?%ﬁﬁ%ﬁéﬁ

-4- et hyl pyrid-3-yl; a conpound of Fornula (60) wherein Rerr] is N(M)Pr,
Ar is 5 6- - 4- [ PG ERV - nd of Fornula (60)
wherein R err] |sq‘ﬁl%p}§§éfn£&{?%§¥-§8¥%reﬁ§xyheﬁgﬁgt yﬁ%yri d-3-yl; 10 a
conpound of Fornul a (6 (GHhEHS) FHRCES r |AT sisNEMBjBrEhyAamiso64- met hoxy
-4-met hyl pyrids3-yl; apcompiipdaes-Fermul a (60) wherein Rierr] is

N(Me) propargyl, Ar is 6- nethoxy -4-nethyl pyrid-3- 15 yl; a conpound
of Formula (60) wherein Rlerr] is N(Et)propargyl, Ar is 6- nethoxy

- 4-met hyl pyri d- 3- aykomBOurd GEpenmd18f (60 Rtlege{H3 WheNath (EPEFS | alS

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

10 a compound of Formula (60) wherein R3 is N(CHCH20Me)2,
Ar is 6-dimethylamino-4-methylpyrid-3-yl;

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, aAr 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, Ay 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-
yli

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

-47-



NHCH(CH err]) CH(CH err])CH err], Ar is 6- nethoxy -4- nethylpyrid-3-yl; 25
a conpound of Formula (60) wherein Rlerr] is N(CH err]CH err] Owe) -
CHerr]CH=CHerr], Ar is 6- methoxy -4-nmethyl pyrid-3-yl; a conmpound of
Formula (60YORMER8E8 n Rlerr] is N(CHerr]CH err] Qvwe) Me, Ar PGTUSS9/01§24 hoxy

-4-met hyl pyrid-3- 30 - yl; a conpound of Fornmula (60) wherein Rerr] is
- 48- N(CH err]CH err]OM)Et, Ar is 6- nethoxy -4-nethylpyrid-3- yl; a
conmpound of Forrmula (60) wherein Rerr] is 5 N(CH err] CH err] Owe) Pr,
Ar is 6- nethoxy Y Y Qggﬂp 0) wherein
Rlerr] is N(CH err?h&gﬁh i’? f‘%lqm%ﬁ[ e(IrGP 2"!5? Qéi gfs ﬁ?ﬁﬁﬂﬁ%ép@

 -4-net hyl pyrid-3-yl Arid SaGC -rns kml J@J’P-merel n Rlerr] is
NHCH(CH err])CH err]CH err], Ar |s 6 rrethoxy -4-nmet hyl pyrid- 3-yl; 15 a
conmpound of Formula (60) wher ei n err})n‘I (R%Er)[err] Ar is 6- methoxy
- 4- et hyl pyri d-3 %ﬂmpoanéoﬁﬁoﬁmaﬂ%}fa H&P Y"]&e dBeNMRI BF ; Ay ds

N( CH[ er r ] CHSer r ] OVe)gl-emelkhoky us.nfe«th@sa_bg}gxa 3AY1n:et hyl pyrid-3-yl; 20 a
conmpound of Formula (60) wherein Rerr] is NHCH(Et)[err] Ar is 6- et hoxy
-4-nmet hyl pyrid-3-yl; a conpound of Formula (60) wherein Rerr] is
N(Et)[err], Ar asdipound of6FormileoxXs0) dwherdimn RA iid 8{Mé)Ew, egmmaund of

Formul a (60) “herei%-Rh%EﬁLx§S—étmethylpyrid-B—yl;

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

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

a compound of Formula (60) wherein R3 is

N(Me) propargyl, Ar is 6- methoxy -4-methylpyrid-3-
15 Yl;

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

vl;
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(CHaCHZ0Me) -
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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ethyl piperid-1-yl, Ar is 4-nethoxy-6-nmethylpyrid- 3 yI 30 a compound of
Formul a (60) mhereln Rlerr] is cyclobutyl- am no, i's

4- met hoxy- 6- net hyl pyrid-3-yl; -49- a_conpound of ForHU|gV$VHg%Mﬂ§ ein
Rlerr] is N(N@FGHF@“P]CH=CH[err] Ar i s 4-met hoxy- 6- met hyl

conpound of Forrmula (60) wherein R3 is N(Et)CH2cPr, Ar is

4- met hoxy- 6- net hyl pyrid-3-yl; a conmpound of Fornula (60) wherein R3 is
N(Pr) CH2cPr, Ar is 4-methoxy-6-nethylpyrid-3-yl; 10 a conpound of Formul a
(60) wherein Rerr] is N(Me)Pr, Ar is 4-nethoxy-6-nethylpyrid-3-yl; a
conpound of Forrmula (60) wherein R3 is N(Me)Et, Ar is 15

4- met hoxy- 6- net hyl pyr i H{GH3QH20Me¢ Bhpaamn di s0f6 -Faethibey (-@0pevhgl@yrid3err] is
N(Me) Bu, Ar is 4-methoyy; 6-methylpyrid-3-yl; 20 a conpound of Fornula (60)
wherein Rlerr] is N(Mjpropargyl, Ar is 4-nethoxy-6-nethylpyrid-3- yl; a
conpound of Forrmula (60) wherein Rerr] is 25

NHCH( CH[ er r ] ) CH( C[ es&ﬁ&&ﬁi e kor(ﬁﬁlasiéo)rr%e%yﬂ%:% gt hyl pyri d 3-yl; a

d of Fogmula (6 N CH
G br 11 Crecr efr1, a HCHRERBASE S by Peebary i -4-Sethy omisinid of

Fornmul a (60) mhereln Ryefr] is

a compound of Formula (60) wherein R3 is N(CH2CH0Me) -
CHacPr, Ar is 6- methoxy -4-methylpyrid-3-yl;
10
a compound of Formula (60) wherein R3 is
NHCH (CH3) CH2CH3, Ar is 6- methoxy -4-methylpyrid-
3-y1l;

15 a compound of Formula (60) wherein R3 is NHCH(cPr)2 ar
is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N (CH2CH20Me) 2,
Ar is 6- methoxy -4-methylpyrid-3-yl;
20
a compound of Formula (60} wherein R3 is NHCH(Et)2 Ar
is 6- methoxy -4-methylpyrid-3-yl;

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

a compound of Formula (60) wherein R3 is 2-
ethylpiperid-1-yl, Ar is 4-methoxy-6-methylpyrid-
3-y1;

30

a compournid of Formula (60) wherein R3 is cyclobutyl-

amino, Ar is 4-methoxy-é6-methylpyrid-3-yl;
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N(CH err]CH err] Ove) Me, Ar is 4-nethoxy-6-nethylpyrid-3- -50- yl; a
conpound of Formula (60) wherein Rlerr] is N(CHerr]CHerr]OW)Et, Ar is

4- et hoxy- 6- met hyl pyrid-3- 5 yl; a conpound of Fornula (60) wherein
Rlerr] is NWCPYIBBE CH err] OVB) Pr, Ar is 4-nethoxy-6-nmet hyRGRASHOE24 y| ;. 10 a
conpound of Forrmula (60) wherein Rerr] is N(CH err]CH err] Ow) -

CH err]cPr, Ar is 4-nethoxy-6-nethylpyrid-3-yl; a conpound of Formula (60)
wherein Rerr] is 15 NH(CH(CH err])CH err]CH err], Ar is

4- met hoxy- 6-net hyl pyrid-3- yl; a conpound of Formula (60) wherein Rerr] is
NHCH(cPr)[err], Ar is 4- nethoxy met h yrid- 3- 20 a conpound of
Fornul a (60) mﬁeF@WRO¢QQNQq 3Q§mNéeHﬁ69¥]WhinﬁiﬁlE%@}%err] Aris

4- met hoxy- 6- nethylpu(mébékgdn-cu200ﬂpoy§mhxgegﬁg kaméé%p%?@?iﬁ?bn Rlerr] is
NHCH(Et)[err], Ar 25l is 6- methoxy - Ipyr conpound of
Formul a (60) wherei RrR[err] mlwa)mw],N m
4- met hoxy- 6- et hyl pyrid-3-yl; 30 a conpound of Formula (60) wherein R3 is

2 I PUBST! 4 daboud 4 LB Jddedn’ey 1a wodt) RRENC O

err] s cyc
Ar is 4-methoxy-6- methylpyrld 3-y1;

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

10
a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
4-methoxy-6-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N(Me)Bt, Ar is
15 4-methoxy-6-methylpyrid-3-yl;

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

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

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

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

a compound of Formula (60) wherein R3 is N(CH2CH0Me) -

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-6-methylpyrid-3-
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amno, Ar is 4,6-dinethylpyrid-3-yl; a conpound of Fornula (60) wherein
Rlerr] is 5 "N(Me)CH err]CH=CH err], Ar is 4,6-dinmethylpyrid-3-yl; a
conmpound of Formula (60) wherein Rerr] is N(Et)CH err]cPr i

4, 6- di met hy| pYyPPHE83y| . 10 a conpound of Fornula (60) V\hergFﬁi'ﬁ{”é’W]' is
N(Pr)CH err]cPr, Ar is 4,6-dinethylpyrid-3-yl; a conpound of Fornula (60)
wherein R3is N(Me)Pr, Ar is 4,6-dinethylpyrid-3-yl; 15 a conpound of
Forrmul a (60) wherein Rerr] is N(Me)Et Ar is 4,6-dinethylpyrid-3-yl; a
conpound of Formula (&3); wherein Rlerr] is N(Me)Bu, Ar is 20

4, 6-di net hyl pyrid-3-yl; a conpound of Fornula (60) wherein Rerr] is

N( Me) propargyl, Ar is 4,6-dinmethylpyrid-3-yl; 25 a_conpound of Fornula (60)
wherein Rlerr] i s N(Eoeyndpaf gEermyda (§0) Bheraimt Ryl p§ri d-3-yl; a conpound
of Formula (60) wher ein{dBpersdméENHGE( CEl £LhdoHa Chl RE¢dIGT_RLE. Ar IS
4, 6-di net hyl pygi d- 3-yl '1.30 a conmpound of Forrmula (60) wheréin Rerr] is
N([err])- [err], Ar i§}4, 6- di net hyl pyri d-3-yl; -52- a conpound of
Forrmula (60) wherein Rerr] is [err], Ar is 4,6-dinmethylpyrid-3-yl; 5 a

conmpound of Formu 0 ej errlhs ferr], JAr.LS
4, 6- di net hyl pyri d- gqé"%&g\ggg?rpﬁoﬁxfﬁh@f (k(g? rr‘ﬁ]l['%r?%b)R wierein R3 is [err], Ar
is 4,6-dimethyl pyrid- 314FH2CH20Me) Pr, Ar is 4-methoxy-6-methylpyrid-3-

yl:
10

a compound of Formula (60) wherein R3 is N(CHCH0Me) -
CH2cPr, Ar ig 4-methoxy-6-methylpyrid-3-yi;

a compound of Formula (60) wherein R3 is
15 NH(CH(CH3) CH2CH3, Ar is 4-methoxy-6-methylpyrid-3-
yl;

" a compound of Formula (60) wherein R3 is NHCH(c¢Pr) 2, Arx

is 4-methoxy-6-methylpyrid-3-yl;
20

a compound of Formula (60) wherein R3 is N(CH2CH20Me)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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10 a conpound of Formula (60) wherein R err] is [err] - CHerr]cPr, Ar is
4, 6-di met hyl pyrid-3-yl; a conpound of Fornula (60) wherein R err] is 15
[err], Ar is 4,6-dinmethylpyrid-3-yl; a conmpound of Forrula (60) wherein
Rlerr] is Nwvib§uaseg[err], Ar is 4,6-di nmethyl pyrid-3-yl; 20QUSSMI84nd of
Formula (60) wherein Rerr] is [err], Ar is 4,6-dinmethylpyrid-3-yl; a
conpound of Fornula (60) ‘wherein Rlerr] is NHCH(Et)[err] Ar is

4, 6-di net hyl pyrid-3-yl; 25 a conmpound of Forrmula (60) wherein R err] is
N(Et)[err], Ar is - di Y j1d- 3<%k ; ng_o (60)
wherein R err] i°s C%P\ggghgeég &%dﬁgpﬁgéklﬁfﬁyp%ir g‘issI:Ygij&lmj'ﬁl

2, 6-di net hyl pyri d- 3- #ing, chnpiourfd éoflimerhylpy BB -wherein Rlerr] is

cycl obutyl- - 53 - amno, Ar is 2,6-dinethylpyrid-3-yl; a conpound of
Formul a (60) wherein Rerr] is [err], Ar is 2,6-dijnethylpyrid-3-yl; 5 a
cormpound of ~ For fulcempeundnAE r Bemd@e (6P) i wharedn &Y dsrjcPr, Ar is Ar is

2, 6-di met hyl gyri d- 3- W(MeaCcROORETHY] Qb EQr V6 aa{fthyiporeas Rrerr] is
N(Pr)CH err]cPr, 10 Ar is Ar is 2,6-dinmethylpyrid-3-yl; a compound of
Forrmula (60) wherein Rlerr] is N(Me)Pr, Ar is 2,6-dinmethyl pyrid-3-yl; 15 a
conpound of For rallconfpdhdweer Bdrmu[=£r(6p) | #hékddn B3 iAr Ni(Bt) CHacPr,

2,6-d|nethylpyr|d-3-%&;is 4,6-dimethylpyrid-3-yl;

10 a compound of Formula (60) wherein R3 is N(Pr) CHzcPr,
Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R® is N(Me)Pr, Ar is

4,6-dimethylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is N(Me)Et ar ig
4,6-dimethylpyrid-3-yl;
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-yl;
30

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, Ar is 4,6-dimethylpyrid-3-yl;
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a conpound of Formnmula (60) wherein Rerr] is N(M)Bu, Ar is

2,6-di met hyl pyrid-3-yl; 20 a conpound of Fornula (60) wherein Rlerr] is
N(Me) propargyl, Ar is 2 6-di met hyl pyrid-3-yl; a conpound of Formula (60)
wher ei n R] er MO 195838 [err], Ar is 2, 6-dinethyl pyri d- BCT§990%24¢ orpound
of Formula (60) wherein Rlerr] is [err] - CH2CH=CH2, Ar is

2, 6-di methyl pyrid-3-yl; 30 a conpound of Fornmnul a (60) wherein R err] is
[err], Ar is 2,6-dinmethylpyrid-3-yl; -54- a conpound of Formula (60)
wherein R err] is [err], Ar is 2,6-dinethylpyrid-3-yl; 5 a conpound of
Forrmul a (60) wherein Rerr] is [err], Ar is 2,6-dinethylpyrid-3-yl; a
conmpound of Forrmula (60) wherein Rerr] is [err] - CHerr]JcPr, Ar is
2, 6- di net hyl pyr i g-3smfoundOof p@mﬂundsot Fmémﬂmk%ﬂa wherein Rerr] is

I[?[etri‘;]r] ;A\; NsHaa(Sp?;[ MZC%&%%M% e Fgcgn% fygyr;? 60) Wher ein
conpound of Formnul a (60) V\/nerel n R3 is N CI—|ZCI—|2CJ\/E)2 Ar is

2, 6-di met hyl d-3 £60) wh
NHOH(ED) Lot 13 A Fapesopiiphef AP o0 ShBFERt: aQ%onpSLﬁh”of[EL?]wIZ

(60) wherein Rerr] %(%EH;P%@?E A;r is 4, 6 dlmethylpynd -3-y1;

a compound of Formula (60) wherein R3 is
N (CH2CH20Me) Pxr, Ar is 4,6-dimethylpyrid-3-yl;

10
a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
CH2cPr, Ar is 4,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
15 NHCH (CH3) CH2CH3, Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(cPr)2, ar
is 4,6-dimethylpyrid-3-y1;

20 a compound of Formula (60) wherein R3 is N{CH2CH20Me)2,
Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)2 ar
is 4,6-dimethylpyrid-3-yl;

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-yl;

a compound of Formula (60) wherein R3 is cyclobutyl-
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2,6-dinmethyl-pyrid-3-yl. 25 [3] Specifically preferred conmpounds of the
present invention include conpounds and isomers thereof, stereoisoneric
forns thereof, or mxtures of stereoisoneric forns thereof, and

phar maceut i cAYP$PP8¥8 acceptable salt forms thereof, wherei rPQgaisss/edmpound
is selected fromthe group: 4-((2-butyl)am no)-2,7-dinethyl -8-(2-nethyl -4-
nmet hoxyphenyl )-[ 1, 5-a]--pyrazol o-1, 3,5-tri azi ne;

4- ((2-butyl)am no)-2, 7-di met hyl - 8- (2, 5-di net hyl - 4-

met hoxyphenyl ) - [ 1, 5- ajmigy, 2@l 9513 ?»sﬁntntét@&ilgg'rié-s-yl;
4- ((3-pentyl)am no)-2, 7-di net hyl - 8- (2, 5-di net hyl - 4-

nmet hoxyphenyl )-[ 1, 5-a] - pyrazol o-1, 3, 5-tri azi ne;

4-( f} 3- peﬂt yl I) ?m[ ?O&Sm&cin-ﬁ' et P&Shnﬁ%i gtm_t hilerdinlf® is

met nhoxyphenyl ) -[ 1, 5- g} npwr 0- ,o-triazine; .

4- (N-cycl opr Eg)yl met h;}% (P@;ﬁ%}rgn? nd)* 21,57%i6r’r§%ﬂ§?13ylpynd'3'yl’

8- ( 2- net hyl - 42 net hoxyphenyl )-[ 1, 5-a] - pyrazol o-1, 3,5- triazine; 15

4- (N-cycl opropyl et hyl - N-pr apyl ami no) ; 2..7- di yl3 .

5 (2, £ di ot hy! -8 SRR REnEPPRALLIE), TEIRE 1o wme) CHICRE, 20
4- (N-al | yl - N- ( 2- met hawy eitshplr) dBi 2p¥ - @ ifethiyipyinid-3-y1;

(2- met hyl - 4- met hoxyphenyl )-[ 1, 5-a] - pyrazol o-1, 3,5- triazine;, 4-(

N-al I'yl - N- (2- met hoxyet hyl ) anmi no) - 2, 7-di net hyl - 8- 25
(2, 5- di net hyl - 4- aecéroorise Pfl Fopmuba al 6 Gy mbesedn B3 3i5 N(PrifHpePr,

10 Ar is Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
2,6~-dimethylpyrid-3-yl;

15 a compound of Formula (60) wherein R? is N(Me)Et, aAr is
2,6-dimethylpyrid-3-vyl;

a compound of Formula (60) wherein R3 is N(Me)Bu, ar is
2,6-dimethyipyrid-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(CHCH;0Me) -

CH2CH=CH2, Ar is 2,6-dimethylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is -
N{CH2CHZ20Me)Me, Ar is 2,6-dimethylpyrid-3-yl;
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4- (di al lyl am no) -2, 7-di met hyl - 8- ( 2- et hyl - 4-
nmet hoxyphenyl )-[1; 5-a] -pyrazol o-1, 3,5-triazine; 30
4-(di al |l yl am no) - 2, 7- di net hyl - 8-( 2, 5- di net hyl - 4-

met hoxypheny| WOP¥388683] - pyr azol o- 1, 3, 5-tri azi ne; PCT/US99/01824
4- (N-et.hyl - N- (2- met hoxyet hyl ) am no) - 2, 7-di met hyl - 8- 35
(2- met hyl - 4- met hoxyphenyl )-[ 1, 5-a] - pyrazol o-1, 3,5- 56 - triazine; and

4-( N-et hyl - N-(2- net hoxyet hyl ) am no) - 2, 7- di net hyl - 8-

(2, 5-di net hyl - 4- net hoxyphenyl )-[1, 5-a] -pyrazolo- 5 1,3,5-triazine. [4] The
present iEvent}og Eukbieta Q{foy-'bgﬁ§1§om1ﬁus),Q§¥@inlﬁiraul a (70)f[err] 15 and

i sonmers thereof, stergeolsoneric,forns thereof,, or m xtures_ o

st er eoi sonmeric forns ?ﬁéé’f%%g,o ﬁ}létph‘%ﬁ Hﬁc@uﬁ@ﬁﬁ?‘y&é’gﬁbgéﬁg’salt f or ms

t hereof selected fromthe group: 20 a conpound of Forrmula (70) wherein Ris
G, Rerr] is_- NHCH(n-Pr)[esrr }I?{)er s, Me, . R Eilfis H Rerr] is M,
Rerr] is H afd ﬁ[&ﬂ("?o ﬁefré“km %u{léd))of"hﬁ’d?h%lg 0) wherein Ris d,
Rlerr] is - 25 NHTH(CEOMe) POVEAS el |2, 6 RRnedhyilpybkd-Rykir] is H,
Rlerr] is M, Rerr] is Hand R err] is H a conpound of Formula (70)

wherein Ris O, Rerr] is - [err], Rerr] is M, Rerr] is H Rerr] is
Me, Rlerr] 30 a compothdiraf Roemnlai 663, wherein R3 is N(CH2CH20Me) -

CH2cPr, Ar is 2,6-dimethylpyrid-3-yl;

10
a compound of Formula (60) wherein R3 is
NH (CH(CH3) CH2CH3, Ar is 2,6-dimethyl pyrid-3-yl;
a compound of Formula (60) wherein R3 is NHCH(cPr)2, Ar
15 is 2,6-dimethyl pyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me)2,
Ar is 2,6-dimethylpyrid-3-yl;

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(Bt)2, ar is
2,6-dimethyl-pyrid-3-yl.

25
(3] specifically preferred compounds of the present
invention include compounds and isomers thereof,
stereoisomeric forms thereof, or mixtures 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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a conpound of Formula (70) wherein Ris O, .Rerr] is -N(c- Pr)[err],
Rlerr] is M, Rerr] is H Rerr] is M, R[err] is Hand Rlerr] is H 5 a
conmpound of Forrmula (70) wherein Ris O, Rerr] is - [err], Rerr] is d,
Rlerr] is Hwep3as§s8 is Me, Rl err] is Hand Rerr] is H ammqunmzbf
Formula (70) wherein Ris d, Rerr] is - 10 [err], Rerr] is d,
Rlerr] is H Rerr] is M, Rerr] is Hand Rerr] is H a conpound of
Formula (70) wherein Ris C, Rerr] is - NHCH(Et)[err], Rerr] is d,
Rlerr] is H Rerr] is M, Rerr] is 15 H and Rerr] is H a conpound
of Formula (70) wherein Ris O, Re IS - N(Et%[err] Rlerr] is M,
Rlerr] is H R 8etboxyphanyly-ddy p-#k- W’%ﬁﬁ?lR[ érP}o1%74324867a conpound of
Formul a (70) vvhereln Ris d, Rerr] is -N(n- Pr)[err], Rerr] is M,

S L o il .&%ﬁ%ﬂ@ 4 SatindiyageomPound o

Rlerr] is H, R[@FFH‘OI‘%PWYW ditr P-R5-BYZARP ér?} t&riaziesonpound of

Formula (70)5wherein Ris O, Rerr] is - NHCH( n- Pr) (CH[err]C]VE),
_ éﬁML a H;
?E)rer{)gtn:jsof Foﬁknﬁﬁqi(é%?%%?’ﬁdglsgh%m E‘ge;rh I(?sﬁ- Et)[elrf] R[aerr]

is Me, Rlerr] iSekhoryrienyls ldwd-akRyr3zqlo-153.5- tna}ff I%d Rlerr] is H a
conmpound of For mul a (70) wherein Ris d, Rerr] is - [err], Rerr] is M,

Rlerr] is H R[ELQk3L§e&@¢i)4%%%05§2tHﬁﬁgké%ﬂ§f-§-h5-methyl-4-

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

4- (N-cyclopropylmethyl -N-propylamino) -2, 7-dimethyl -
8- (2-methyl-4- methoxyphenyl)-[l 5- a]-pyrazolo 1,3,5-
triazine;

15
4- (N-cyclopropylmethyl -N-propylamino) -2, 7-dimethyl-
8-(2,5-dimethyl-4-methoxyphenyl) - [1,5-a] -pyrazolo-
1,3,5-triazine;

20 4-(N-allyl-N-(2- methoxyethyl)amlno) -2,7-dimethyl-8-
(2 -methyl-4-methoxyphenyl) - [1, 5- a) -pyrazolo-1,3,5-~
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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40 a conpound of Formula (70) wherein Ris O, Rerr]
is Me, Rlerr]

[err],

R err]

is H,

R[err]

conpound of Fornula (70) wherein Ris O, Rerr]

Rlerr] is ve, W

is H Rerr] is M, Rerr] is Hand FEEPS

conpound of Forrmula (70) wherein Ris O, Rerr]

Rlerr] is H Rerr]

is d, Rerr]

10 is H

conmpound of Formula (70) wherein Ris O, Rerr]
Rlerr] is H R egfr{adsdeanRlerr] is H and Rlerr] is H 15 a conpound of .

Formula (70) wherein Ris O,

Rlerr] is H Rerr]

is d, Rerr]

R[err]

is - NHCH(n-
is Hand R err]

is (S) - -58-

is |ve R4d i s Hand Rde is H a

is - rrl,
ML a

is - [err], Rerr] is M,

and Rerr] is H a

is - NH(Et), Rerr] is M,

Pr)ferr], Rerr] is M,
is H 20 a conpound of

Formul a (70) whegel rN-i%tlha/lGN (R[mtrljomthﬂb@miHO)RPeF’r‘}hm%tmﬁ- BRlerr] is H,

wherein Rls R$
Rerr] is d, R[é
wherein Ris O, R

Rlerr] is O, Riegsrs. aﬁnéﬂhamd‘zfﬁafﬁdx@eﬁyw- P?@%‘J“ﬁy@izd:w-lm| a (70)

C, Rerr] is H afl
G, Rerr] is-NZ
is Hand Rerr] 8

10

15

mixtures of stereoisomeric forms thereof,

eér
i

err]
R 1

nds

is - [err],

Hjy

Rlerr] is M,

Rlerr] is M, Rerr] is H,

1I—a|zé 8 R[err] is H a compound of Formul a (70)

Rlerr] is H Rerr] is 30

elsenth J.ﬁv@rﬁfﬂ&uﬂdr@lf:efgrwlléeé 70) wherein Ris
of wELIL A SN Rlerr] is H Rerr] is O, Rerr]

N Rés
rie \
S~ —R®
rid\
.R4c

FORMULA (70)

and isomers thereof, stereoisomeric forms thereof, or

and

pharmaceutically acceptable salt forms thereof selected

from the group:

20

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

NHCH (n-Pr)2, R%® is Me, R®P is H, R%C is Me, R%d

is H and R%®

is H;

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

25

a compound of Formula (70) wherein R is C1,

30

NHCH (CH20Me) 2,

ria R4b

is Me,

is H and R%® is H;

is H,

R4c R4d

is Me,

R3 is -

N{(CH2CH20Me)2, R%2 is Me, R?P is H, R%*C is Me, rR%D

is H and R%*®

is H;
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35 a compound of Fornula (70) wherein Ris O, Rerr] is - NEt)[err],
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 40 a
conpound of Fornula (70) wherein Ris O, Rerr] is (S) - [err], Rerr] is

C, Rerr] iwom388&rr] is -59- Me, Rlerr] is H and R[] eP¢TU$/0IR4 5
compound of Formula (70) wherein Ris O, Rerr] is - [err], Rerr] is d,
Rlerr] is H Rerr] is b5 Me, Rlerr] is Hand R err] is H a conpound

of Formula (70) wherein Ris C, Rerr] is - NEt)[err], Rerr] is d,
Rlerr] is H Rerr] is M, Rerr] is Hand Rerr] is H 103q conpound of
Fornul a (70) wher ebnp8und off Fazimmile] (78) -whereimy R éerfl, Meds -Ndone,
Rlerr] is H Rerr] ps)QycHianr] rt3 beame, RAP iis #, 8% 1= omjpaffid of
Forrmul a (70) wherein.R js ~ddarrl.is -N(c- Pr)[err], Rerr] is d,
Rlerr] is H Rerr] f‘g k/ba,‘%[nerr]qgig’H and Rlerr] is H, a conpound of
Forrmul a (70) wherej | , ehlal (78) - MiHE DR is c1, (a8 Arg (CH err] OWe),
Rerr] is I\/le,5 R[ae‘r%rcﬁlpl gha%g%%dﬁa]q;a% %Z‘{m N g;H Rs[l%)('r]Riq,a H a
compound of Fornmula F#6)2 F'RRs &F °C r] s -'I\ﬁg-]CI—Il ol
(n-Pr)(CH err]Owe), ReeHrandsRUT isRHerr] is H Rerr] is M, 25
Rlerr] is Hand Rlerr] is H a conpound of Formula (70) wherein Ris O,
Rerr] is - NHCH Eompeunfl, o Bextulas (B0) wheredn iRs il CRf eR7]is s OV, Rlerr]
is OMe and Rjperr] i SNHCH(CH20Me)2, R%® is cl, rRYP is H, R?C is Me, R*? -

is H and R?® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et) 2, r%@ is c1, R*P is H, R*C is Me, R*d is
15 H and R® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, R%2 is Me, R is H, RYC is Me, R4 is W
and R%® is H;
20 :
a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Pr) (CH2CH2CN) , R%2 ig Me, R®P is H, RC is Me, R??

is H and R*® is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -N{(n-
Bu) (CH2CH2CN) , R%43 is Me, RP is H, RC is Me, RYd
is H and R4e is H;

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

30 NHCH (n-Pr) (CH20Me) , R42 ig Me, RAP is H, R%C is
Me, R?S is H and R*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et) 2, R%2 is Me, R%P is H, R%C is oMe, R%9 is
35 H and R%® is H;

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

NHCH (CH20Me) 2, R42 is Me, RP is H, R%C is oOMe,

R4 is H and rR%® is H;
40

a compound of Formula (70) wherein R is Cl, R3 is (8) -
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30 a conpound of Formula (70) wherein Ris O, Rerr] is - NHCHEt)[err],
Rlerr] is Br, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 35

a conpound of a (70) wherein Ris O, Rerr] is - [err err] is
Br, Rlerr] igwéﬁkgﬁérr] is OMe, Rlerr] is Hand Rlerr] is ?ELysgbﬁﬁﬁund of
Formula (70) wherein Ris O, Rerr] is - 40 [err], Rerr] is Br,
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H -60- a conpound
of Formula (70) wherein Ris C, Rerr] is - NE)[err], Rerr] is M
Rlerr] is H Rerr] is d, Rerr] is Hand Rerr] is H 5 a conpound of
_FoerJl %[(70% \Ahea\e/gn ﬁd@i}@ihgoﬁéﬁf}!jord&s, R4N(f§_)»{ee,rH§]4b Reafr ]Rﬁgsi]gil,F R[elrr]
is H, err] is : ernh IS eR. er is H a conpound of Formula
(70) wherein Ris o,“%[é‘rr]liss%fi‘g% g ff(lLCH(Et)[err], Rlerr] isd,
Rlerr] is H Rerr] is O\, err],is nd rel j ;2 & compound’ of
Formul a (70) whefefAMERYR EIfRL‘?f'@"haj - (ivg\)/FZE%’F?ﬁ %Rfégbf' £ dgc Rlerr] is |
Rlerr] is d,>R err] NME(CH2CH20Me) CRa0Me, RREFr 8 Mg, HR 2 &®rhodid 68 For mul a
(70) wherein Ris O m& &*A ibsu-afjem?*E iRBFr] is O, Rerr] is H Rerr]
is O, Rerr] is Hand Rerr] is H 20 a conmpound of Formula (70) wherein R
is O, Rerr] isa-cémpdind Bferotmika 70) Riberdin R s &l errd ds-C, Rerr]
Is Hand R err] is FfN(CHgCHgOMe)z, ri2 ig Me, r¥D ig H, R4S is c1, grad

10 is H and R*® is u;

a compound of Formula (70) wherein R is Cl, R3 is -
MH(Et), R*2 is Me, R%P is u, R*C is Me, R%*d is H
4e
R

and is H;

15
a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (n-Pr)2, R*® ig Me, R*P is H, RS is c1, r%d

is H and R4e is H;

20 a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (CHz0Me) 2, R%2 is Me, R*P is H, R%C is c1, r%d

re

is H and is H;

a compound of Formula (70) wherein R is Cl, R3 is (8) -
25 'NH (CH2CH20Me) CH20Me, R%2 is Me, R?P is H, R%C is
c1, rR* is B and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NH (CH2CH20Me) CH2OMe, R*2 i Me, RYP is H, RUC is
30 ct, R* is H ana rR%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Pr) (CH2CH2CN), R%2 jg Me, R?P is H, R4S is OMe,
’%d ig H and R%*® is H;
. 35
a compound of Formula (70) wherein R is C1, R3 is -
N(Et)2, R%® is Me, R is H, R%C is oMe, R*? is H

and rR%® ig H;

40 a compound of Formula (70) wherein R is €1, R3 is (S) -
NH (CH2CH20Me) CH20Me, r%2 is c1, RAP is u, R%C is
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25 a conpound of Formula (70) wherein Ris O, Rerr] is - N(Bu) (Et),
Rlerr] is d, Rerr] is H Rerr] is d, Rerr] is Hand Rlerr] is H a
conmpound of Forrmula (70) wherein Ris C, Rerr] is -

NHCH( Et ) CH[ SY@P¥868 Rl err] is O, Rerr] is H Rerr] |s TP i s H
and Rlerr] is H a conpound of Forrrula (70) wherein Ris d, Rerr] is -
NHCH(Et)[err], Rerr] is d, Rerr] is H Rerr] is d, R[err] s 35
Hand Rerr] is H a corrpound of Fornula (70) wherein Ris O, Rerr] is -

NHCH(Et ) [err], R[err[],lelsR%,lsRﬁleghh RéeHgMEerr] is M, R[err] is Hand
Rlerr] is H 40 a compound of Fornula (70) wherein Ris a, Rerr] is -

égé-R[erL\'i*%g ELL[ Bﬁtl:ouﬁﬁeéf]Fdzﬁnu@h *i%)zzr‘geﬂeiﬂz Bé;cx;l a%ﬂfé[ R[ierr] ISSH
ac ei g4 : r -
NHCH(Et)[err% R[erriaﬂ? ig‘ er i |§e 1"!‘%’1 |g Ciié erRr] ?% H :;ld
E[Ee{r] isg[ a conpoMad B d( R0) i 'em Ris O, Rerr] is -
tlerr err] is M, H 10
and Rlerr] is H]<‘=l &;‘GpauééR[n%MIaFdM ’*ﬁ)")n éFRH:rIr% ISSCI Rlerr] is
- [err], Rlerr] is MI(ER 2y rg?d sisHC1 ]i$ H,ORE RBeMe] B 9 3aniid Rlerr]

is H . 15 a conpound g {70) V\,herel n Ris M, -
Rlerr] is Mgg Rlerr] |tsi§@eg‘[%rq{r] is M, R[err]lls Harill![derRHarlr]S .s[ﬁ”]

a compound of Formula (70) wherein R is Cl, R3 is -N{(c-
Pr) (CHaCH2CN), R42 is Me, R is H, RS ig oM,
R44 ig g and R4® is H;

15 a compound of Formula (70) wherein R is Cl, R3 is -N(c-
Pr) (CH2CH2CN), rR%2 is c1, ReP is g, RAC ig Me, R34
is H and R%*® is H;

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

20 (n-Pr) (CHoOMe) , R%42 ig Me, rR3P ig m, R4c is OMe,

r22 is H and R*® is H;

a compound of Formula (70) wherein R is Cl, R® is -NHCH
(n-Pr) (CH,OMe) , R%2 is c1, R4b is H, R%C is Me,

25 r%d is H and rR%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et) 2, rR*2 is Br, rR4P ig H, R%C is oMe, r4d

OMe and R4e is H;
30

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et) 2, r%2 is Br, R4P ig H, R2C is OMe, r49 ig
H and R%® is H;

35 a compound of Formula (70) wherein R is Cl, R3? is -
N (CH2CH20Me) 2, R%@ is Br, RP is H, RIC is OMe,
r49 is H and R?® is H;

a compound of Formula (70) wherein R is Cl, R3 ig -
40 NHCH (CH20Me) 2, r42 ig Br, RAP ig H, RYC is oMe,

%4 is ¥ and R?® is H;

€0-



20 a conpound of Forrmula (70) wherein Ris Me, Rerr] is - [err], Rerr]

is M, Rerr] is H Rerr] is M, Rerr] is Hand Rerr] is H a conpound
of Fornmula (7Q) wherein Ris M, Rerr] is - 25 [err], gﬁ%err is M,
Rlerr] is H RN®M™¥PEs e, Rerr] is Hand Rde is H a conpBaHUS®PIRb nul a
(70) wherein Ris M, Rerr] is -N(c- [err], Rerr] is M, Rerr] is H
Rlerr] is Me, Rerr] 30 is Hand R[err] is H a conpound of Fornmul a
(70) wherein Ris M, Rerr] is - [err], Rerr] is d, Rerr] is H Rerr]
is M, Rerr] is Hand Rerr] is H 35 a conpound of Fornula (70) wherein R
is M, Rerr] is - [err], Rerr] is.d, Rerr] is H Q Me, R err]

is Hand Rlerr] i@ Fpmwn%oéoﬁﬁﬁﬂhhao“"qj M?BF&W ‘3—11 %WIS Me,

Rlerr] is - NHCH(Et)[eNmt)zR[af*F‘]lsswﬂR esr]I,lPs ;sR{:iarrl} ssMe, Rierr]
is - 62 - H and Rl eghd A% Hg g;compound of Formula (70) wherein Ris M,
Rlerr] is - NEt)[err], Rerr] is M, R[err] is H Rerr] is M, Rerr] is
g[grr] s ﬁ?ﬁSR[‘ri;EJ[:mﬂnéid'é oF @emey 'Rf) FResEiR { 4@ c!"heﬁf' rb RNL\S I\R/Ferr]
is Hand Rlerr] is H eI%ta)zdo uﬁa% I?brmﬁfaaﬁ(f%) \hﬁ%‘g |slsl\/b Rlerr]
is -N(n- Bu) [err], N@MP@; JiRBrr] is H Rerr] is M, Rerr] is H
and Rerr] is H

a compound of Formula (70) wherein R is Cl, R3 is -
10 NHCH(Et)2, rR*® ie c1, R?P is H, RYC is oMe, R4 is

OMe and R%*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N (CH2CH20Me) 2, R%2 is c1, rR*® is ®, R%C is c1, R44
15 is H and R*® ig H;

a compound of Formula {70) wherein R is C1, R3 is -
NHCH (CH20Me) 2, r%2 ig c1, R*P is m, R?C is c1, R4

is H and R?® is H;
20

a compound of Formula (70) wherein R is €1, R3 is -
N(Pr) (CH2CH2CN) , R%@ ig c1, R?P is H, R%*C is 1,
r*? is H and R*® is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -
N(Bu) (Et), rR%?2 is c1, R®P is H, R%*C is 1, R%Q is
H and R?® is H;

a compound of Formula (70) wherein R is €1, R3 is -
30 NHCH (Et) CH20Me, R%2 is c1, R*® is B, R*C is 1,

R4% is ¥ and R?C® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, Rr*2 ig c1, rR*P is m, R*C is c1, r%d is
35 H and R?® is §;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R*® ig Me, R*P is H, R?C is Me, R?? is

H and R4e ig H;
40

a compound of Formula (70) wherein R is Cl, R3 is -
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15 a conpound of Formula (70) wherein Ris M, Rlerr] is - NHerr] CH(n-Pr)
[err], Rlerr] is Me, Rlerr] is H Rerr] is M, Rerr] is Hand Rerr] is
H, a conpound of Fornula (70) wherein Ris M, Rlerr] is - 20
NHCH(Et)[er MQowBes8r] is Me, Rlerr] is H Rerr] is Ow, Rorushyiisz4H and
Rlerr] is H a conmpound of Formula (70) wherein Ris Me, Rerr] is - [err],
Rlerr] is M, Rerr] is H Rerr] is Ow, 25 Rlerr] is Hand Rerr]
is H a compound of Forrmula (70) wherein Ris M, Rerr] is (S) - [err],
Rlerr] is M, Rerr] is H Rerr] is M, Rerr] is Hand Rerr] is H 30 a
compound of Fornmula (70) wherein Ris Me, Rerr] is - [err], Rerr] is M,
Rlerr] is H Rerr] | Rl er IS an err] igeH 35 augonpound of
Forrmul a (70) whereirﬁ€?$€? W2, ﬁ?ér?f %L'-éﬁéjﬁﬂ Fh g?r}si¥9'N@fQRf§rr] is H,
Rlerr] is d, Rerr]HianddRndiR 8ir] is H, a conpound of Fornula (70)
wherein Ris Me, Rerr] is - 40 NH(Et), Rerr] is M, Rerr] is H
Rlerr] is Me, Rpeerefpdund] ofhdoriula] (78) twvhexgdn R ig €bnpdlurs of Fornul a
(70) whereinSR is MNHEEBD)]2,i R%2 NGk n-i4D [0y 1, RRFeid]ci,s g% sRerr] is
H Rerr] is d, R[Qﬁr%n&skdé ndgRerr] is H 5 a conpound of Fornula (70)
wherein Ris M, Rerr] 1s - ?ér?], Rlerr] is M, Rerr] is H Rerr] is
d. Rerr] is HyapdnShgid lof FddmtaCOoBP Utk i o 1Y &1 (4 herein Ri's
Me, Rerr] is (8 - (pi® Caa | A ac ad
R is Me, R is H, R is OMe, R is H
10 and R is H; and

a compound of Formula (70) wherein R is Cl, R3 is -
N(Pr) (CHaCH2CN), Rr%@ ig Me, R?P is H, R?C is OMe,
s R*d is H and R%® is H;
a compound of Formula (70) wherein R is Me, R3 ig -
NHCH(n-Pr)2, R4® ig Me, RP is H, R%C is Me, R4S
is H and Rfe is H;
20 a compound of Formula (70) wherein R is Me, ‘R3 is - .
NHCH (CH20Me) 2, R%2 ig Me, R?P is H, RYC is Me, R4d

is H and R*® is H;

a compound of Formula {70) wherein R is Me, R3 is -
25 N(CHaCH20Me) 2, R%2 is Me, RPP is H, RYC is Me, RY4
4e
R

is H and is H;

a compound of Formula (70) wherein R is Me, R3 is -N(c-
Pr) (CHCH2CN) , Rr42 jg Me, R4 ig H, RYC ig Me, rdd
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, R?P is m, R%C is me, R%d

is H and R4e is H;
35

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 is c1l, R*P is H, RYC is Me, Rr%d

is H and R4§ is H;

40 a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, r%*2 is c1, rR*® is H, R%C is Me, R*9 is
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10 [err], Rerr] is M, Rerr] is H Rerr] is d, Rerr] is Hand
Rlerr] is H a conpound of Fornmula (70) wherein Ris Me, Rerr] is - [err],
Rlrer] is H, err] is 15 Cl, Rerr] is Hand Rerr] is H a conpound
of Fornmul a (75&'°\Rﬁgsﬁﬁn Ris M, Rlerr] is -N(n- [err], R ePCFuUswaips
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 20 a conpound of
Formula (70) wherein Ris Me, Rerr] is - N(Et)[err], Rerr] is M, Rerr]
is H Rerr] is O, Rerr] is Hand Rerr] is H 25 a conpound of Formula
(70) wherein Ris M, R err] Es (S) - [err], Rerr] is d, Rerr] is H
Rlerr] is M, Rerr] iE;QRGaﬁﬁ RLer#] is H a compound of Fornula (70)
wherein Ris Me, Rerr] is - 30 [err], Rlerr] is d, Rerr] is H
Rlerr] is Me, R efriomeeundaed Rpupila (o) whereimduse ¥e. Rt s a (70)
wherein Ris M, R err§(Btd2, REEt)§ane,] RV esry, iR$Cig Meperrddiis B, Rlerr]
is Me, Rlerr] §s H 35 54 ge@ndgR;err] is H a conpound of Formula (70)
wherein Ris Me, Rlerr] is -N{c- Pr) [err], Rerr] is Me, Rlerr] is H
Rlerr] is Ow, R egr ' de L&k i \ roMad Forgula (70)
wherein Ris M, Eaé%?ggﬁjgég@-F o id&éﬁ?)FgPé efh ,egE]Mgécég,lﬁazgﬁﬁk is H,
Rlerr] is M, Rerr] is aﬁng§§¥r]Rizslﬁ;Mﬁ'€%np nd: ok Fotdmdlea £70)
wherein Ris %’ R[ er ris ik anN is H;

a compound of Formula (70) wherein R is Me, R3 is -N(n-

Bu) (CH2CH2CN) , R%42 is Me, R?P is H, R%C is Me, r%4

R4e

is H and is H;

15 a compound of Formula (70) wherein R is Me, R3 is -
NHCH (n-Pr) (CHOMe) , R*2 ig Me, R?P is H, R%C is

Me, R*d ig K and R%® is H;

a compound of Formula (70) wherein R is Me, R3 ig -
20 NHCH{Et)2, R%*® is Me, R?P is B, R2C is oMe, R%Q ig
H and R4® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CHa0Me) 2, R%2 is Me, R*P is H, R*C is OMe,
25 r*d ig H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is (S) -
NH (CH2CH20Me) CH20Me, R%42 g Me, R?P is H, RC is

Me, R4d iz H and R*® is H;
30

a compound of Formula (70) wherein R is Me, R3 is -
NH (CHzCH20Me) CH20Me, R%2 ig Me, R*P is m, RYC is

Me, R* is H and R%® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me)2, R42 is Me, R%P.is m, R%C is c1, r%d

is H and R%® is u;

a compound of Formula (70) wherein R is Me, R3 is -
40 NH(Et), R?2@ i5 Me, R*P is B, R%C is Me, R* is H
and R*® is H;
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5 (n-Pr) [err], Rerr] is M, Rerr] is H Rerr] is Ow, Rerr] is
H and Rlerr] is H a conpound of Fornmula (70) wherein Ris M, Rlerr] is
-NHCH (n-Pr) [err], Rerr] is d, Rerr] is H Rerr] is M, 10
Rlerr] is HW¥38&®rr] is H a conpound of Fornula (70) WRET/ESMOR2is Me,
Rlerr] is - NHCH(Et)[err], Rerr] is Br, Rerr] is H Rerr] is Ow, Rerr]
is O and R4e'is H 15 a conpound of Fornula (70) wherein Ris M, Rerr]
is - NHCH(Et)[err], Rerr] is Br, Rerr] is H Rerr] is Ow, Rerr] is H
and Rlerr] is H 20 a conpound of Forrmula (70) wherein Ris Me, Rerr] is -
lerr], Rerr] s cge.poanar% Forul1 R (90]] vhex Ve g %e%él kS 44 and R[eErl s
;a conmpound of FOgx e, i's . rchel $_- ad err],
Rlerr] is Br, R[errf'ﬁiegqﬁ, ?@grli islgO@E,' %&[erlr*[lﬁskH ahd ﬁ’eﬁ] is H a
compound of Formul aie78) apfefel -sR¥is Me, Rlerr] is - N(Et)[err], Rerr] is
Me, Rerr] is H Rerr] is d, R[eng s H 30 . and err] is H a
conpound of SForAMFCHPEEDY QRFRIMHIR j(JOQpwherein R ji¢ Men REt3I§evr],. Rerr]
is O, Rerr] is H NECH(EH20Melae RYY eisr]aeiskﬁx/bisamﬁ REEri3 ¢x, R4935 g
conpound of Fornul a g7 apher®e nfRRe,s Me, Rerr] is - NHCH(Et)[err], Rerr]
is A, Rerr] is H HRerr] is O, Rerr] is O and Rerr] is H 40 a
conpound of ForyMimn(Rl WReFSHMIR | FoYewhEE&id IR 11 Me| Rl H@rr] is O,
Rierr] s Hy Rerr] dchhenbilyduzome, r42 15 Me, REP is H, R%C is

c1, R4 is u and R%*® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH20Me) CH0Me, %2 ig Me, R®P is H, RYC is

15 cl, R is H and R*® is H;

a compound of Formula (70) wherein R is Me, R3 is -N(n-
Pr) (CH2CH2CN), R4 ig Me, RP is H, R%C is ome,
r%d is H and R?® is H;
20
a compound of Formula (70) wherein R is Me, R3® is -
N(Et)2, R%® is Me, R*P is H, R%C is oMe, R%d is H

and RY® is H;

25 a compound of Formula (70) wherein R is Me, R3 is (§) -
NH (CH2CH20Me) CHz0Me, R%2® ig c1, R®P is H, RYC is
Me, R%*? is H and R*® is u;

a compound of Formula (70) wherein R is Me, R3 is -
30 NH (CH2CH20Me) CH20Me, r%2 is c1, RP is m, REC is

Me, R4d is H and r%® ig H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R*2 is c1, R*P is u, R is Me, R* is ®
. 35 and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -N(c-
Pr) (CH2CH2CN), R%2 is Me, R?P is H, R%*C is OMe,
r%9 is H and R%® is H;
40

a compound of Formula (70) wherein R is Me, R3 is -N(c-
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is Hand Rerr] is H a conmpound of Formula (70) wherein Ris Me, Rerr] is
- [err], Rerr] is ' d, Rerr] is H Rerr] is d, Rlerr] 5 is Hand
Rlerr] is o] ound of Formula (70) wherein Ris Me, is - N(Pr)
[err], R[err]%yémg¥ R[err] is H Rerr] is d, Rerr] is ngﬁ& @P?] IS
H, 10 a conpound of Forrmula (70) wherein Ris Nb, Rlerr] is - N(Bu) (Et),
Rlerr] is d, Rerr] is H Rerr] isd, Rerr] is Hand Rerr] is H 15 a
conpound of Forrmula (70) wherein Ris Me, Rerr] is - [err], Rerr] is d
Rlerr] is H Rerr] is d, R[err] is Hand Rerr] is H a conmpound of
Formul a (70) wherein S r 4iaS | &t)[e err] is
d, R[erﬁ] |)s H, R[er 11)( ] §'s 8ghdRR[er’\iFCl-{g H)[awgdrr%gnd Lf
For mul a (70) wherein Rh"ré‘lr% er:rﬂ H's - NHCH(Et)[err], Rerr] is M,
Rlerr] is H Rerr] is M, Rerr] is 25 H and err],is H_a
conpound of For muRaceumiunshefeFarmila (9) Rherein Rsis Ry eWFH Rl err]
is d, Rerr] s H, R[(eu-rﬂrh(g!Hﬁ@Me)R[ et'*ra] issM80 R4b is H, artF RleeoMe,is H a
conpound of Fornula (704 wh %ﬁd & |l R[err] is - NHCH(Et)[err], Rerr]
is Me, Rerr] is H, R[err] aﬁ[ |s Hand Rlerr] is H 35 a
compound of Fornu Ir'Np3 I S Me,
R[(ranr)r] is H, R[er‘lfJ é@d@g%g{kgﬁﬁdé M%) gﬁ éelrz1 Ek[ﬁé ke Ii[secE\)T]'lmc::)i(i)und of
Formul a (70) wherein R errq f?s 1346 ' J'Fe*‘lr]R R[se ¥ is M,
Rerr] is H Herr] iR sR[end]Resﬂé.bmd Rlerr] is H -66-

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R%? is Br, R?P is H, RS is oMe, R?Y is

OMe and R%® is H;
15

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (Et)2, R*2 is Br, RP is H, R%C is ome, R*d is
H and R*® is H;

20 a compound of Formula (70) wherein R is Me, R3 is -
N(CHCH20Me)2, R%2 is Br, R*P is H, R*® is OMe,
R4d is H and R4e is H;

a compound of Formula (70) wherein R is Me, R3 is -
25 NHCH (CH20Me) 2, R%2 is Br, R®P is H, RYC is OMe,

®%*4 is B and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Et)z, R%*® is Me, R®P is H, RYC is 1, R4 is H
30 and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R%*® is c1, R*P is H, RYC is oMe, R is

oMe and R¥® is H;
35

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R%*2® ig cl, R*P is H, R%C is oMe, R4 is
OMe and R4e is H;

40 a compound of Formula (70) wherein R is Me, R3 is -
N(CHzCH20Me)2, Rr%2 is c1, R?P is u, R%C is c1, r%d

N



a corrpound of Formula (70) wherein Ris F, Rlerr] is - NHCH(n-Pr)[err],
Rlerr] is M, Rerr] is H Rerr] is M, R[err] is Hand Rlerr] is H 5a
conmpound of Forrmula (70) wherein Ris F, Rerr] is - [err], Rerr] is M,
Rlerr] is HYO8883% is Me, Rlerr] is Hand Rerr] is H 1ecrlusmm§20und of
Formula (70) wherein Ris F, Rerr] is - [err], Rerr] is M, Rerr] is H,
Rlerr] is Me, Rerr] is Hand Rerr] is H a conpound of Fornula (70)
wherein Ris F, Rerr] is -N(c- 15 [err], Rerr] is Me, Rerr] is H,
Rlerr] is M, Rerr] is Hand R err] is H a conpound of Formula (70)

wherein Ris F, R[e IS - err] is d, Rerr] is H Rerr] is M,
Rl err] 20 #&nﬁ?&[ rr]JEféﬁ[H a corrpound of Forrrula (70) wherein R

s F . NE, :
Hand Rlorr] |2 ﬁ;o["yeu%ta e%w'l%r Cf'fzae?%ﬁ ; go% el k1S T merr] s
- NHCH(Et)[err], R[WF}" P[@fr ipsCHh, erlrs] Pﬁ,sR lSR[@r,r]R H and
Rlerr] is H3 30 a cdrspﬁuaﬂdOﬂ Faisni;a (70) wherein Ris F Rlerr] is -
N(Et)[err], Rlerr] is M, Rerr] is H Rerr] is M, Rerr] is Hand Rerr]
'pf) H[ e?r]cowr%fg;ag]wmp%%aube lég:gﬂu]!g"e(%') Nwhet&id ﬁve I%[sem&e izi —AS\I( n-aﬁg Rierr]

] | J
Is H a conpound of g‘r}r)ng f?ﬂ%?ﬁ) :Q%'SR{# @ eﬁl[']lr24 SN (cﬁ

H and R
10

a compound of Formula (70) wherein R is Me, R3 is -
N(Bu) (Et), r%2 ig c1, R*P is B, R%C is c1, R is
H and R?® is u;

15 a compound of Formula (70) wherein R is Me, R3 is -
NHCH (Bt) CH20Me, R%2 ig c1, R4b is H, R%*C is 1,

R4 ig m and R%® ig H;

a compound of Formula (70) wherein R is Me, R3 is -
20 NHCH(Et)2, R%2 is cl1, R?® is B, R%C is c1, R4 is
H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R%2 is Me, R?P is u, R4C is Me, R%9 ig
25 H and R*® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R?® jg cl, R*® is H, R%C is Me, r%Y is

H and R*® is H;
30

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R%® ig me, R is B, R%C is c1, rRY? is
H and R?® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
NEt2, R*® is Me, R*P is H, R4S is oMe, R%9 is H
and RY® is H; and

a compound of Formula (70) wherein R is Me, R3 is -
40 N(Pr) (CH2CH2CN), R%2 js Me, R%P is H, R%C is OMe,
849 is H and rR*® is H;
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Bu)[err], Rerr] is M, Rlerr] is H Rerr] is M, Rerr] 40 is H
and Rlerr] is H a conpound of Fornula (70) wherein Ris F, Rerr] is -

-67- NHCH( n- P%&O—%err]%) Rlerr] is M, Rerr] is H Rerr] is M,
Rlerr] is H an{f is H a conpound of Formula (70) whe PEFHSIVOIRA F
Rlerr] is - 5 NHCH(Et)[err], Rerr] is M, Rerr] is H Rerr] is

Owve, Rlerr] is Hand R err] is H a conmpound of Formula (70) wherein Ris
F, Rlerr] is - [err], Rerr] is M, Rerr] is H Rerr] is Ow, 10
Rlerr] is Hand Rerr] is H a conpound of Fornmula (70) wherein Ris F,
Rlerr] is (S) - [err], Rerr] is M, Rerr] is H Rerr] is M, Rerr] is H
and Rlerr] is H Jaﬁabrr@onpduuﬁ Birnfedamiya) (WwHBreiheReism |2 RS Eg Rlerr] is -
[err], Rlerr] is Me, RiWOknirp, Bierik he, W8P Reoh! Ix4 1 wad glerr] is
H, 20 a conpound of Forrru*_] éggq,ey\/ner s F, R[err] is - [err] Rl err]
is Me, Rerr] is H R &°r Ii[se f] |s Hand R[err] |s H a corrpound
of Fornmula (70) wherein Rlerr] is M,
Rlerr] is H, R[errajﬁé“pﬁgnd %j?"]u& Zﬁh ‘ﬁteerrrz or‘rﬁoun
Formul a (70) wherein RNHSH )2 iRs -ip g R é?r’Tr |Ps I\/lés Werﬁﬁals H,
Rlerr] is d, Rerr] 3@s Handlfs‘lq-lla;nﬁ Rlerr] is H a conmpound of Fornula
(70) Mmmu1R|sF Rlerr] is - [err], Rerr] is M, Rerr] is H Rerr]
is O, Rerr] 10 a compound of Formula (70) wherein R is F, R3 ig -
N{(CH2CH20Me)2, Rr?2 ig Me, R i H, R4C is Me, rad
rie

iz H and is H;

a compound of Formula (70) wherein R is F, R3 is -N(c-
15 Pr) (CH2CH2CN) , R%2 ig Me, R4P ig H, R is Me, rd

is H and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%3 is c1, R%*P is B, R%C is Me, R
20 is H and R*® is H;

a compound of Formula {70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R%2 is c1, R*P is H, R%C is Me, RYD

is H and R?® ig H;
25

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*@ is c1, R*P is H, R%C ie Me, R%Y is
B and R%® is H;

30 a compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R%*® js Me, R®™ is u, R%C is Me, R*? is H

and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -N(n-
35 Pr) (CH2CH2CN) , R%3 is Me, R2P is H, RS is Me, R%*d

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -N(n-
Bu) (CHaCH2CN) , R%*2 is Me, R*P is H, R%C is Me, R%
40 is H and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -
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is Hand Rlerr] is H 35 a conpound of Formula (70) wherein Ris F, Rerr]
is (S) - [err], Rerr] is M, Rerr] is H Rerr] is d, Rerr] is H and
Rlerr] is H 40 a conmpound of Forrmula (70) wherein Ris F, Rerr] is -

[err], R erWwpoasssee, R err] is H Rerr] is -68- G, Rper/w$oviosszH and
Rlerr] is H a compound of Formula (70) wherein Ris F, Rerr] is -N(n- Pr)
[err], Rerr] is M, Rerr] is H Rerr] is Ow, 5 Rlerr] is H and

Rlerr] is H a conmpound of Formula (70) wherein Ris F, Rerr] is -

N( Et is Hand
REerz][errg]H R[lgr;]c% f(cﬁgpﬂﬁ?aﬁ% ﬁ/\}‘ﬂ@rreﬁn R g’le:rRr gsﬁr] ?2 (S -

[err], Rlerr] is CIMeR[le‘r Jid & BndRR EFr:',l:all-ls,l\/le Rlerr] is Hand Rerr] is
H; 15acorrpound of Formula (70) wherein Ris F, Rerr] is - [err] Rerr]
is O, Rerr] ascomp&ind rdf iForMalaR{?0) |whexreinaRdi& By rR3 iis M, a conpound

of Forrrula §70) wheretmH(#t)is, Iﬁ‘laR[Lgrﬂ; Igtb ;20 gic lé\l(&,fe)[ﬁrld] igRlerr] is
C, Rerr] is H, R[eﬁ 115{“#} err] is Hand Rlerr] Ts H 'a conmpound of
Fornmul a (70) wherei F, r’r] is -N(c- Pr) [err] Rlerr] is M,

Rlerr] is H, err LS IS Hanﬂ( F\‘%ISH a
conpound of Fo %eFZ Zoﬁ[ﬁﬁﬁi@ i &9 [err], Rlerr]
is A, Rerr] |sH ;$]Me,R is H, is OMe

10 is H and R e is H;

a compound of Formula (70) wherein R is F, R3 is (S) -
NH (CH2CHz0Me) CH20Me, R%2 ig Me, R*P is H, R4C is

Me, R%9 is H and R%® is H;
15

a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, R%2 jg Me, R*P is H, R%C is

Me, R?9 is H and R%® is H;

20 a compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me) 2, R%2 ig Me, R?P is H, R4C is c1, r%d
is H and R*® is H;

a compound of Formula (70} wherein R is_F, R3 is -
25 NH(Et), R*? is Me, R*® is H, R%C is Me, R is H

and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -
NHCH (n-Pr)2, r%2 is Me, R?P is H, REC is c1, R%d
30 is H and R*® ig H;

a compound of Formula (70} wherein R is F, R3 is -
NHCH (CH20Me) 2, R%2 is Me, REP is m, RYC is c1, r%d

is H and R4e is H;
35

a compound of Formula (70) wherein.R is F, R3 is (S) -
NH (CH2CH20Me) CH20Me, R%3 ig Me, RP is H, REC is

c1, r*? is H and rR?® is H;

40 a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, R2 ig Me, R?P is m, RYC is
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is Hand Rerr] is H 30 a conpound of Fornmula (70) wherein Ris F, Rerr]
I's -NHCH (n-Pr) [err], Rlerr] is M, Rerr] is H Rerr] is Ow, Rerr] is
Hand Rlerr] is H_ 35 a conpound of Formula (70) wherein Ris F, R;gerr is
-NHCH (n-Pr) Md ¥8ove), Rlerr] is O, Rlerr] is H R[err]’CT’ESW@l Rlerr]
is Hand Rerr] is H a conmpound of Forrrula (70) wherein Ris F, Rerr] is
- 40 NHCH(Et)[err], Rlerr] is Br, Rerr] is H Rerr] is O, Rerr]
is O and Rerr] is H -69- a corrpound of Fornmula (70) wherein Ris F,

Rlerr] is - NHCI—I(Et)[ernr],R‘lFl[eéri irsd Br2® Rkenf] is H Rlerr] is OV, Rerr]
is Hand Rerr] is H 5 a .conmpound of Fornmula (70) wherein Ris F, Rerr]

is - [err], Rerrj ¢Smgundogr Formnsla], (76) ewheéretn @Rs R Y |ig SNMnand

Rlerr] is H 10 a COWF@}QEHE@ﬂﬂU|ﬁd%@M$h b 40 Rﬁlsfc% 5] is -
[err], Rerr] gs Br @gr IS Rer.r , erf] IS and ' R[err] is
H a conpound df For )i ﬁﬂ@r%lnlﬁﬁs F, Rerr] |s - 15
N(Et)[err], Rerr] ,|s H and
Rerr] is H a coﬁp%?f?ﬁP‘HﬁdR% %’3“3(375{)7%@P%%?1"%% §SFF Fﬁ‘er’ﬁ -
N(Et)[err], Rierr] is MJEE) R[e F is Me, RErid Hsnﬁﬁexs@mx]ﬁ%l@ox
Owve and R[err] is H aa,gpmﬁéumg Bf Formula (70) wherein Ris F, Rerr] is -
NHCH(Et)[err]10Rerr] is A, Rerr] is H Rerr] is Ow, Rerr] is
a compound of Formula (70) wherein R is F, R3 is (8) -
NH (CH2CH20Me) CH2OMe, R42 315 c1, R?*P ie ®, RYC is
Me, R%d rie

is H and is H;

15 a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, R%2 jg 1, R®® is m, RYC is

Me, R¥ is ¥ and R%?® is H;

a compound of Formula (70) wherein R is F, R3 is -
20 N(Et)2, r%® is c1, R4 is H, R4C is Me, RS is &
and R%*® is n;

a compound of Formula (70} wherein R is F, R3 is -N(c-
Pr) (CH2CH2CN), R%2 is Me, R*P is m, R%C is OMe,
25 R*d is H and R%*® is H;

a compound of Formula (70} wherein R is F, R3 is -N{(c-
Pr) (CH2CH2CN) , R%2 is c1, R*P is B, RYC is Me, R
is H and R*® is H;
30
a compound of Formula (70) wherein R is F, R3 is -NHCH
{n-Pr) (CHOMe) , ri2 ig Me, R4b is H, R4C jig OMe,

R4 is # and R%® is H;

35 a compound of Formula (70) wherein R is F, R3 is -NHCH
(n-Pr) (CHOMe), R*2 is c1, R*P is H, R%C is Me,

R4d is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -
40 NHCH(Et)2, rR*2 is Br, R?P is B, R%C is oMe, rR%9 is
OMe and R%*® is H;
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Ove and Rlerr] is H 25 a conmpound of Fornmula (70) wherein Ris F, Rerr]
is - [err], Rerr] is d, Rerr] isH Rerr] is d, Rerr] is Hand Rerr]
is H 30 a compound of Formula (70) wherein Ris F, Rerr] is - [err],
Rlerr] is aWOPMF] is H Rerr] is d, Rerr] is Hand RPEPUSMNE24  a
conpound of Forrmula (70) wherein Ris F, Rerr] is - 35 N(Pr) [err],
Rlerr] is d, Rerr] is H Rerr] isd, Rerr] is Hand Rerr] is H a
conmpound of Forrmula (70) wherein Ris F, Rlerr] is - N(Bu) (Et), Rerr] is
C, Rerr] isH Rerr] isd, Rerr] is 40 Hand Rerr] is H -70-
a conpound of Fqr ) ein_R, LS F rL 1s« [&rnl, Rerr] is d
Rlerr] is H, R[grgi#no O%Efgﬂﬁ é?\%’ Fg%?%l[eg}']—% %f@%oﬁ&]ﬁna f Formul a
(70) wherein Ris F, B9) 2, s R*E\ierBes )R er Ap HRBr7 1§ OMe., RATei®] is H,
Rerr] is d, R[err]HiandiaﬁﬁjiB[Hnr] is H a conpound of Formula (70)
wherein Ris3F, Rerr] is - 10 NHCH(Et)[err], Rerr] is Me, Rerr] is
H Rerr] is Mea Bpepoind ofHiedmiler (0] svhérednc8npsuihd ilsormul a (70)

wherein Ris F, R ern]CHsCH2ONSTH( Er}terd lnr RROPr hsi 8, @4€ Rk, i s H,
Rerr] is M, R[err]R4@ 12 1 ang Rl;leand err] is H, a conpound of Formul a
(70) wherein Ris F, " Rerr] is - 'NHCH? Terr], Rerr] is Me, Rerr] is H,

Rierr] is CIIO RLLeE:EanJ:&nd?Oof Formui'aar(]‘goﬂvﬁ{erz]ei'nsRHis F, R3 is -
NHCH(CH20Me) 2, R*® is Br, R*P is u, R%C is OMe
R4d is H and R4e is H; '

a compound of Formula (70) wherein R is F, R3 is -
15 N(Bt)2, rR*2 is Me, R*P is H, R%C is 1, R4 is ¥
and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(Bt)2, R*® jis c1, R?P is H, RYC is oMe, RY? is
20 OMe and R*® is H;

a 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, R49 is

OMe and Rée is H;
25

a compound of Formula (70) wherein R is F, R3 ig -
N (CH2CH20Me) 2, R%2 is c1, R?P is H, R%C is c1, r%d
is H and R*® is H; |

30 a compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R4 is c1, R%P is u, R%C is 1, r%d

is H and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -
35 N(Pr) (CH2CH2CN), R%3 is c1, r* is u, R%C is c1,

R4 is ¥ and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(Bu) (Et), R%2 is c1, r*P is H, R%° is c1, Rr%9 is
40 H and R%® is =H;
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a conmpound of Formula (70) wherein Ris F, Rerr] is -Net[err], Rerr] is
Me, Rlerr] is H Rerr] is Ow, Rerr] is Hand Rerr] is H and 25 a
conmpound of Formu 70) wherein Ris F, Rerr] is - [err], is M,
Rlerr] is H, \%P@?’ll’gﬁs s OMe, Rlerr] is Hand Rlerr] is H a E%ﬂdﬁ

Formula (70) wherein Ris O, Rerr] is - 30 N(Pr) [err], R[err] S
Me, Rlerr] is H Rerr] is Ovw, Rerr] is Hand Rerr] is H a conpound of
Formula (70) wherein Ris O, Rerr] is - [err], Rerr] is M, Rerr] is H,
Rlerr] is Ow, 35 Rlerr] is Hand Rerr] is H; a conmpound of Formul a

(70) wherein Ris d, Rerr] is - [err Me, r] is H Rerr]
is Ove, Rlerr] i$® AcRRguRg &f F °ir§‘ul[l-!a %ﬂ’a%&’ﬁﬁﬁ rﬁj’(ﬁ F(ﬁ{ +%l'(70) wher ei n
Ris d, Rerr] is - NUEEEDM PMF|B4 M= RLerR |1§H.Rfr1f} Gl Owe,

Rlerr] is H-71- ap8d R 21t laniasrM® #s gonpound of Farnula (70) wherein R

is d, Rerr] is - NwePr, R[err] Is Me, Rlerr] is H Rerr] is Ow, Rerr]

is H5 ndR[c ﬁ Eg s(;.0) g,hgéelansCI

is - NVeBd, , H
Rerr] 1 - et R R S M (B e e
-NH 2-butyl, R[err] HsamR‘ﬁ[etsr}-l.ls H Rerr] is Ow, Rerr] is Hand

Rlerr] is H,

a compound of Formula (70) wherein R is F, R3 is -
10 NHCH(Et)2, R*@ is Me, R*P is H, R*C is Me, %9 is
H and R?® is H;

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R%2 ig c1, R?P is H, R*C is Me, R%D is
15 H and R*® is u;

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 js Me, R*P is m, R?C is c1, R%9 is
H and R?® is H;

20
a compound of Formula (70) wherein R is F, R3 is -NEtj,
R4a ig Me, R4b is H, R4c is OMe, R4d is H and R4e
is H; and

25 a compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CHaCH2CN), R42 ig Me, R%P is H, R is OMe,
rR*d ig H and R%® is H;

a compound of Formula (70) wherein R is €1, R3 is -
30 N (Pr) (CH2CH20Me) , R%2 ig Me, R?*P is H, R®C is oOMe,
R* is H and rR%® is m;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Et) (CHaCH20Me) , R4® jg Me, R%P is H, R%C is OMe,
35 r4d ig H and R%® is H;

a compound of Formula {70) wherein R is €1, R3 is -
N(Me) (CH2CH20Me) , R%2 ig Me, R®P is H, R%C is OMe,
R4d R4e

is H and is ﬁ;

40

a compound of Formula (70) wherein R is Cl, R3 is -
NMeEt, R%2 ig Me, R?P is H, RYC is oMe, R4? ic W
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15 a compound of Formula (70) wherein Ris O, Rerr] . is cyclobutylam no,
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H a
conmpound of Forrmula (70) wherein Ris C, Rerr] is - 20 [err],
Rlerr] is MWORPAS8 is H Rerr] is Owve, Rerr] is M andPGI/Es9PI2E 4 3
compound of Formula (70) wherein Ris O, Rerr] is - [err], Rerr] is M,
Rlerr] is H Rerr] is Ow, 25 Rlerr] is M and Rerr] is H a.
conmpound of Forrmula (70) wherein Ris C, Rerr] is - [err], Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is M and Rerr] is H 30 a conmpound of
Formul a (70) whereingfyig*<lis Berr] is - NWeEt, Rerr] is M, Rerr] is H,
Rlerr] is Ov, Rerr] is M and Rlerr] is H 35 a conpound of Fornula (70)
e e or) 51 S g ok sqﬁasof Adkfina Ry6r rﬁhéq:?iMaRFPé%iJ 4 1 \éﬁ[err] s
: err] is an rrlad s H,_a goBPO c ] . rein i's
d, Rerr] is - 40 £ .Bu,lstdgt’r? islskl/e,' %[er?% |sé’H,RR[é'rrF is Owe,
Rerr] is Me3 - 72- apddR K] ek fliis H, a conpound of Formula (70) wherein R
is A, Rerr] is -N+ 2-butyl, Rerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is 5 a colfpoand &f Foxmula K70k whensim®@ o8 Cbr RA 45 70) wherein R
is O, Rlerr] is cychmbphy|g#® ng M2 ert?P is ie RN esrdmes #4d Reemr] is Ow,
Rlerr] is ME and R[egurili h‘sel—is]fp;
10
- a compound of Formula (70) wherein R is Cl, R3 is -NH-
2-butyl, 42 ig Me, R?P is H, R*C is oMe, R} is W
and R%® is H;
15 a compound of Formula (70) wherein R is Cl, R3 is
cyclobutylamino, r%2 is Me, R*® is H, R*C is OMe,

R49 jgs H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
20 N (Pr) (CH2CH20Me), R%2 ig Me, R?P is H, R*C is omMe,
R4d is Me and R4e is H;
a compound of Formula (70) wherein R is Cl, R3 is -
N(Et) (CHaCH20Me) , R42 ig Me, R®P is H, RS is OmMe,

25 R4d is Me and R4e is H;

a compound of Formula (70) wherein R is C1l, R3 is -
N(Me) (CH2CH20Me) , R%2 is Me, R%P is H, R?C is OMe,

30 %9 ig Me and R?® is H;

a compound of Formula (70) wherein R is C1, R3 is -
NMeEt, R42 is Me, RP is H, R4C is oMe, R?Y is Me
and R?® is H;

35 a compound of Formula (70) wherein R is Cl, R3 is -
NMePr, r%2 is Me, R?P is H, RYC is oMe, R is Me
and R%® is H;

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

40 NMeBu, Rr42 is Me, RP is H, RYC is oMe, R?9 is Me
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a conpound of Formula (70) wherein Ris F, Rerr] is - N(Pr) [err], Rerr]
is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 15 a
conpound of Forrmula (70) wherein Ris F, Rerr] is - N(Et)[ecyL err] is
Me, Rlerr] is WP%®BB ] is Oove, Rlerr] is Hand Rlerr] is SB/BANd of
Formula (70) wherein Ris F, Rerr] is - 20 N(Me)[err], Rerr] is M,
Rlerr] is H Rerr] is OWw, Rerr] is Hand Rerr] is H a corrpound of
Formula (70) wherein Ris F, Rerr] is - NMeEt, Rerr] is M, Rerr] is H,
Rlerr] is Ow, Rerr] is H25 and Rerr] is H a conpound of Fornula

(70) wherein Ris F, J?ti{[ﬁ]"' NNEPr Rlerr] is M, Rerr] is H Rerr]
is OWw, Rerr] is Han err]$L is'H 30 a conpound of Fornula (70) wherein

Ris F, - NI\/EB
s M and Rierr] 18 ﬂdaR%eké?n STRonREFER Foleube o, 10 B E[[EH}
is -NH2- butyl, R[err e¥$]M€i' Recs R sla\@'ieR[PerrPsl s H and

Rie is H a coirpound ate ReamitE (FQY; wherein R is F, Rerr] is 40
cycl obutylam no, Rerr] is M, Rerr] is H Rerr] is Ow, -73- Rlerr]

i_SN'("P?)”FerR[r ]er r ]R[ Lrﬁrfbxrﬁom(iu?gnfélfoﬂm| ﬁléxézr??in wheiseen 313 Sid Rgﬂ ]r] | !SS
Me and R[errj is H a%%gu%%#”édﬁa% eré‘ln s IiL,s rr] is -

is ME and R H;
10

a compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH20Me) , R%2 i5 Me, R*® is H, R%C is OMe,
r2d rée

is H and is H;

15 a compound of Formula (70) wherein R is F, R3 is -
N(Et) (CH2CH20Me) , R%@ jg Me, R*P is H, R?C is OMe,
R*? is ® and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
20 N(Me) (CH2CH20Me) , R%3 ig Me, R*® is u, RUC is OMe,
R4d rie

is H and is H;

a compound of Formula (70) wherein R is F, R3 is -
NMeEt, RY2 ig Me, RP is H, RC is OMe, R is H
25 and RY® is H;

a compound of Formula (70) wherein R is F, R3 is -
MMePr, R2 is Me, RYP is H, RYC is oMe, R?*? is H
and rR%® is H;
30
a compound of Formula (70) wherein R is F, R3 is -
NMeBu, ri2 ig Me, rREb ig H, RYC is OMe, R4 s u
and R%® is H;

35 a compound of Formula (70) wherein R is F, R3 is -NH-2-
butyl, r%2 ig Me, RAD s H, R%*C is oMe, R4 g m
and r%e ig H;

a compound of Formula (70) wherein R is F, R3 is
40 cyclobutylamino, r42 js Me, R*P is H, R%C is Owe,
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N(lgt)([e”]),

R err]

S

Rl err]
NMVeEL ,

NMVePr ,

e

Rlerr]
is H a conpound of Fornmula (70) wherein Ris F, Rerr]

Rl err]

Rlerr] is M, Rerr] is H Rerr] is Ow, Rerr]

is H 10 a conmpound of Formula (70) wherein Ris F, Rerr]
N(Me) ([err]

RIserr] is Me, Rerr] is H Rerr] is Ow,
0129/38868 onpound of Fornula (70) wherein Ris
is Me, Rerr] is H Rerr] is Ow, Rerr]

err]

Is - 20
is Me, Rlerr] is H Rerr] is Ow, Rerr]

H a corrpound of Fop. ml&(g%&/\/@eeeig lge,ls F, Rlerr] is - NweBu,

Me, R err]
Me, Rlerr]
Rierr]
Rlerr]

iIs H Rerr]

d of F 70 gg
conpound o |sorﬁméﬁf"8$'3 & v%'u ein
of Formula (70) whe?’é?ﬁ) ﬁ?‘?%c}ﬁo

is HS Rerr]rfd
Fornula (70) wherein Ris M, Rlerr]

is H Raekbhpbn®Mef Hiymulla i(30H winekedreRr isi B, HR

|5M325

er.r QIH-!%; but yl ,

R[err]
f.
e ?.:ssmagﬁf‘;?;m
€ ¢sMe; and Rl err]
is -

d/ve Riret R

N(Pr)([err]), Rerr]

and R[err]

is Me and
is -

is Me and

F PCRUSIYOIS24
Is Me and R err]

is Me and R err]

Rl err]
is H a
R err]
i s M,

is M,

H3 aiconpound of

i's
S

S

ﬁ—i 30 a conmpound

Ao OMP
Is H, 35 a conpound of

rormila (70) wher ol § () foMembR)1] 188 154, x4k 18 AR el er ] s

Me, R err]

Is H R ey,
conpound ofygFor mul aR(70

15

20

25

30

35

H and Rlerr]

s v%%ﬁﬁ% réLl\jés Rlerr] is -

a compound of Formula (70) wherein R is F, R3 is -
4a r4b réc

s H -

N (Me) (CH2CH20Me) , R*2 ig Me, is H, is OMe,
R%d ig Me and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMeEt, R%2 ig Me, R is H, RC is oMe, R%d is Me
and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMePr, R42 ig Me, R?P is H, RYC is oMe, R%d is Me
and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMeBu, R%*2 is Me, R*P is H, R%*C is oMe, R%Y is Me
and R*® is H;

a compound of Formula (70) wherein R is F, R3 is -NH-2-
butyl, r%2 js 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 F, R3 is

cyclobutylamino, r42 is Me, reb

H, R is oMe,

is
r%d ig Me and R?® is H;
a compound of Formula (70) wherein R is Me, R3 is -
N (Pr) (CH2CH20Me) , r%3 is Me, R?P is H, R4C is OMe,
R4 is H and R?® is H;
a compound of Formula (70) wherein R is Me, R3 is -
N(Et) (CHpCHa0Me) , r%2 is Me, R®P is H, R?C is OMme,
4d is H and R4e is H;
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N(Me)([err]), Rlerr] is.Me, Rerr] is H Rerr] is Ove, Rerr] is H and
Rlerr] is H 5 a corrpound of Fornmula (70) wherein Ris Me, Rlerr] is -
NMVeEt, Rlerr] Rlerr] is H Rerr] is OWw, Rerr] is Hand err] is
H 10 a corrpm%ffsﬁﬁssForrrula (70) wherein Ris Me, Rlerr] iBCT/USY ,
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H a

conpound of Fornmula (70) wherein Ris Me, Rerr] is - 15 NVeBu,

Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is H a
conmpound of Formula (70) wherein Ris M, Rerr] is -NH 20 2- butyl,
Rlerr] is M, Re "E{ d rl is H a
conpound of Fornmu a“lof“ %;;;d &e% l% %E’ eerre |4§ cy@otﬁ[&%am no R err]
is Me; Rerr] is H, R[é 18 1y &nd 8 is H a

conmpound of Formul a ( wﬁeHeamleqi ikEH; R[err] |s - N(Pr)([err]) Rl err]
is M, Rlerr] 3s H Rerr] is Ow, Rerr] is M and Rlerr] is H 30 a
conpound of Formﬂacqui‘:@)anvlhefef'mhas (We) Wjesrerin Rsis M ER3( P.err]) Rl err]

is M, Rerr] is H, Rﬂ\MeE:]: |§4% @dRiﬁb M mngdRies i gud] R3S ia gonpound
of Formula (70) whereln R[err] is - N(I\/b)([err]) Rlerr] is M,
Rlerr] is H Rerr] i & Rter}% is Me and Rlerr] is H a conmpound of
Formula (70) wherein Ris i NVeEt , R err] is M,
Rl err] |g H) ﬁ[er‘?‘]cq“?m ﬁl@ﬂm@s (R/g) a‘FRFrlﬂlé‘rF] ig Mey R37 %—5 -
is H

NMePr, is Me, is H, R 4C jg OMe, r?
and R4e is H;

a compound of Formula (70) wherein R is Me, R3 is -
15 NMeBu, R%2 jg Me, R®P is H, R%C is oMe, R*d is H
4e
R

and is H;

a compound of Formula (70) wherein R is Me, R3 is -NH-
20 2-butyl, Rr%2 jg Me, R*P is H, RYC is oMe, RY is H
and RY® is H;
a compound of Formula (70) wherein R is Me, R3 is
cyclobutylamino, Rr%2 is Me; R*P is H, R4C is OMe,
25 R*d is H and R*® is H;

a compound of Formula {70) wherein R is Me, R3 is -
N(Pr) (CH2CH20Me), R2 is me, R?P is H, R%C is OMe,
R4d r4e

is Me and is H;

30
a compound of Formula (70) wherein R is Me, R3 is -
N (Et) (CH2CH20Me) , r42 is Me, R?P is H, R%C is OMe,
R4d is Me and R*® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
N (Me) (CH2CH20Me) , R332 is Me, rR4P ig H, R%C is OMe,

r%4% is Me and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
40 NMeEt, R%*2 ig Me, R?P is H, R%C is oMe, R%9 is Me
and R*® is H;
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a conpound of Formula (70) wherein Ris M, Rerr]

Is - NMePr, Rerr] is

Me, Rlerr] is H Rerr] is Ow, Rerr] is M and R[err] is H 5 a conpound

of Formula (70) wherein Ris Me, Rerr] is - NMeBu,
H Rerr] i VOB err] is Me and Rlerr] is H 10

Rlerr] is M, Rerr] is
a conpramgserdisEor mul a

(70) wherein Ris M, Rerr] is -NH 2-butyl, Rerr] is M, Rerr] is H,
Rlerr] is O, R4d is Me and R4de is H and a conpound of Fornula (70)

wherein Ris M, Rerr] is 15 cycl obut yl am no,

is H Rerr] is O, Rerr] is M and Rerr] is H

Rlerr] is M, Rerr]
[5] Specifically

preferred conpounds of the present invention include conpounds and isoners
thereof, 20 stereoisoneric forns thereof, or m xtures of stereoisoneric
forns thereof, ancompmumbecfuForably ephareénshlis fMer,nR3t hereof, wherein
sai d conpound is selmedmd A6 s 7wé diggdthylsam ngie2; 5 dj,]errehlagll i3 Me

(2- met hyl - 4- net hoxyphr@ﬁm[ lFS aj - pyrazol opyr| m dine 25 an

opy’

7-(N-(3- cyanﬁz)propyl) alt no) 2 5-
di et hyl (

present inventi®n®

[ HRCZBERCRI 1% Ao

tFan conpri si ng

4- di net hyl heng‘l ) - [ a - pyrazol opyri mdi ge. [ 6] The
%FF%‘B-'-'E’: &

a therapeutically ef‘f’@%ﬁq,v@45nmanmeof12 asalﬂova € dios AMehed eomadmds and a
pharmaceutical ly accapt aifi®e jgagtier. 35 [7] The present invention still
further provides nethods of treating affective disorder, anxiety,

depr essi on, 161639618&&0\1:{:{ IJraRbemBPYel 76 e 2EEn ROSS Me, R3 is -NH-

2-butyl, R*2 j5 Me, R®P is H, R%C is oMe, R%Q is

R4e

Me and is H; and

a compound of Formula (70) wherein R is Me, R3 is
15 cyclobutylamino, r%2 is Me, R*P® is H, R%C is OMe,

R4 ig Me and R%® is H.

[5] Specifically preferred compounds of the present
invention include compounds and isomers thereof,

20 sterecisomeric 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-a) -pyrazolopyrimidine
25 and 7-(N-(3-cyanopropyl)-N-propylamino)-2,5-
dimethyl-3-(2,4-dimethylphenyl) - [1,5-a] -

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 {71 The present invention still further provides

methods of treating affective disorder, anxiety,

depression, headache, irritable bowel syndrome, post-
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- 76 - traumatic stress disorder, supranuclear palsy, inmmune
suppression, Al zheiner's disease, gastrointestinal diseases, anorexia
nervosa or other %Eeding di sorder, drug addiction, drug or alcohol

wi t hdrawal syNtBRE®® s i nfl anmat ory di seases, car di ovascul JCT4S99/b1824
heart-rel ated di seases, fertility problens, human i mmunodefici ency virus

I nfections, henorrhagic stress, obesity, infertility, head and spinal cord
traumas, epil epsy, stroke, ulcers, amyotrophic lateral sclerosis, 10
hypogl ycemi a or a disorder the treatnment of which can be effected or
facilitated by artageatitngc¥edls, dinctdeh nguprenncledr paled, t tmmulirsor der s

I nduced or facili R4 RBPTR 5 rigl Lo ing to the
manmal a therape&&%@ggﬁi/%ﬁgm&tzh% amun%%‘%gghegié&%ggég%?éﬁri bed
conpounds. Many C3§S88R8s ORI PRTEPRT SF REVET oiReBPrInBiecZ S met ri ¢
centers or planesirugnk@8sctoidier dreg ondaloadhed, wathdxawalabygproemt i oneri ¢ and

di ast ereomer | §) 20130 GHPH16ebOLE® AifriRSLUdEd: IdL bBg Pl £sElllea

i nvention. Many geometric I'soners o =N doub onds, and the
like can al so be 938838RE. | FeRtid 1EFPERRLRATS o Hyman | iyinrdef 16 enS % oner s ar e
contenpl ated i n tHeusr eAfEdEtiches nhensrridw ccanpesadobeaitpe 25 i solated in
optical ly active Qi LRePML s, fAMPank! shfalorinelld, 851 ALdefioW tO
prepare optically active forms, such as py resolutiqon of Tfacem'™ fornms or
by synthesis froftEpkecartsrLiot PFROCFR I JakaERt i SLETOR/LE. chiral ,

(enanti oneri doanthypogiyeswiaremr @) daadrdsr rtdee rireatmems ofindhith gaonetric

i soneric forms OEeaeffected 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 the

15 above-described compounds. .

Many compounds of this invention have one or more
asymmetric centers or planes. Unless otherwise
indicated, all chiral (enantiomeric and diastereomeric)

20 and racemic forms are included in the present
invention. Many geometric isomers of olefins, C=N
double bonds, and the like can also be present in the
compounds, and all such stable isomers are contemplated
in the present invention. The compounds may be

25 isolated in optically active or racemic forms. It is
well known in the art how to prepare optically active
forms, such as by resolution of racemic forms or by
synthegis 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

3§ straight-chain alkyl having the specified number of
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structure are intended, unless the specific stereochenstry or
Is specifically indicated. The term"al kyl" includes both branc
strai ght-chain al kyl having the specified nunber of carbon a

Commonl y us &P

Is ethyl, Pr
al kyl. The prefix "c" neans a 5 <cycloalkyl. The prefix "(S"
enantionmer and the prefix "(R)" neans the Eﬁﬁpantioner. Alken¥;

hydr ocar bon chaFf%PeR Mer SOTMPRIYLEsest

i soner form
hed and 35
tons.

vi ations have the follow ng neani ngs: WETUSOMUBMy| K Et

Is propyl, Bu is butyl. The prefix "n" neans a str

ZRYhREEFhAAYE &

ai ght chain
nmeans the S
i ncl udes
on and one

or nore unsaturabkﬂgwimgxmeanamgsn bMadtsvﬁduﬂylnagtotSLsthyi,;Gr any stable
poi nt al ong the:-Lghﬁﬂgmﬂlsuq;ﬁ1 q% ghgﬁﬂyl »THE QiR k. nAMnd I3 ke.

i ncl udes hydrocarbon ¢

ains o er _a strai,ght or branched co

|
and one or nor eSEFRPERE c%ﬂaddh-a&gyion Ra&rstrchemYedEF in a
poi nt al ong fhec¥bloglleyln., dSMhehpasftkxhy(§)" meaopyhhé Srehantdolheke.

"Hal oal kyl "

i's intepnded to ing| bot h branched apnd straight-c
havi ng t he specPP eg}“ﬁu‘ﬁ'f)e'(:)frl"()1(j (gﬁbﬂﬁaﬁ‘? orhe ?%GBQPP{‘?H‘%’& with 1
hal ogen; "al koxyixespl esaiiiuddz aykybcgFest) cHainBdbe aéfthez0 a Nunber of

carbon atons attache hr h_a Xyge
I ncl ude sat ur at ggr?ll%%é goglbgcanc?lﬁgl é§z|1

b o
roups, N NONO-, y- CyC

Fidltan, sRACHRE L oo

"Al kynyl "
nfi guration
ny stable

hai n al kyl
or nore

i ntended to
lic ring '

systenms, such aynsgenepteshydarbopcrarsbey|bonds whicht pay Qgmuroliaxyl, and so
1bial @anyostalbbd et anohddele eI, sGBh04S, e,

forth. 25

15

20

25

30

35

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
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
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, cyclochexyl, and so forth.
"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,
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.

Combinations of substituents and/or variables
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and iodo. The term "substituted", as used herein, neans that one or nore
hydr ogen on the designated atomis replaced wwth a selection fromthe

i ndi cated grq 30 provided that .the designated atomis nornal val ency S
not exceeded,¥ ‘3 PU888%at the substitution results in a stabl ECEUSIOEE. Wen
a substitent is keto (i.e., =0, then 2 hydrogens on the atom are repl aced.
35 - Conbi nati ons of substituents and/or variables -7B- are

perm ssible only if such conbinations result in stable conpounds. By

"stabl e conpound” or "stable structure” is neant a compound that is
sufficiently robage permikaible badiaif Gudh cambsmitilondegesglefid purity

froma reaction r&__égilé rﬁlﬁllnd%r ”“Jagt"sa;@ﬂl@t Q0 O&H" %C'I,', rr%b‘{ her apeuti c
ci

agent. The term Tappropri Fot ec ANs any group
known in the art SGF“GF%’I c‘-%;‘/‘ﬁ?ﬁés?scqr'éﬂwlnﬁetb@'btleﬂ:tﬁ“éﬁléie%?ﬁ}ﬁe or
carboxylic 10 agbBugt otPpssurvitrehiasiaeid azbeatmgsuar depgeé nsf ude t hose

listed in Gegne " Pr. e hesi s" John
Wley & Sons, s \;\D/ﬁytg\u‘%ﬁ% r%ragﬁﬂﬁg r@e t cga%&gﬁ'gg‘y ynt hesi s,

Bi ol ogy, Vol . , ingadami %fﬁ%ouﬁleweﬁﬂﬂ@"@}%igentﬂs t he di scl osure of
which is hereby | NCor ph¢ atedth b)ﬁppeéﬁfﬂtﬁae amdfly &Fidertetethagng group known

in the art can bgggﬁﬁd a‘% %&npégtgﬁés%%h%rou S |ncI ude, but

are not limted Ypes
SynthESlS for the protection of amine or carboxy 1c

10 acid groups. Such amine protecting groups include
those listed in Greene and Wuts, "Protective Groups
in Organic Synthesis" John Wiley & Sons, New York
(1991) and "The Peptides: Analysis, Synthesis,
Biology, Vol. 3, Academic Press, New York (1981),

15 the disclosure of which is hereby incorporated by
reference. Any amine protecting group known in the
art can be used. Examples of amine protecting
groups include, but are not limited to, the
following: 1) acyl types such as formyl,

20 trifluoroacetyl,'phthalyl, and p-toluenesulfonyl; 2)
aromatic carbamate types such as benzyloxycarbonyl
(Cbz) and substituted benzyloxycarbonyls, 1-(p-
biphenyl) -1-methylethoxycarbonyl, and
9-fluorenylmethyloxycarbonyl (Fmoc); 3) aliphatic

25 carbamate types such as tert-butyloxycarbonyl (Boc),
ethoxycarbonyl, diisopropylmethoxycarbonyl, and
allyloxycarbonyl; 4) cyclic alkyl carbamate types
such as cyclopentyloxycarbonyl and
adamantyloxycarbonyl; 5) 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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20 trifluoroacetyl, phthalyl, and p-toluenesul fonyl; 2) aromatic carbanate
types such as benzyl oxycarbonyl (Cbz) and substituted benzyl oxycarbonyl s,

1- (p- biphenyl)-1-nethyl et hoxycarbonyl, and 9-fl uorenyl net hyl oxycar bonyl
(Frnoc); 3) WoMA88e8c 25 carbamate types such as tert - but yREGYRYP Yy |
(Boc), ethoxycarbonyl, diisopropyl nethoxycarbonyl, and allyl oxycarbonyl; 4)
cyclic al kyl carbamate types such as cycl opentyl oxycar bonyl and
adamant yl oxycar bonyl ; 5) al kyl types such as 30 triphenyl nethyl and
benzyl; 6) trialkylsilane such as trinethylsilane; and 7) thiol containing
types such as phengptabbe asdidrsy lingddddi t butasanec nosyLimited ttar,m

"phar maceut i cal | nacgepbAR fySald SciiNshlEP oRadier réssduddiduprof the
conmpounds of 35 Eornulae arnaceutlcally -79-

] and (2). _Exampl es af ph
accept abl e sal t #5i ABLBEE/ a%%w?rnB%gPPﬁ$t%g}quP%nFﬁé ¥ or organic acid
salts of basic mesiidues such as carboxylial &eids;oandr gheililsl ts of acidic
resi dues SUCK as car BRXyhhEedichl1yABdcteabik@alts of thehar maceutical |y

acceptable salts of the co unds _of .the invention can.be prepared by
reacting the fré’é’mﬁepﬁgﬁﬂggéée AIVFECEP £33 P BESBARGE W th a

st oi chi onetri c aeawttingf théefzgpranyidi arcbase Lfaymsaofdtheseater or in an

organi ¢ 10 sol Veimpofhdkwich & dHc cBiohBeri ¥imdimiebal tNe Nonaqueous nedia
i ke ether, ethyl acetate r,_acetonitrile are

: _ et hanal ,_ i,sopro qgol, 0
preferred.  Li st SPBFOBALRLD| BRTS s 2618 FBUNE- T4 FedPnghonrLenic
10 solvent, or in a mixture of the two; generally,
nonaqueous media like ether, ethyl acetate, ethanol,
isopropanol, or acetonitrile are preferred. Lists
of suitable salts are found in Remington's
Pharmaceutical Sciences, 17th ed., Mack Publishing
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) im 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 im 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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Phar maceuti cal Sciences, 17th ed., Mack Publishing 15 Conpany, Easton, PA,
1985, p. 1418, the dlsclosure of mhlch i's hereby incorporated by reference
"Prodrugs" are considered to be any coval ently bonded carriers which
rel ease the a¥PP¥¥¥rent drug of fornul-a (1) or (I11) in viPCHURENSR ch
prodrug is 20 adm nistered to a nmammal i an subject. Prodrugs of the
conpounds of formula (1) and (11) are prepared by nodi fying functional
groups present in the conpounds in such a way that the nodifications are
cl eaved, either in routine manipulation or in vivo, 25 to the parent
conmpounds. Prodragﬁepncv@de>G@nggnu@ewﬂe&emﬁlhyaﬂﬂxwf &R¥Frer or sul f hydryl
groups are bondeqregtapie HyiRohBabs adruteadei aiséRia] haxdetpreml i an
subj ect, cleaves to forn1a free hggroxyl am no, or sul fhydryl group,
respectively. Ex@FBFEES3 o §r B3PLys i nclude, but are not linited to,
acetate, formate and benzoate derivatives of al cohol and am ne functional
groups in theSconmpounds of forrmulas (1) and (11); and the like. The term
"therapeutically effective amount” of é&ﬂ&ﬁgﬁﬁﬁpound of this invention neans
an anmount - 80- effective to antagoni ze abnormal |evel of CRF or treat
t he synptons of affecBove chrpaudds, ofirkéomiulaorliiepaeds prepared Mxsin 5
Synt heses Sone cqqag%ggélge Wkﬁdé 13 BmgaP{PPransdnkr pRa i nternedi ate
mu

conmpounds of For

procedures outllned in Scheme 1:

SCHEME 1

halogenating agent or '
sult'onylat:mg agent
+ / - base, + / - solvent
N/
3 )
™N> -

(7) ¥T=0 (e)

Ra

R34, + / - basa, )\N/N\\ )
+ / - solvent z
. > 3 ™. S

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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10 procedures outlined in Schene 1: SCHEME 1 [err] Conpounds of Formula (7)
(where Yis O may be treated with a hal ogenati ng agent or sul fonyl ating
agent in the 15 presence or absence of a base in the presence or absence
of an inert Y@PBBB at reaction tenperatures rangi ng fromPEWSEMIBA t o
250[err]C to give products of Formula (8) (where X is hal ogen,

al kanesul f onyl oxy, aryl sul f onyl oxy or hal oal kane-sul f onyl oxy).

Hal ogenati ng agents include, but are not limted to, SOCl[err], POC[err],

PCl [err], PO eLphyoARi BB ber il GiRBEL 8 borfibonyl ati ng agent s

I ncl ude, but are Il mte . a]r*gfne%ugf on% hcal |.de% ﬁrtanhydri des
(such as net hanBalPgenaAinghrgrrhe HRC AR 1aREELRFO MY &M C8R/hTAt i de),
aryl sul fonyl hasodks ®@oCinhyBElsePClsucPOREs . pPBos LRNERNsFonyl chloride or

anhydride) or hal oal kyl sul f onyl | ] r | a 10
tri ?‘/I uor o%ret hanggﬁf‘?‘b‘zll%%?éﬁflg%) 1,9@%%‘55%%59%@?%8%@&? Eia?{)aynot
linited to, &l kalkameswlfdnydr badideprey andydyidesi (FHFY @S de), al kali netal
al Koxi des (1 topSrgandnisDdniyietanablde sorfinethanebaXksteidacidadi um et hoxi de),

A bl el iy e g
(preferably sodpubobaedesulfiomy} shloridgricge pnhydridel (o%ni nes (preferably
N, N-di -i sopr opy hadegiiyl s:liciy10hal i €4 ot amihpa)iges a(mreferabagy nes
(Bl o201 150 BES ALkl Uy TR Gl ' nadloy © 100 111t
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
15 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
triethylamine) or aromatic amines (preferably
20 pyridine). Inert solvents may include, but are not
limited to, lower alkanenitriles (1 to 6 carbons,
preferably acetonitrile), dialkyl ethers (preferably
diethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1,4-dioxane), N,N-dialkylformamides
25 (preferably dimethylformamide), N,N-dialkylacetamides
(preferably dimethylacetamide), cyclic amides
(preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide),
aromatic 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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preferably acetonitrile), dialkyl ethers (preferably diethyl ether), cyclic
ethers (preferably tetrahydrofuran or 1, 4-dioxane), N, N-dial kylformam des
25 (preferably dinmethylformam de), N, N-dial kyl acet am des (preferabl

di net hyl acet aﬁfoo"@?fs‘s%ycl i c anmides (preferably N nethyl pyr roTWﬁq?’Q‘-‘%‘ne) ,

di al kyl sul f oxi des (preferably di nethyl sul foxide), aromatic hydrocarbons
(preferably benzene or toluene) 30 or hal oal kanes of 1 to 10 carbons and 1
to 10 hal ogens (preferably dichloronethane). Preferred reaction '

t enper atures randgé Fhenpresynse pc absamu.ofCanpatmdit FherBrFREFRCY OF may be

reacted wi th conpedatse obf Rat Mleat RE6Ivddt @eheegcti st rlempargdedtared as above
35 except Rerr] is n teroaryl)

ot gl? err% 08 errLR%grr , arél (gr

-82- in the praBghtd Hrompddnés of £s TR e SHMRSENLR absence of

an inert sol vent Farmpac(lon Basegemay uinsludgngbny dreomot8dimbtebofcerr] C to

generate conpgunds ke ; Fpkeal aylakldeBagsse f4nh PChstitum Byl-2a8) not |inited
to, 5 alkali net aI1 hidrl de %@;kgferablg sodi_um h%dl’l)g&?, al I et al

al koxi des (1 to &i¥8 bo‘ﬁ%ﬁs]p FiBE Shdilh FRFARE dPTEFeE3R\im et hoxi de) ,

al kal i ne earth meodiunydethinsideabkabodiwt dthdkidell @tikdddnepeaftdy abl y

l'ithium di-isoprqrybanhgeliadd KahkalBtlade £ IR  Pamidhd (BL&RdFaHIB! al

bi car bonat es, al kal h,me | bi S%’[I’I ?I kﬁ%l |yl agl des (prefgrabég/ sodi um

bi s(trimethyl sil yi*f ?rP'ae‘?l,"t%P PRYL2RH s 2L FRet SPifty carbonates,

N, N- di -i sopr dfy| alket hyhetad ddagbonabesi iadkakinmetglpr ef erabl y pyri di ne).

I negt : solbvent S My si(Belaiey 1 Uly138midés erbirBbiphdadumal kyl al cohol's (1
to carbons, bis(trimethylsilyl)amide), trialkyl amines (preferably
N,N-di-isopropyl-N-ethyl amine) or aromatic amines

(preferably pyridine). Inert solvents may include, but

15 are not limited to, alkyl alcohols (1 to B carbons,
preferably methanol or ethanol), lower alkanenitriles
(1 to 6 carbons, preferably acetonitrile), dialkyl
ethers (preferably diethyl ether), cyclic ethers
(preferably tetrahydrofuran or 1,4-dioxane), N,N-

20 dialkylformamides (preferably dimethylformamide), N,N-
dialkylacetamides (preferably dimethylacetamide),
cyclic amides (preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide),
aromatic hydrocarbons (preferably benzene or toluene)

25 or halocalkanes of 1 to 10 carbons and 1 to 10 halogens
{(preferably dichloromethane). Preferred reaction
temperatures range from 0°C to 140°C.

Scheme 2 delineates the procedures for converting
intermediate compounds of Formula (7} (where Y is S) to

30 some compounds of Formula (1).
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preferably methanol or ethanol), |ower al kanenitriles (1 to 6 carbons,
preferably acetonitrile), dialkyl ethers (preferably diethyl ether), cyclic
ethers (preferably tetrahydrofuran or 1,4-dioxane), N,N 20

di al ky! f or n¥®% aegsy ¥ preferably dimethyl fornmanide), N N dPETR§PMI®Eani des
(preferably dinethylacetam de), cyclic am des (preferably

N- et hyl pyrrolidin-2-one), dialkylsulfoxides (preferably

di et hyl sul f oxi de), aromatic hydrocarbons (preferably benzene or tol uene)
25 or haloalkanes of 1 to 10 carbons angghgd & 10 hal ogens (preferably

di chl oronet hane). Preferred reaction tenperatures range fromO[err]C to
140[ err] C. Schene 2 delineates the procedures for- converting internediate
conmpounds of Formula (7) (where Y is S) to 30 sone conpoupds, of Formul a

(1). -83- SCHEME 2 fierr] Conpounds of Formula (7). (wherg™Y is §) may be
treated with an al kyl affi ng agent R&@@{]X fwhegge Rl err] is gefined as above,
except Rlerr] is not or ueter yI) Lo t he prese ence of a
base in the presen or of aﬁ T ReMTen% vent at Weact |

tenperatures ranging from Br]T1to 250l err]JC Wrses nay i * but
are not limted i | hydrides (preferably yde),

al kali netal al®o6Xxides 10 carbons) (prefer@ly sodﬂunlnet oxi de or
sodi um et hoxi de), al kal i ne ear met al hydri des, alkall met al di alikyl am des
(preferably lithiumdi-isopropy anlde) al kali metal carbonates, alkal

netal hydr oxi des, (7)) ¥ =8 (12)

oxidizing agent,
solvent

RH, + / - base,
+ / - solvent

S (0) ,R!?
R3
o —N, R3H, + / - base /l\
N N ’ ’
\\z + / ~ solvent _A/ N/N\\
"™ . > 2
R! N \ ™ s
N S pl N
Ar
(13) (1) A =N

Compounds of Formula (7) (where Y is S) may be treated
with an alkyiating agent R13X (where R13 is defined as
above, except R13 is not aryl or heteroaryl) 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 (préferably
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-iscpropylamide),
alkali metal carbonates, alkali metal hydroxides,
alkali metal bis(trialkylsilyl)amides (preferably
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alkali metal bis(trialkylsilyl)amdes (preferably -84- sodi um
bis(trimethylsilyl)amde), trialkyl am nes (prefereably
N, N-di -isopropyl -N-ethyl amine or triethyl amine) or aromatic anin
(preferably pYPi%%85 . "I nert solvents may include, but arepﬁaf"s?q/(}’rfzt“ed to,
al kyl 5 alcohols (1 to 8 carbons, preferably nmethanol or ethanol), |ower
al kanenitriles (1 to 6 carbons, preferably acetonitrile), dialkyl ethers
(preferably-diethyl ether), cyclic ethers (preferably tetrahydrofuran or
&I, ﬁ; g! Orﬁnle) N, Ebgia:hkbdé (errm&ti ﬂ?ﬁsﬂﬁrﬂ)mﬁﬂerab&maﬂkyﬁtmﬂﬂ mam de),

I al kyl acet ami de cpt C
(preferably N-net yF%f%ﬁyg:hﬁBZX% J’W&? Rl gﬁ?ﬂom he A%%elge@rtg t
di et hyl sul f oxi d@jping Mtﬂ@“ﬁyaﬁo%‘&*fkﬁﬁﬁépe:ﬁ %?%P%Wrbé?ﬁ%)ne &I“EFBI uene)

15 or hal oal kanessom{reﬁ,taquawlexaubaas nd aket ﬁoﬁOl:hxfth&gens (rkefler abl y
Jo0Lerr] G Conpotageiofs Je@ct&%"'ﬁrf?’%wé £y RG] 4B OOLCRS) ey
then be reacted \ﬁltbﬁn@bhpokﬂm aikapprihrilRgH(205e & §AFROR®npounds of

Formula (1), usi @setaﬁasmmadntrbm) A al kgl estiteras (peefexedy f or t he

ot ] ned for SonoiePhYE, Sondsd IHy a1 etk B0 TRELEL Y 5? r?é'rﬁufi)(ﬁ)
(Formula (1) V\herthRBhYérQ@raSRP&H% Waﬁ‘@)oxl?‘cﬁ‘ BLESFHABUAES of

Fornmul a (13) 10For(puegetddl e thybfodmarsids} Q) [nm-]d:i[aeky}ao:etanmea) by
treatment w th ang gkéﬁﬂgég%%@h LicddifuiieFsoBFEL A atBabert sol vent at

t enper atures ran
preferably methylpyrrolldln -2-one),

dialkylsulfoxides (preferably dimethylsulfoxide),
aromatic hyﬁrocarbbns (preferably benzene or toluene)
15 or halocalkanes of 1 to 10 carbons and 1 to 10 halogens
{preferably dichloromethane). Preferred reaction
temperatures range from -80°C to 100°C.
Compounds of Formula (12) (Formula (1) where R3? is
SR13) may then be reacted with compounds of Formula R3H
20 to give compounds of Formula (1), using the same
conditions and reagents as were used for ﬁhe conversion
of compounds of Formula (8) to compounds of Formula (1)
as outlined for Scheme 1 above. Alternatively,
compounds of Formula (12) (Formula (1) where R3 is
25 SR13) may be oxidized to compounds of Formula (13)
(Formula (1) where R3® is S{O)pR!*/ n is 1,2) by
treatment with an oxidizing agent in the presence of an
inert solvent at temperatures ranging from -80°C to
250°C. 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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250[err] C. Oxidizing agents i.nclude, but are not limted 30 to, hydrogen
peroxi de, al kane or aryl peracids (preferably peracetlc acid or o
m chl or o- per benzoi ¢ acid), dioxirane, oxone, or sodium periodate. |nert
sol vents nmayVQPRASEEe, but are not limted to, al kanones (3PATASN0IELH bons,
preferably acetone), water, alkyl al cohols (1 to 6 carbons), aromatic
hydrocarbons (preferably benzene or toluene) or hal oal kanes of 1 to 10
carbons and 1 to 10 hal ogens (preferably ‘dichlorofmethane) or conbinations
thereof. The .choices 5 .of .oxi dant and sol vent are known to those skilled
in the art (cf.aldhals, (S toCki cixbanelof agamavic raslregiawheasd Tel lurium in
gorfprehiggilgle QQ_%EZ&%% B8§k?neT6103;ToluB{1M 61? ha](o%'lllEEEeédof"thdeergaggn
ress erre ction, teme ures range from
-20[err]C to 10’0‘{&%’]"6 H’Bo e ‘o‘f"t—%"ﬁﬁf’s r?ﬁég’lt"ﬁfma (1) where Rlerr].
is S(C»[err]R[edthlonqmethayehﬁgrt¢nmbﬂm§t#eaet%kaQQﬂw c@hpocheiicest For nul a
R[err]r to o veoﬁmwﬁSaa& Ee1vena a(rle) knblﬁhngot%s%aﬁﬁl%zﬂédliﬁ ong) a[ld 15
reagents as mer # e conves conpo o]
conpounds  of F q:(1(;‘):“:'6'13 Sﬂ?ﬁhed“f or 1%8%%% ?éij @Eg‘ve gﬁgu ds’ of -
Formul a (1), mh@mdaﬂqk&u#Fumaylb-co pyghens = ~*r])[err]
[err], [err], +tfddd, B.M. [earl (ﬂﬁysmdqrmarpdréaan cpeeael,mﬂgsp)f Forrmla
20 (7). where Y;is M, Y U BeoPLOCES IR cdSR! ELGSkddL 2R Engs 255

10 -20°C-to 100°C. Compounds of Formula_(lB) (Formula (1)

where .R3 is S{0)pR13: n is 1,2) -may then be reacted with
compounds of Formula R3H to give compounds of Formula
(1), using the same conditions and reagents as were
used for the conversion of compounds of Formula (8) to

15 compounds of Formula (1) as outlined for Scheme (1)
above.

Compounds of Formula (1), where R3 may be -
NR8COR7, -N(COR7),, -NR8CONR6R7, -NR8COR13, -NR6R7. -
NR8SO;R7, may be prepared from compounds of Formula

20 (7), where ¥ is NH, by the procedures depicted in
Scheme 3.
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SCHEME 3 [err] Reaction of conpounds of Forrmula (7), where Y is NH wth

al kyl ati ng agents, sulfonylating agents or acylating agents or sequenti al
reactions with 5 conbi nations thereof, in the presence or absence of a base
in an inert sWOSRIHt reaction tenperatures rangi ng from FSTESEUIMEo[ err] C
may afford conpounds of Formula (1), where Rerr] may be [err], [err], -
[err], [err], [err], [err]. Alkylating 10 agents may include, but are not
limted to, CJerr]-Clerr] alkyl -halides, -tosylates, -nesylates or
-triflates; CJerr]-Cferr] haloal kyl (1 - 10 hal ogens)-halides, -tosyl ates,
-mesylates or -triflates; Clerr]-Clerr] stERM& & kyl -halides, - tosyl ates,
-nmesylates or -triflates; (Jerr]-(ferr] cycloal kyl- 15 halides, -tosylates,
-mesylates or -triflates; C4- (Jerr] cycloal kyl al kyl -hal i des, -tosyl ates,

-mesyl ates or -triflatesy aryl(Cerr]-Clerr] alkyl)-halides,  -tosylates,
mesyl ates or -triflates; Sosyl at es,
-nmesylates or -triflate | kyl ) -halides,

het er oaryl ( Cl s | )or ' ne
. or 20 het eg%(?g?é#&)gﬁ -(lerr Ing
-tosyl ates, - -87- S or - {Fi f’%%l%l. A(; 2tT ng

i ncl ude, but are not §initdd t ooy d efft Y- T R39S VBREY | i
anhydrides, Cerr] -)?,l%] kanoyl hal i1 des or anhydri

hal ogens, C[err]-g€rr s

cycl oal kanoyl halides or anhydrjdes, (err]-Cerr] cyd oal kyl al kandy!l

koxy®l kanoyl halides or 5 r
hal i des or anhydri des, aroyl haf des or anhydrides, aryl ((err]-C eb¥])
al kanoyl halides or (7) ¥ = NH (1)

A=N;
Ry = NRSR? ,NRSCOR’,
N(COR7) ;, NRgCONRR’
NRgCO2Ry3
Reaction of compounds of Formula (7), where Y is NH,
with alkylating agents, sulfonylating agents or
acylating agents or sequential reactions with
5 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), where R3 may be -NRBCOR7, -N(COR7)j, -

NRE8CONRSR7, -NR8COoR13, -NR6R7. -NR8SO,R7. Alkylating
10 agents may include, but are not limited to, C1-C1o

alkyl -halides, -tosylates, -mesylates or -triflates;
C1-Cipo haloalkyl(l - 10 halogens)-halides, -tosylates,

-mesylates or -triflates; C2-Cg alkoxyalkyl-halides, -
tosylates, -mesylates or -triflates; C3-Ce cycloalkyl -
15 halides, -tosylates, -mesylates or -triflates; Cq4-
C12 cycloalkylalkyl-halides, -tosylates, -mesylates or
-triflates; aryl(Ci1-Cs alkyl)-halides, -tosylates, -
mesylates or -triflates; heteroaryl(Ci-Cq alkyl) -
halides, -tosylates, -mesylates or -triflates; or
20 heterocyclyl (C1-Cq alkyl)-halides, -tosylates, -
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anhydrides, heteroaroyl halides or anhydrides, heteroaryl(Cerr]-Clerr])

al kanoyl halides or anhydrides, 10 heterocyclylcarboxyllc acid halides or
anhydrides or heterocyclyl (Cerr]-Cerr]) al kanoyl halides or anhydri des.
Sul fonyl ati O8YBREs | ncl ude, but are not linmted to, C erkGHEHIYDPISP4

al kyl sul fonyl halides or anhydrides, Cferr]-Cerr] hal oal kyl sul fonyl
hal i des or anhydrides with 1 - 10 15 halogens, Cerr]-Cerr]

al koxyal-kyl sul fonyl halides or anhydrides, err] C[ err] cycl oaI kyI sul f onyl

hal i des or anhy rﬁé ﬂr? es%rclersemé@sl Ky labut sl
anhydri des, ary I | desdor 3_51)'/%“ dei %\%/ g}a}e?e% %err] al kyl') -
het er oar yl sul f oA 6W1§6 o d8s alkanarh i ]-Jerr]
al kyl ') sul f onyl 5@& diefde(y @lihgzgalldesoa]r)ﬁrﬁyowalydi&lld‘:oanhyhﬁid@kes or
anhydri des or het rocycIyI err al.kyl ) sul f onyl l.i.des or
anhydri des. Bas%s® g‘g&° 9B ? a 7e talﬁéﬁ%'?g]fi“fc’d%i gﬁgéﬁ?sn‘é’fal
hydri des (prsf eiﬂﬂi)}dtfdﬁ# um3h¢grcﬂel)oa12&no&[lkhhlim alr ahkgdriiées(1 to 6
car bons) (preferably sodi t de ar di,um et hoxi q.al kal i earth
metal hydri des,g‘éT{ iy rﬁ&?aﬁﬁ %1‘1% & g%ﬁ?e?’ér%ﬁf’%%‘?ﬁﬁr ufF <Y orf
di -i sopr opyl am ne}jides kzai |anm§raah.desir bondt (€3 -Ca) kalkanmtlahalides or :
bis(trialkylsil f | JqEet hyl silyl)am de),
trialkyl am nesx?%‘pg"f dbl B ?Blgg%%lr (e)l%ll %é% #P Q‘l"??é‘i‘r dlg%étromat i c am nes
(preferably pyrh@rmarxh@nrcs;bl Qlelﬁ%%%ﬁa)harlﬁéleﬁd@r anhydpidegot linited to,
al kyl al coh ) S ﬁétéfb%&l@rm%upifé 4] haTakBANGE a}rhya&laaagl or |oOwer -88-
al kaneni tri 1to onsc Pre{&rabHthieaonltrll |alkyl et hers
(preferably dle fLerocyc yl(C1 4 anoyl halides or a es. o .

Sulfonylating agents include, but are not limited to,

C1-Ci10 alkylsulfonyl halides or anhydrides, C31-Cip

haloalkylsulfonyl halides or anhydrides with 1 - 10

15 halogens, C3-Cg alkoxyalkylsulfonyl halides or
anhydrides, C3-Cg cycloalkylsulfonyl halides or
anhydrides, C4-Ci2 cycloalkylalkylsulfonyl halides or

anhydrides, arylsulfonyl halides or anhydrides,
aryl (C1-C4 alkyl)-, heteroarylsulfonyl halides or

20 anhydrides, heterocaryl (C1-C4q élkyl)sulfbnyl halides or

anhydrides, heterocyclylsulfonyl halides or anhydrides
or heterocyclyl (C1-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)ami@es (preferably

30 sodium bis(trimethylsilyl)amide), trialkyl 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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ether), cyclic ethers (preferably tetrahydrofuran or 1, 4-dioxane),

N, N-di al kyl formam des (preferably 5 dinethylfornmam de),

N, N- di al kyl acet am des (preferably dinmethylacetam de), cyclic am des
(preferably N-WHBUHHSyrrol i di n-2-one), dial kyl sul foxi des ( BESUEIABEA

di met hyl sul f oxi de) or aromatic hydrocarbons (preferably benzene or
toluene). Preferred reaction tenperatures 10 range fromO[err]Cto
100[err] C. Schenme 4 delineates procedures, which may be enployed to prepare
i ntermedi ate conpqy r gl Y nd Zis CRerr].

- 89- SCHEME 4 err? %%tf%uér?s@ogg rO?rrlSI a %?%—laégrl }iCN are react ed
wi th conpounds of aicﬁé"Pb'r“ﬁ’cﬂed /[ 8iph YWfé?}l@rR[ dPrefexakly; Ehe¥l apbove and
Rl err] is hal ogenethgahp, cyahier eahkbsxy(;(ﬂeﬁaraﬁlgatmwwdwfhmror

al kanoyl oxy (1 t0164cawg£y§g) |NnNt REa P % rrgb i nert sol vent
at reaction terrperatures rangrn from-78 err rd) %o afford
conpounds of For meityethylt y i ¥ 1 Er?‘c%r’r"’é“

al kali netal hydr |dimetbpladmahﬁy)$odymmmdde) (prdfiexkblyewal aI koxr des
il ik e
Lithium di-i sopro an Ry §u foxide) or aromatic hy ocarbons refera ¥/
: benzene or toluene). Preferred reaction temperatures
10 range from 0°C to 100°C.
Scheme 4 delineates proceduresg, which may be
employed to prepare intermediate compounds of Formula
(7), where Y is O, S and Z is CR2.
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al kali netal carbonates, alkali netal hydroxides, alkali netal
bis(trialkylsilyl)am des (preferably sodi um bis(trinethylsilyl)amn de),
trialkyl am nes 5 épreferably N, N-di -i sopropyl -N-et hyl am ne) or aromatic
am nes (pref¥PaM8P%yridine). Inert solvents may include, PrlUSMOIS2OL
limted to, alkyl alcohols (1 to 8 carbons, preferably nethanol or

et hanol ), |ower al kanenitriles (1 to 6 carbons, preferably 10
acetonitrile), water, dialkyl ethers (preferably diethyl ether), cyclic
ethers (preferably tetrahydrofuran og -di oxane), N, N-dial kyl formani des
(preferably dinethylformam de), N, N-dial kyl acetam des (preferably

di net hyl acetam de), cyclic amdes 15 (preferably

N- net hyl pyrrolidin-2-one), dialkylsul foxides (preferably dinethyl sul foxide)
or aromati c hydrocarbons (preferably benzgne or toluene). Preferred
reaction tenperatures raRfgoR™, rmed[,err] C 1o 100 it gL~ 26, Conpounds
of Formula (3) u%ﬁ trm_Lh I Mgzhydselivent N t he presence of an
inert solvent af tenperatures ranging from aerr] Cto ZUUrerr] C, preferably
70[err]C to 150[err]C, to produce conpagn of Forrmula (4). Inert solvents
may include, but are not limted to, 25 ter, alkyl alcohols (1 to 8
carbons, preferably nethanol or ethanol), |ower al kanenitriles (1 to 6
carbons, preferably acetonitrile), cyclyfc ethers (preferably
tetrahydrofuran or 1, 4-dioxane), N, N @i al kyl formam des (preferably

di et hyl formam de), NN 30 di al kyl t Inpges (preferably

di met hyl acet am de), cyclLig am des (pref%%ably N-neg&ylp*ﬁ;dRLdin-Z-one),

di al kyl sul f oxi des (preyer E; metthy| sdchdxi de) onf ar onpt i c\hydgocar bons
(preferably benzene or J{ol gene). For a ( be reacted

R N \
\ H

W t h conpounds "
Ar Ar

Y=C(RY),, basae, HN -
solvent 2z
¢ S
: N

(7) Y =0, 8; 2 = CR2

Compounds of the formula ArCH2CN are reacted with

compounds of the formula R2CORP, where R2 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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35 of Formula (5) (where Rlerr] is alkyl (1-6 carbons)) in the presence
or absence of an acid in the presence of an inert solvent at tenperatures
rangi ng fron10'errLC to 200[err]C to produce conpounds of Fornula (6).
Acids may inc /3BYBt are not limted to al kanoic aci ds of POT/Y§9/81834)
carbons (preferably acetic acid), haloal kanoic acids (2 - 10 carbons, 1-10
hal ogens, such as trifluoroacetic acid), arylsulfonic acids (preferably

p-tol uenesul foni ¢ acid or benzenesul fonic acid), alkanesulfonic acids of 1
to 10 carbons (preferably nethanesul fonic acid), 10 hydrochloric acid,

sul furic acid ordigisypRBides aQﬂ‘??feSFB?"érﬁ%f‘F‘l élwswpaw}ﬂnt Shount s of
such acids may kakaledmetakbrdarbainacess a&xahlnmbudm:hgnﬁbxadesnot limted to,

o Doy 3 bk AN ATl 28 e?s@ i)

hal ocar bons of 1 car er ably

di chl or onet hane SAigRY Bidfbrifethylefyh] 3 o BFlﬁ.WY f@lES?bons
(preferably et haipdeferdbay ky|N-elirdssptdpy-NL2thal baxnine) poef aratdbiai et hyl
ether or di-iso e { ers a

t et rahydr of ur anpgng'gpé g?ée%?%g’ l?/e%jérggtg%rbes rI 2?’1%@ ?él(;%ng)r%b?egt t enprature

to 100[err]C. Cdﬁﬁ@@ﬁ&s Bt mypennex L6PitRE Kk ralaehed s bt e deti at e
conpounds of Forgasibene/) pbyféradtymmethandh cxoephamals) CI¥wBd) 2 (where Y is

0O or S and Rd |siﬁ%bgg§gﬁg§ 3((&r foe%agcliyb&{y o] Qfér%ﬁgoxy (1 to 4 carbons)

or al kylthio t he presenc or ce of a base in an

i nert sol ven’t0 ata‘-‘re&é’é‘tlFShl?)eﬂﬂ‘@r"‘%rurééajf’fﬂmet%f“%rﬂi’(?fleﬁ’a?éb[ err] C. Bases
may incl ude, butdimtéylotther) t eytlde eathents (pebéérdbyldri des (preferably

sodi um tetrahydrofuran or 1,4-dioxane), N,N-dialkylformamides
(preferably dimethylformamide), N,N-dialkylacetamides
(preferably dimethylacetamide), cyclic amides

15 (preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide) or
aromatic hydrocarbons (preferably benzene oxr toluene).
Preferred reaction temperatures range from 0°C to
100°C.

20 Compounds of Formula (3) may be treated with
hydrazine-hydrate in the presence of an inert 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 6
carbong, 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-methylpyriolidin-z-one),
dialkylsulfoxides (preferably dimethylsulfoxide) or
arcmatic hydrocarbons (preferably benzene or toluene).
Compounds of Formula (4) may be reacted with compounds

35 of Formula (5) (where R is alkyl (1-6 carbons)) in the
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30 hydride), alkali netal alkoxides (1 to 6 carbons)(preferably sodium
nmet hoxi de or sodi um et hoxi de), al kali netal carbonates, alkali netal

hydr oxi des, trialkyl am nes (preferably N, N-di- isopropyl-Nethyl am ne or
triethyl am Q%88 onatic 35 anmines (preferably pyridi ne§CT/US99/01824
solvents may -92- I nclude, but are not limted to, alkyl alcohols (1 to
8 carbons, preferably nethanol or ethanol), |ower al kanenitriles (1 to 6
carbons, preferably acetonitrile) cyclic ethers (preferably 5

tetrahydrofuran or ne g\l—dléﬂ Ifor m'desé r ef rably
di net hyl f or maR*FEF™ cﬁl Rl?d%’l’?&hzéaé’ &t 8& EEFﬁe ﬁ’hcet ani de) ,
cyclic am des imaref evdbeypt Natretdndexrptoeks drmér@ﬁ)gmdoed: lkad 2wloPoxi dels

f bly d h f b
(preferably 'eseg,%hﬁgr [ BSMSiSIndY ok0 poPh@IR () yﬁwa&a@gs (preferably

benzene or tolue tenperatures are O[€err 150[err] C.

I nt er medi at e dHFIYERAsPBE #%8 At Jimitednke atkanein agdgs ref R fohesi zed
accor di ng the Itetcactionsu{ prebsrablySakentcS5aci®3- haloSTkihdid Jcids]

Compounds of ALCH gor kebbahe, oA %f;slu bl cog@&wagsﬁeiffgéf&%c%é s@ri] (where

err] is a phenyl “grou t1 ona tute
CR[ar boLs) or gﬁ&g@,?fry sulfonic ac1ds (preferab Y p- toluenesulfom.c

acid or benzenesulfonic acid), alkanesulfonic acids of
1 to 10 carbons (preferably methanesulfonic acid),

10 hydrochloric acid, sulfuric acid or phosphoric acid.
Stoichiometric 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
l1o00°cC,

Compounds of Formula (6) wmay be converted to
intermediate compounds of Formula (7) by treatment with
compounds C=Y(Rd), {(where Y is O or S and R4 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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5 to 6 carbons) in the presence or absence of a base in an inert solvent at
tenperatures ranging fromO[err]C to 200[err]C to generate conmpounds of

Formul a (9) y -94- i nclude, but are not limted to, alkali
metal hydri de@as’ﬁg?%r ably sodium hydride), alkali netal alRSASeH¥YSHL to 6
carbons) (preferably sodi um net hoxi de, sodi um et hoxi de or potassium

t-butoxide), alkaline earth nmetal 5 hydrides, alkali netal dialkylam des
(preferably Iithiumdi-isopropylamn de), aI kal i metal carbonates, alKkali

nmetal hydroxi deg metal bi s(t ri, yI Si | e pr ef er abI y sodi um
bi s(tri met hyl 5|’r ‘H*%'d?)“t BFE Ay L r‘%‘l’%ﬁaﬁf S"i‘i'}
N, N- di - i sopr opy¢taibatshy lprafienably nterthsnhlzlmeté))anoi) arlnmsm c ami nes

(preferably pyrithditdnithigeb &0!0eeRt $abB¥ns NG are not limted to,
al kyl al cohol s %1 to ably or ethanol), |ower

et
al kanenitriles $9etgH r&i?gmgy‘ﬂﬁ"efg;‘ﬁﬁ?y(a’%e%féghﬁl trile), dialkyl ethers
(preferably Yi etetpahstdrxipranyayt il 4ediioxang s o, @r—dbhykymmhyddeéur an or

1, 4-di oxane), Nihbdkeldpt famam %r(n%ﬁ?&@f ably, »ﬁaﬁsmyietéycmads)
Nl\l-dlalkylacetg%rd refera é cetaT % clic am des
(preferably N waf}?‘q‘% aﬁe!z-a% §)r AYRLRG 'ﬁ’r i des (preferably
di met hyl sul f oxi (eyeferablyniitretipidyrcel bdis-Iqmned er abl y benzene or

tol uene). Pref %iﬂ{lﬂ?bﬂﬂdé@”}ﬁ%@e%ﬁﬁyré’{mhfy'igﬂlf’émc@?t o€nperature to
100[err] C. etreated w_.th a reducing

agent in 25'%n ?’ﬁ%ﬁrgllfo?*yéﬁ?c?;\’fbm’fodf’ﬁ%?%ﬁa% %@F@P?]‘Lrttt? 14eP8 d product s
of Fornmul a ( 10)Prdishieidngeagerdturesc hudegoh o aseemot

Intermediate compounds of Formula (7), where Z is

N, may be synthesized according the methods ocutlined in
Scheme 5.
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limted to, (a) hydrogen gas in conbination with noble nmetal catal ysts such
as Pd-on-carbon, PtQ2, Pt-on- carbon, Rh-on-alum na or Raney nickel, (b)
al kali 30 netal s H)referabl y sodium in conbination with |iquid amonia or
(c) ceric an@P@M%Ri trate. Inert solvents may include, buPCHUSI¥3S24| i nited
to, alkyl alcohols (1 to 8 carbons, preferably nmethanol or ethanol), |ower
al kanenitriles (1 to 6 carbons, preferably 35 acetonitrile), water, dialkyl
ethers (preferably di ethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1,4-dioxane), N, N-REEMRY3 f or nani des (preferably
di met hyl formam de), N, N-di al kyl acet am des (preferably dinethyl acetam de),
cyclic amdes 5 (preferably N-nethyl pyrrolidin-2-one), dialkylsulfoxides
(preferably dinethylsul foxide) or aromatic hydrocarbons (preferably benzene
or toluene). The preferred reaction tenperatures are -50[err]Cto 60[err]C
Compounds of Fornula (9) are then cggyeﬂ\ed/t% 10 conmpounds of Fornula (7)
(where Zis N) via internmedi ates of "Fornul ¥ (1\\) using the reagents and
reaction conditions ou%#c'h dFl,n Schene 4 for th® conversion of conpounds of
S or’

Fornmul a (4) to conpoun ornul a (7) Z i s @Rdpcing; agent
Conpounds of Fornula (1) @2%0 be Bs¥pared {rom cn.mm.&ﬁ’iﬂf»For mula (7)
(where Y is 0, ARCH N7 Sgef i ne above) as oufdjned in Schene 6: SCHEME 6

[err] 20 Conpounds of Formula (7) may be ré3kfed with conpounds of Fornul a
R3H in the presence of a dehydrating agent

NE
1:.1/lk OR®
HN/N\\ + ;5) id : N
- acid, -
N solvent . b BN \\N
~o - )J\
H, . u/\\
"
(10) A* Ar
(11)
Y

(7) ¥ =0, 8; 2 =N
Compounds of ArCH2CN are reacted with compounds of
Formula RICH3N3 (where R? is a phenyl group optionally

subgtituted 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 temperatures ranging from 0°C to

200°C to generate compounds of Formula (9). Bases may

-94 -
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in an inert solvent at reaction tenperatures ranging fromO[err]Cto
250[ err] C. Dehydrating agents include, but are not limted to, [err],

nol ecul ar sie norgani ¢ or 25 organic acids. Acids may include, but
are not Iinité@ﬁ?g&ﬁ+kanoic acids of 2 to 10 carbons (pref HEAHSIYHEMt | c -

96 - acid), arylsulfonic acids (preferably p-toluenesulfonic acid or
benzenesul fonic acid), al kanesulfonic acids of 1 to 10 carbons (preferably
met hanesul fonic acid), hydrochloric acid, sulfuric acid or phosphoric acid.

' e . imted.to, alkyl alcohols (1 to
5 carbons,  pr of SPERTA mEvHaRBr BY° crar tor iRy pafeh hniaes 1 to 6
carbons, pref er fprgfarablonisedive)hyditigiely| abtaldr setpt edBrartildesgl(yne or
di gl y_mal)i( Ic%/cl i €o &8 hﬁxfboﬁlé? Qﬁe%fé&%blwtsﬁali?@pa%m&gaapNﬁﬁ%ﬁrﬁ[gi fxggte;m dos
3 | A
ety o S bR T e ol
N- et hyl pyr rdl i Bydcidesneplkal ol metaluldietkubamidese f(prabéyably
(oA "o ] S bty NP LELSELSRC
Eﬁ:gfgférﬁ;. gr% efﬁ§§%$§;c%¥%ﬁqfﬁﬁﬁﬁr3?8?%&'%ﬁﬁde from anbi ent tenperature
to 150[err] C. Sehe(teimdéudaily})Fuides dptefexailor eodius N) nmay 20 al so be
prepared by thebi@tdiaeecakoum 1) aakRye Ziiaiqlﬁ'vﬁmZné@r(ﬂréf@Eﬁf:F?d' ate
compounds of, Fogriyl & (14}, UIPTe &ils dellned 9oQuey, TRYDS Leacted with
conpounds of "~ Forfiula
aromatic amines (preferably pyridine). Inert solvents
may include, but are not limited to, alkyl alcohols (1
to B8 carbons, preferably methanol or ethanol), lower
alkanenitriles (1 to 6 carbons, preferably
15 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-
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, PtOz, 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 carbons, preferably

35 acetonitrile), water, dialkyl ethers (preferably
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25 J[err], where Rerr] may be alkyl (1 to 6 carbons) i.n the presence or
absence of an acid in an inert solvent at tenperatures ranging fromO[err]C
to 250[err]C. Acids may - 97- i nclude, but are not limted to al kanoic
aci ds of 2 tWOPY3E8aF bons (preferably acetic acid), arylsul PEHPE%ER4s
(preferably p-toluenesul fonic acid or benzenesul fonic acid), al kanesul fonic
acids of 1 to 10 carbons 5 (preferably nethanesul fonic acid), hydrochloric
acid, sulfuric acid or phosphoric acid. Stoichionmetric or catalytic anounts
of such acids may be used. Inert solvents may include, but are not limted
to, lower alkanenitriles (1 to 6 carbons, preferably 10 acetonitrile),

di al kyl ethers eferahl y .diethyl ethe e hers (preferably
tetrahydrofuraﬁgggh{fdggF%QanEYF¥ﬁfhf%#%%?%%%%%ﬁ%ﬁg%%s (preferably
dinethylf<3rnantabyahY@ﬁmﬁnnﬂnk?Faée@a@iQKﬁPGOpr8%8r@k#%kxﬁﬂ%@mﬁyﬁde&teuﬁ de),
cyclic am des (preferably dimetbylEbhyamide)ql i o, N-3r4me)lacdicamkybsul f oxi des

(prefir b1y 0 T DAL 1P My 2SR 95Uy o o 01 benzene
(pref er abl y5di doreferablmiemethydpErretidica@rPoa) i enper at ures range from
50[err] C to 20a1a9kp1 sl Fodidedr MRYEféLaKIGMAIHR Ry DEulfided 6F) NBy al so be
synthesi zed by L0, [ 25O -Ih3REYSEetdraPi) BEnSend G Wa18ehgf 1] - 98 -
The preferred reaction temperatures are -50°C to 60°C.
Compounds of Formula (9) are then converted to
10 compounds of Formula (7) (where Z ig N) via
intermediates of Formula (11l) using the reagents and
reaction conditions outlined in Scheme 4 for the
conversion of ccmpéunds of Formula (4) to compounds of
Formula (7) (where Z is CR2}. .
15 Compounds of Formula (1) may also be prepared
from compounds of Formula (7) (where ¥ is O, S and 2 is
defined above) as outlined in Scheme 6:

SCHEME - 6
Y

R3EH, + / - acid, R3
,/u\\ + / - dehydrating agent 4’1\\

N
- - .
HN N \\z + / solvent a

Axr
(7) Y=0, 8; 2=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, P05, molecular sieves or inorganic or

25 organic acids. Acids may include, but are not limited
to alkanoic acids of 2 to 10 carbons (preferably acetic

- 96 -

wpe—



Compounds of Fornula (15), (where Y is OH SH [err]; Z is defined above, X
is Br, d, |, [err] or B(OR'")2 and R'" is Hor alkyl (1 to 6 carbons)) may
be reacted with a conpound of Forrmula ArM (where Mis hal oge 5 alkali
metal , zZnd, Yr%”sssfﬁl MBr, Mmd, Ml, CeCl2, CeBr2 or cg'ffffgfsg?{yF?4des) in
t he presence or absence of an organonetallic catalyst In the presence or
absence of a base in an inert solvents at tenperatures ranging from
-100[err]C to 200[err]C. Those skilled in the art will 10 recognize that
the reagents ArM may be generated in situ. Organonetallic catalysts

I nclude, but are not limted to, palladium phosghl ne conpl exes (such as
[err], palladi utid)i-d@gybpukionifoarids ((Rikafexablyrpitakuenesnlfenii ckel
conpl exes (such asidlor benzéneszﬂmscnag:.d)ncIaudanemnfo’tﬁe aeidsigf ted to,

al kali netal carlbq._lg,atlcascggbéﬁé a@&%'fe@ﬁg%%ét@f ﬁ%gﬁ coric acid) may

N, N-di -i sopropyl - Naqhﬁ
i ncl ude, but ard? I"FF'Z‘%(:F“"i’&'l L& FRTIC Agick o (phegrhcairyaaidt hyl 20

ether), cyclisc elrearts spprefies aklyy iheluddy diaf arannet llirdtddoxepe),

N, N- di al kyl f or ma‘;q ajl d yI acet am des
(preferably dinet ]%?‘agg?%ré%e )cé)(/)c Pgéggré%gsg? gfﬁblffn@iﬁéﬁof

met hyl pyrrol i di rE3338Re) H?‘éﬁ’kﬁ%‘épﬁﬁk?’ﬂb]see( drle @r%tﬁ%r%si

di met hyl sul f oxi mfmbmpta@e&wtmaébprma(myef etRdty (peerepsbpy tol uene)

ter. Pref Ct
Toolerr1c. The CRirCes o ThaN] Aehce: ko aro PROEe i Mea i the art

(cf. | nanot ol, TE te terhEAvetrainRe dgdnitoFancio Na¥indiatydépyramidpmi c
Synt hesis, Tr ost(,prEerabn:ly dinistimyll 6o eimaidde )Rer ganodi kg acetSides 1,

231-250; (preferably dimethylacetamide), cyclic amides
(preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide),

15 aromatic hydrocarbons (preferably benzene or toluene)
or halocarbons of 1 to 10 carbons and 1 to 10 halogens
(preferably chloroform). Preferred reaction

temperatures range from ambient temperature to 150°C.
Some compounds of Formula (1) (where A is N) may
20 also be prepared by the methods shown in Scheme 7:

SCHEME 7

R3C(OR®) 5, R?

NE nu) “\\ + / - acid, /I\
/u\ /l\/ ? solvent S N
1 ~ ' 2
R g \ A ~\\//
R N \

Ar

(14)
(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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Knochel, P., Organozinc, O ganocadm um and Organonercury Reagents in

Conpr ehensi ve Organic Synthesis, Trost, B.M ed., (El nsford, NY. Perganon
99 Press, 1991), 1, 211-230; Knight, D.W, Coupling Reactions between
sp[err] CarBW938%8ers, in Conprehensive Organi ¢ Synt hesi ECTHSHPQI824p
ed., (Elnsford, NY: Perganon Press, 1991), 3, 481-520). 5 Conmpounds
of Formula (1) may al so be prepared using the nethods shown in Schene 9.
SCHEME 9 [err] 10 Conpounds of Formula (16), where A Z, Rerr] and R err]
are defined above and Xis Br, d, I, [err] or B(OR'"")[err] and R is H or
alkyl (1 to 6 carbons)) may be reacted with a conpound of Forrmula ArM
(where Mis halngede,abktl aresict 1ifmi€ed ZaBﬂ,kaZmlip MaEds A £Vl ,

CeCl[err], 15 106%5&%095 ¢OPOEdrf1aly deetitNad gﬁffgﬂlébasc%%e of an
organorretalllc i int esence, or a ence 0 ase Inan inert
sol vents at t 'R @rf%t%ﬁ XPp ‘gﬁﬁf%’?seﬁﬁnieofwi & tenzepeekfamicrhose
skilled in t heacd ,vmallkanesmlﬁnme: eledtist bE I esgpan safbdhgny be generated in

20 situ (see phacubauey AbOLAIERR fohiCOMBLENIC B 0RIL AL hes ).

Organonetal lic al stsmclue ut ,are ITmte
phosphi ne conpl @51%53% Eiad Iig'(cﬁﬂ%?)'&f aﬁh { aditHChAPPRESLS O kanoat es
(such as [err]camalysic]) avountslafl suchpheikds niaypide ased5 Ifjexy]. Bases nmay
incl ude, but A veeks hayt Sciie ARl hrBBht GHIRAAALES Plwdd i @l kyl ani nes
- 100 - 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 halocalkanes of 1 to 10 carbons
and 1 to 10 halogens (preferably dichloromethane) .
Preferred reaction temperatures range from 50°C to
20 1s50°cC.
Intermediate compounds of Formula (7) may also be
synthesized by the reactions displayed in Scheme 8.

SCHEME 8
Y

Y
)\N/N

A N\ ArM, + / - catalyst,

R’/I\Ngiz solvent:» i )\(

15) Y = OH, SH NRSR’;
N, CR?, (7) A=N
X = Br, Cl, I, B(OR"")2
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(preferabl y N, N-di-isopropyl-N-ethyl amne or triethylamne). Inert
solvents may include, but are not limted to, dialkyl ethers (preferably
diethyl ether), cyclic ethers (preferably tetrahydrofuran or

1, 4- di oxane) WOWRB¥Bal kyl f or mam des (preferably di met hyl fo'r’%\"ﬁ*’a’%m

N N-di al kyl acet am des (.preferably dinethyl acetam de), cyclic am des
(preferably N- methylpyrrolidi-n-2-one), dialkylsulfoxides (preferably

di met hyl sul f oxi de), aronmatic hydrocarbons (preferably 10 benzene or
tol'uene) or water. Preferred reaction tenperatures range from-80[err]Cto
100[err]C. Internedi ate conpounds of Formula (7)(where Yis O, S, NH Zis
CRlerr] and R éanpouRfisrof EmuwAa d18) defwhesd asiatmx/epmamﬁﬁprmpar ed as

illustrated in ScheFend agg\,escbaElyg B;O der i, ggfﬁe%r%r ?gs ,qu mula (3) may

be reacted with conpounds - For mil where is O S or
NH, in the pre@mﬁc@"drlabﬁmwdﬁwla(bam rcagbpus) h may beereasoédent at

Ei%oer at xr es f rﬁrﬂkp[aefzbﬁl&ﬁﬂa t%%)lf’@ﬁ.’ﬁlllfa t&l\pr(@ﬁgfé I@Q’L@%ﬁ%eﬁf FO{jm'” ]‘?- 5
Ci ncl u ar noj.c CI s 0 0
10 car bons %;r :}BI e g%]e'tl i gf’g ar@‘TIS’uIlMEhﬁ C%"%‘1%'1'dé'}‘f”'?pr E‘F% Hbl y

p- t ol uenesul f ordgBrgCoe ESpEaNhaANeaELf Oit GhaCpddseride dreabkénde mci ds of 1

to 10 carbons i .
an organometallic catalyst in the presence or absence

of a base in an inert solvents at temperatures ranging
from -100°C to 200°C. Those skilled in the art will
10 recognize that the reagents ArM may be generated in
gitu. Organometallic catalysts include, but are not
limited to, palladium phosphine complexes (such as
Pd{PPh3)4), palladium halides or alkanocates (such as

PdCl, (PPh3) > or PA(OAc)s) or nickel complexes (such as
15 NiCl, (PPhj)2). 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
dimeth&lacetamide), 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.,'Organoceiium Reagents in

30 Comprehensive Organic Synthesis, Trost, B.M. ed.,
{Elmsford, NY: Pergamon Press, 1991), 1, 231-2%0;
Knochel, P., Organozingc, Organocadmium and
Organomercury Reagents in Comprehensive Organic
Synthegis, Trost, B.M. ed., (Elmsford, NY: Pergamon
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(preferably met hanesul fonic acid), hydrochloric acid, 10 sulfuric acid or
phosphoric acid. Stoichionetric or catalytic anounts of such acids nay be
used. Bases may include, but are not limted to, alkali nmetal hydrides
(preferably ¥Qa8938868ydri de), al kali netal al koxi des (1 to BCT/US99/01824
carbons) (preferably sodi um net hoxi de or sodium 15 et hoxi de), alkaline earth
nmetal hydrides, alkali netal dial kylamdes (preferably lithium

di -i sopropyl am de), alkali netal bis(trialkylsilyl)am des (preferably

sodi um bi s(trinethylsilyl)am de), trialkyl am nes (preferably

N, N-di -i sopropyl -N-ethyl amne or 20 triethylam ne) or aromatic am nes
(preferably pypreise)lodlner i, SRLVEIREG: mipight) ublef. hWoupléngot linited to,

al kyl al cohol ) i I rigd.e bons

preferably ac onl‘{ 1'165 %%Egg@ﬁ ?/? %E f:;pre gra}_leg}zrn e ér Bt wther)

cyclic ethers Q¥ganig SynkhegigahTeReiubai-oPd1, 4{ "é;ﬁf-éﬁ Y

N, N- di al kyl f or g (H&reeberabby) dm;etdml ’saolram de), N, N-di aI kyl acet am des

ot byl pyrr ol § i o 2 GREOEAs.BE, P¥RLE, AT AP SPECHY Bickabea

d| met hyl sul f oxPeR)S %W@dﬁyﬂkﬁ%r%r@hﬁb‘%?erabl y benzene or tol uene)
hal oal kanes of 1 to 10 carbons and 1 to 10 hal ogens (preferably

di chl oronmethane). Preferred reactiogfggpgratures range fromOC to 150C
Compounds of Fornul a E“l?) may then be reacted 35 with co;rpounds of Formul a

[err], where R err] be - 102 - alkyl (1 to 6 carpons) in the -
n,amd in an inert solvent at tenperatures ranging

presence or absence

from )\ ArM, + / - catalyst, “ N/N\
solvent > i )\/Z

3 \ ——
R N \
Ar
(16) X = Br, C1, I, (1)

B(OR"")2, O3SCF3

10 Compounds of Formula (16), where A, 2, Rl and R? are
defined above and X is Br, Cl, I, 03SCF3: 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, 2ZnBr, 2nI, MgBr, MgCl, MgI, CeCl,,

15 CeBr; or copper halides) in the presence oxr 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°C. Those skilled in the art will
recognize that the reagents ArM may be generated in

20 situ (see the above references in Comprehensive Organic
Synthesgis) . Organometallic catalysts include, but are
not limited to, palladium phosphine complexes (such as
Pd(PPh3)4), palladium halides or alkanoates (such as
PdCl, (PPh3) 2 or Pd(OAc)a} or nickel complexes (such as

25 NiCl,(PPh3)s). Bases may include, but are not limited

to, alkali metal carbonates or trialkyl amines
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O[err]C to 250[err]C. Acids may include, but are not Iimted to al kanoic
acids of 2 to 10 carbons (preferably acetic 5 acid), arylsulfonic acids
(preferably p-tol uenesul fonic acid or benzenesul fonic acid), al kanesul fonic
acids of 1 to"Pd*t¥¥hons (preferably methanesul fonic acid),POREPYHEMOri c
acid, sulfuric acid or phosphoric acid. Stoichionetric or catalytic anounts
of such acids may 10 be used. Inert solvents nmay include, but are not
limted to, |lower al kanenitriles (1 to 6 carbons, preferably acetonitrile),
di al kyl ethers (preferably diethyl ether), cyclic ethers (preferably
tetrahydrofuran or 1, 4-dioxane), N, N-dialkylformam des 15 (preferably

di met hyl f or mani {eyefengblydNaNkdd dicopaoprbsN{gnhaflermbhe aif net hyl acet am de),

cyclic anides (pred@talingnbh MetindRY b2 tats mnPIfkiudt Ao ybf oxi des
(preferably d|neth¥%§#lg¥ﬁlde)d_%foqatlﬁ q%d{oc rboHﬁygprefera | y benzene
or toluene) 20 9r HIFGE Kk EResdit L 6ERB R §* 1B4sF8 hal ogens
(preferably di cetheonetyshsy. etheafer(prdferally detrehpdraffuraasorange from
50[err] C to s150] e Idfoxahn@) SCRANR ik kyl BErRimRAUN(BS Mﬁymy be used to
e{r
e

Hl(B2e

convert conpounds of, FEqrnul a, , re.Rlerr] is .. 25 _[err],
[err] and [err]éHTQFQ%#ﬁéFméﬂﬁ%éﬁnd¥h§?8?£§#Xﬂ%¥ﬁFiT}§€% eRegpP}Yis [err],
[err], [err] andifiethyilajeetamnids)vemychithamidesdpiraferalint M-n an i nert
solvent at tenpRéEiyARSrbaNELRNG fdnel, - 892 Bt 1du1t8x 230 SlddePerablP3 -
SCHEME 11 [err] . Re g?ﬁé_ggeqi% i ncl ude d{ ar e xotgg'ﬁ$%é r?(b)%palkal

dimethylsulioxide), aromatic hydrocarbons (preferably

10 benzene or toluene) or water. Preferred reaction
temperatures range from -80°C to 100°C,

Intermediate compounds of Formula (7) (where Y is

O, S, NH, Z ig CR2 and R, R? and Ar are defined as

above) may be prepared as illustrated in Scheme 10.
15
SCHEME 10

b4

(o] ‘/’M\
NH,NH, (C=Y) NH, - HoN "
N + / - base or acid, \ R2
R? solvant - ey
HoN

1 \

Ar
(3) 17n
. ! .
RC(OR°) 5, /lk "
+ / - acid, HN N~ \
solvent //J\\
—>»> Rl \\N =
Axr

{7) Y =0, S, NH; Z = CR?

Compounds of Formula (3) may be reacted with compounds
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metal or
bor ohydri de),

al kal i ne earth netal

bor ohydrides (preferably lithiumor sodium
borane, dial kyl boranes 5 (such as di-i soanyl borane),
metal al um num hydri des (preferably I|ithium alum num hydride),
(trial koxy) sMQssi3sseé hydri des, or dial kyl al um num hydri de&CTASPIRY

al kal i

al kali netal

di -1 sobutyl al um num hydride). Inert solvents may include, but are not
limted to,

di et hyl

aromati ¢ hydrocarbons (preferably benzene or tol uene).
tenperatures range from-80[err]C to 100[err]C. 15

al kyl 10 al cohols (1 to 6 carbons), dialkyl ethers (preferably

ether), cyclic ethers (preferably tetrahydrofuran or 1, 4-dioxane),

Preferred reaction
In Schene 12, the

d d f I 1
procedures ar gesRgul it ShngRY oS CuisdeCaYETS, SOTONRIS AT fDr MUl 2 (1),

where R3 is [err
is [err]

conpounds” of Formul a (1

ere Rlerr]
by t peasenoe ortdbsenceagéna bésé%nnnﬂcadﬁﬂnﬂamlxnentnert sol vent at

T e Fo A AR AR e el NG

CeC [err],

are not

CeBPF@PPFd§r°€xRRRﬂulﬁaIFa s 1hids BaySH
i Fi t @dtt Qimited kyd Afkdaeiodc(actderabl2y tai e hydrisidzer ) ,

RR€l ude, but
cyclic

et hers (prefeqﬁgl¥ &Séigferre a%gh or §¥fggyfdﬁlgyg£9£§rbons (preferably

benzene or tol

ene reac

atures range from-80[err]C

to 100[err]C. (Pe‘eferablto?rﬁﬁmeﬁlﬁﬁ?hﬁl%l(dl)’r heeFensslfonige - [err],

[err],

[err],

10

15

20

25

30

35

adcadn ], airan¢sulfonic acids of 1 to 10 carbons
(preferably methanesulfonic acid), hydrochloric acid,
sulfuric acid or phosphoric acid. Stoichiometric or
catalytic amounts of such acids 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
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
triethylamine) or aromatic amines (preferébly
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
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
diméthylsulfoxide), 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 0°C to
150°C. Compounds of Formula (17) may then be reacted

with compounds of Formula R3C(OR®)3, where R® may be

- 102 -
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[err], may be synthesized as depicted in Schene 13. - 105 - SCHEME 13
[err] Reaction of conpounds of Fornula (18), where R and Rlerr] are defined
above, with conpounds of Forrmula (4) or 5 (10) in the presence or absence
of base in an W@8%I88o| vent may produce conpounds of Fornul BETASPOER4 . 106
- tenperatures ranging from-50[err]C to 250[err]C. Bases may i ncl ude,
but are not limted to, alkali netal hydrides (preferably sodi um hydride),
al kali metal al koxides (1 to 6 carbons) (preferably sodi um net hoxi de or
sodium 5 et hoxide), alkaline earth nmetal hydrides, alkali netal

di al kyl am des (preferably lithiumdi-isopropylamde), alkali netal
carbonates, al kallkytret{al tdie (darbahky| il tHe predescd prehbsahty eddEnIM

bi s(trinet hyI Si I )iaghd uﬁéftals%ﬂreﬁﬁn ﬂezcsegrgggg |1¥1n Qn?dl cor

di -i sopropyl et hy am ne) or aromaiic amn prefe I nert
sol vents may i n®°Gdee 2BA°Car eRabds |may tidglude, aht%ylaral B@hollsnl(tl?dto 8

carbons, prefera) y1RBhOAN Ucids Q'ffhﬁn@&)lo |2¢Bbnal hﬁ‘é&@&‘hhl Yescdelicd 0 6

carbons, preferabl. acet | t.r refer di et hyl
ether), cyclPc &1 ‘&%6‘?3)‘? f&t 3%%’?&?%%?%@& t%aﬂea?ﬁﬁgﬁ%‘)

N, N- di al kyl f or mmdegr(mmwnﬁommm)f,oMhmwlfonm acaﬁﬁqﬂfacet am des
(preferably di mat kyl agetamd) ,(perebrsbBMinéthanesulfonic acid),

hydrochloric acid, sulfuric acid or phosphoric acid.
Stoichiometric or catalytic amounts of such acids may
10 be used. Inert solvents may include, but are not
limited to, lower alkanenitriles (1 to € carbons,
preferably acetonitrile), dialkyl ethers (preferably
diethyl ether), cyclic ethers (preferably
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 hydrocarbéns (preferably benzene or toluene)
20 or haloalkanes of 1 to 10 carbons and 1 to 10 halogens
(preferably dichloromethane). Preferred reaction
temperatures range f£rom 50°C to 150°C,
In Scheme 11, the procedures which may be used to
convert compounds of Formula (1), where R?® is COR7,
25 COzR7, NR8COR7 and CONRSR7, to other compounds of

Formula .(1), whexe R? is CH(OH)R7, CH20H, NRE8CHR? and
CHoNRSR? by treatment with a reducing agent in an inert

solvent at temperatures ranging from -80°C to 250°C.
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(preferably N-nethylpyrrolidin-2-one), 20 dialkylsul foxides (preferably

di met hyl sul f oxi de) or aromatic hydrocarbons (preferably benzene or
toluene). Preferred reaction tenperatures range fromO[err]C to 100[err]C.
Conpounds ofYO¥FRHEa (19) nay then be reacted with 25 al kycamissmpisgent s,
sul fonyl ati ng agents or acylating agents or sequential reactions with
conbi nations thereof, in the presence or absence of a base in an inert
solvent at reaction tenperatures ranging from- 80[err]C to 250[err]C may
afford conpounds of Fornmula (1), 30 llf[err] may be [err], [err],
[err], - [err], [err], [err]. A kylating agénts may include, but are not
limted to, (Jerr]- rr] alkyl -halides, -tosylates, -nesylates or
-triflates; Cerr]-Cjerr] haloal kyl (1 - 10 hal ogens) -gal i des, -tosyl ates,
-107- mesyl at es -trifybates; Clerr]-Clerr] al koxlal kyl -hal i des, -
tosyl ates, -nesyl&fes oﬂﬁxg{flatﬁahcggegglng err] cyk]l oal kyJ - hal i des,
-tosylates, -nesylates q¢r -trzflates; (bivehierr] oatgytaykyl - hal i des
-tosyl ates, -nes e?i%/tri-f-l-a-t-es;——a-r-)d_ﬁ[err -Cer

] a | ) - hal i des,
-tosyl ates, -RffesylaNés or \triflates; heteroaryl err eyr] al kyl) -
hal i des, -tosyl ates, -rresylé#is or -triflates;r N
heterocyclyl (CJerr]-Clerr] alkyl).-halides, -tosylates, - nesylates or
ed to,

-triflates. Acylatifig agenys nmay . nclude, 10 but are not |
Clerr]-Clerr] ﬁ'ka’ﬂo ‘ﬁgﬂ?de@oér"llanhydri des, -

r g arr 3l oal kanoyl
hal i des or anhydri des WEONR$R? 10 hal ogens, C[S[I;S]- er ?j( )goxyal kanoy!
hal i des or anhydrides, C3-C6 cycl oal kanoyl halides or afBs@H,des,

CH,NRSR’

Reducing agents include, but are not limited to, alkali
metal or alkaline earth metal borohydrides (preferably
lithium or sodium borohydride), borane, dialkylboranes

5 (such as di-isoamylborane), 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 carboms), 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 COR7 or CO2R7, to other compounds of Formula (1),
where R3 ig 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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C4-C12 cycl oal kyl al kanoyl halides or anhydrides, aroyl 15 halides or

anhydri des, aryl (d -C4) al kanoyl halides or anhydrides, heteroaroyl halides
or anhydrides, heteroaryl(C[err]-Clerr]) al kanoyl halides or anhydrides,

het er ocycl yl ca®fbXRF¥68 acid halides or anhydrides or PCT/US99/01824

het erocyclyl (CJerr]-Cerr]) al kanoyl halides or anhydrides. 20

Sul fonyl ati ng agents include, but are not limted to, (Jerr]-Cerr]

al kyl sul fonyl halides or anhydrides, C[err]-Cerr] hal oal kyl sul fonyl

halides or anhydrides with 1 - 10 hal ogens, Cerr]-Clerr]

al koxyal kyl-sul fonyl halides or anhydrides, C3-C6 cycl oal kyl sul fonyl halides
or 25 anhydrides, C4-Cl12 cycl oal kyl al kyISSB®A¢| hal i des or anhydri des,

aryl sul fonyl halides or gnhydrides, aryl((err]-Clerr] alkyl)-,

het er oaryl sul fonyl hal i &s or anhydri des, heteroaryl ( rr]-Clerr]

al kyl ) sul fonyl halides qr anhydrides, heterocyclylsul fghyl halides or
anhydrides 30 or heteg clylgerr]-derr] alkyl)sul flonyl halides or
anhydri des. Bases nm ncl e, \hut PdRcing dgefitfed t alLiNnet al

hydri des (preferablylsodi unh hydr &de), al ksdivenet al

koxi

carbons) (preferabl y JQ08 = Aodrumrmettoxide®r dodi um e),
al kal i ne earth nptdl h i des, \al kali netal di alalg } erably
lithiumdi-isopropylamde), alkali netal carbon&’es, al¥ali

bi s(trial kyl silyl)anides (prefef&bly 5 sodium bis(trinethylsil

trial kyl am nes (prefereably di -i'so?r opyl ethyl am ne) or aromatic am nes

(preferably pyrid{xie)R? lma@oR’solcogR!s nay i ncl Udﬁlﬂ pa ar diﬂtsﬂ"i)m ted to,
ol or

al kyl al cohols (1 to 8 carbons, preferably netha et hanol ), | ower
M is halogen, alkali metal, 2ZnCl, ZnBr, 2ZnI, MgBr,
MgCl, MgIl, CeCl,, CeBrs or copper halides. Inerxt
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 -
NR8COR7, -N(COR7),, -NRBCONRER7, -NRBCOzR13, -NRSR7. -

NR8SO,R7, may be synthesized as depicted in Scheme 13.
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10 al kanenitriles (1 to 6 carbons, preferably acetonitrile), dialkyl ethers
(preferably diethyl ether), cyclic ethers (preferably tetrahydrofuran or

1, 4-di oxane), N, N-di al kyl formam des (preferably dinethylfornam de),

NN- di al kyl H¥@P¥UIB@Bes (preferably 15 di net hyl acet ani de), BaIVISsv/eastdes
-(preferably N- nethyl pyrrolidin-2-one), dialkylsulfoxides (preferably

di met hyl sul f oxi de) _or aromati c hydrocarbons (preferably benzene or

toluene). Preferred reaction tenperatures range fromO[err]C to 100[err]C.
20 Compounds of Fornula (1), where Ais CR and R is defined above,
may be synthesized by the nmethods depicted in Schene 14. - 109 - SCHEME
14 [err] Conpounds of Formula (4) or SCHEME 38y be treated with conpounds of
Forrmula (20), where R1 and R3 are defined 5 above in the presence or
absence of base in an@ nert solvent at tenperatures ranging fromO[err]Cto
250[err]C to give co unds of Formula (1), where Ais CRand Ris -110-
defi ned above.NBases i nclude, but are not limted to, alkali netal

hydri des (prefera sodigdm hydri de), al kali netal™d koxi des (1 to 6

car bons) (preferably sodi um net hoxi de or sodium et hoxi de), alkaline earth 5

metal hydri dei,8)al gal i net al d|+aI/k2I§argeo'les ef I N\\
+ solvent Er//L\\\//z
) - . ~_
R
N
HN \\z \h
=~ (19)
H,N
Ar
(4) Z = CR,
(10) 2 =N
R3
alkylating, sulfonylating
or acylating agents 7 N
+ / - base,solvent A/ N W\
X =
R N
Ar
(1)
A =CR
R; =NR°R’7, NR®COR’,
N(COR’),,
NRgCONRSR7,
?'Recozkn

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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l'ithiumdi-isopropylamde), alkali netal carbonates, alkali netal
bis(trialkylsilyl)am des (preferably sodi um bis(trinmethylsilyl)anide),
trial kyl am nes (preferably di-isopropylethyl am ne) or aromatic am nes 10
(preferably pyWPAPPE$8 |nert solvents may include, but are F&EFUSPHI#] ¢t o,
al kyl alcohols (1 to 8 carbons, preferably nethanol or ethanol), |ower

al kanenitriles (1 to 6 carbons, preferably acetonitrile), dialkyl ethers
(preferably diethyl ether), cyclic ethers 15 (preferably tetrahydrofuran or
1, 4-di oxane), N, demghrtitleboranginte ooy ebe?Gilrioy 280P@t hyHaBesmmayde), N, N-

di al kyl acet am deg e I [ 4| ), de)s; cld ':qi@q referably
N-nethylpyrrolid?%ég%%%e%?gd¥gﬁﬁgﬁgE%f%ggggggggﬁg?g¥a&?ea%?heth?%gulfoxide)
or 20 aromatic hyRFkaRakds sPt Wk udnige)enabift ometa xidssoddr e

reaction tenperatorescaroge) ippeféfahly] otipuf O8{thoxlide oF tadismi vel y,
compounds of g%&i(d@; ,\29K81 fhé SedRrARde R 15,480k da AROVE melBY DE

or
synt hesi zed through I nternedi ates_(2 and (23)...25 Conpounds of
Formul a (4) or (983tRE\PrHees, dBretrsa E&ﬁ%ﬂﬁ%&E’&P°?%9PX%§¥HFE¥), wher e
Rlerr] is definedlledyenezad Bhebonaties,alalikhl{ Imetad car bons), in the

resence or abs . i i catures ranain
From 0C to 250] :ggﬁ@{;éi@;?gswyﬁf‘ad\ﬂ%t (popreniny! obathe g ng

I | e conpoun; Fo 30 1) , where.Ais CR
and Ris defi nedbh%%me%ééfééél &la‘"i"r‘l’(ﬁ)udéfl‘?a:{klylata@lﬁﬁé zlf‘?ﬁft%&agb}' al kal |
metal hydri dé® (@iefssaddpylsobylnadiy)i de) arahdtdld ambhes (hraferdbiy (1l to 6
car bons) (prefer%yﬁis&qi‘umlﬁg{,@%ﬂgn@s 241 1HR18BOXLEE) ardldepl 1 Ne earth

a

retal hydri des. WAL 5 A LA ET 08, WTELER LI,

methanol or ethanol), lower alkanenitriles (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 hydrocarbons (preferably benzene or toluene).
Preferred reaction temperatures range from 0°C to
100°cC, o

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 reac;ion temperatures ranging from -
B0°C to 250°C may afford compounds of Formula (1),

30 where R3 may be -NRSCOR7, -N(COR7);, -NRBCONRSR7, -
NRBCOoR13, -NR6R7. -NRBSO,R7. Alkylating agents may
include, but are not limited to, C1-Cig9 alkyl -halides,
-tosylates, -mesylates or -triflates; C1-Cio
haloalkyl(l - 10 halogens)-halides, -tosylates, -

-107-



al kali metal carbonates, alkali netal bis(trialkylsilyl)amdes (preferably
sodium bis(trinethylsilyl)amde), trialkyl am nes (prefereably

di -i sopropyl ethyl am ne) or aromatic am nes (preferably 5 pyridine). Inert
sol vent s nayOP8Baide, but are not limited to, alkyl al colRSIT4ISeN0I8 3
carbons, preferably nmethanol or ethanol), |ower al kanenitriles (1 to 6
carbons, preferably acetonitrile), dialkyl ethers (preferably diethyl
ether), cyclic ethers (preferably 10 tetrahydrofuran or 1, 4-dioxane),

N, N- di al kyl formam des (preferably dinmethylformam de), N, N-dial kyl acet am des
(preferably dinethylacetam de), cyclic am des (preferably

N- et hyl pyr r alels@il Bt 8s OBE) - t1diflaltyks ut$ 0cg dakokpatkel i liadisyethyl sul f oxi de)
or 15 aromatic Eédrocarbon preferagl%?f nzen o¢ t ol uen %ﬁ Preferred
reaction temSEFXtaFeE. r PR AGH BFer FY fdo[-&r f(fyééﬂﬁi fds of Formula
(22) may be thagdtied, w-tbsyldtadsqgenabyhategent -arifbatednylcat-i ng agent in the
presence or sence.of . a e.in_th resenc r 20 _abhsence of an inert
solvent at r &@tFgﬁl?ﬁ%f¥i€§kx%i?aﬁéﬁ§$hg'EQ%#;éggﬁfeFTT?ii%%eESBferr]C to
gi ve proddct s-tefifEates} aaX?B)Ci(~taeazkyl) shdilaldegen - tasybate=syl onyl oxy,

aryl sul f onyl gx r . hal oal kane-.sul f ony] o . | agepat i ents include,

but are not FF%??S&eFo?rz‘ r{%ﬁ%ﬁf?’[e#???gﬁiﬁﬁiﬁ?g[é?r?iﬁkigér[err], PBr[err]
or PBr[err]. hallitlesy| atosylagent smesylates dt-taiélaoes] iamted to,

al kanesul fonﬂetléé-bbgﬁyﬂc My diges -hevedess Fekhanessl fonyl chloride or
met hanesul foni ¢ aci d anhydride), arylsul fonyl haltdes or anhydrides (such
as 30 p-tol Mes¥daresngr chridrliadeser ARMIAFINg RISRtRMBA|Ianledes ony|

hal i des a0 amuwdairdesof pIahiterblty,t Ch fCypraiiinegtchal {ded eranhydri de) .
Bases nmay

anhydrides, C31-Cip haloalkanoyl halides or anhydrides

with 1 - 10 halogens, C2-Cg alkoxyalkanoyl halides or

anhydrides, C3-Cg cycloalkanoyl halides or anhydrides,
C4-C12 cycloalkylalkanoyl halides or anhydrides, aroyl
15 halides or anhydrides, aryl(C1-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-Ci0 alkylsulfonyl halides or anhydrides, C1-Cjo
haloalkylsulfonyl halides or anhydrides with 1 - 10
halogens, Cz-Cg alkoxyalkylsulfonyl halides or

anhydrides, C3-Cg cycloalkylsulfonyf halides or
25 anhydrides, C4-Ci2 cycloalkylalkylsulfonyl halides or
anhydrides, arylsulfonyl halides or anhydrides,
aryl (C3-C4 alkyl)-, heteroarylsulfonyl halides or
anhydrides, heteroaryl (C1-C4 alkyl)sulfonyl halides ox
anhydrides, heterocyclylsulfonyl halides or anhydrides
30 or heterocyclyl(Ci-C4 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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i nclude, but are not limted to, alkali netal hydrides (preferably sodium
hydride), alkali netal al koxides (1 35 to 6 carbons) (preferabl y sodi um
met hoxi de or sodium -112- et hoxi de), al kaline earth netal gg

al kali netal ONQ¥e§¥6&Eni des (preferably |ithium di-isopropyl® ?ﬂ‘/ﬁ‘(‘e")"o ‘fkal i
metal bis(trialkylsilyl)am des (preferably sodium
bis(trinmethylsilyl)amde), trialkyl amnes 5 (preferably

NN- di - i sopropyl -N-ethyl amine or triethylam ne) or aromatic am nes
(preferably pyridine). Inert solvents nmay include, but are not limted to,
| ower al kanenitril es (1 to 6 carbons, preferably acetonitrile), dialkyl

ethers (preferab%& i 4m%1£h$:md gkl\lgtkéjau“?)éﬁtl [ ?lgéperaglk(aggﬁgeégp&y

t et rahydr of ur an I oxane or mam

di met hyl f or mani d@):alr\hxﬂm%ﬁﬁ«yﬁ&béihn%@sl @ﬁﬁékﬁ}%%ﬁ% % aj}bl‘éfv t ani de)
cyclic amides (preheumbiy- Nopriopyl ayide), dilka2iomeal Iﬁrbdnat«sy,l sul f oxi des

(pref erabl v di bl URLOX] d8)s 250TRYI £1IM9LASALL Mk cbaabey abl y benzene

or toluene) or far oal kanes ons and, 1 ogens

(preferably @i cmodrl@mbhah@imqﬁhﬁe%héh) gy i oRr i 2P4P8E range from

;f?LeLLLSOLﬁdiOO Ekgeaﬂ”ﬁdl o e e St Lt osiel Retas above. oxcept
Rlerr] is not S m&fﬁ[ #gT r[eJ }YHPQ &#?E) hg%lefgar@ﬁédeg Stnﬁ% presence or
absence of a bas@cilﬁd?hebﬁb? e%%é’é’to?'”ab%%éé"oﬁ KRt ar?é?"?“%

reaction tenper aibens?Spréfngibly methandDlcar efBatol )250jower] C t o generate
compounds  ofForyla (1, aseq ¥8Yel Bebuilsy, Bybeargmpt |im ted to,
acetonitrile), dialkyl ethers (preferably diethyl
ether), cyclic ethers (preferably tetrahydrofuran or
1,4-dioxane), N,N-dialkylformamides (preferably
dimethylformamide), N,N-dialkylacetamides (preferably
15 dimethylacetamide), cyclic amides (preferably N-
methylpyrrolidin-2-one), dialkylsulfoxides (preferably
dimethylsulfoxide) or aromatic hydrocarbons (preferably

benzene or toluene). 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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al kali metal hydrides (preferably sodium hydride), alkali netal al koxides
(1 to 6 carbons)(preferably sodi um net hoxi de or sodi um et hoxi de), al kal i ne
earth 30 netal drides, alkali netal dialkylam des (preferably |ithium
di - i sopr opyVQx¥ G@% al kali netal carbonat es, al kali netal PETUNIBI?AL €S,

al kali metal bis(trialkylsilyl)amdes (preferably sodium
bis(trinmethylsilyl)amde), trial kyl amnes (preferably 35

N, N-di -i sopropyl -N-et hyl am ne) or aromatic am nes - 113 - (preferably
pyridine). Inert solvents may include, but SQHEMBo34|inmted to, alkyl

al cohols (1 to 8 carbons, preferably nethanol or ethanol), |ower

al kanenitriles (1 to 6 carbons, preferably acetonitrile), dialkyl 5 ethers
(preferably diethyl ether), cyclicQether® (preferably tetrahydrofuran or

1, 4-di oxane), N, N di al kylformamd S (pr ferably dinethylformanide), N N
d| al kyl acet ani des (preferably ani de), cyclic amdes (preferably
N-net hyl pyrrolidin-2-one)qy 10 Bl al ky sul f &i des (preferably

di et hyl sul f oxi de) , t&c hydrocarons (preferably benzene or tol uene)
or hal oal kanes of 1 to|10 c& bons and™1 to 10 hal ogephs (pref erably
di chl or onet hane) . _Pr reacti on{2@®nper at uresy mO[err]Cto
140[err]C. 15 ~ H2NSone donpounds, of ﬁg& | a (1) may s pr epar ed
usi ng the met hods shown |na§chene 1 olv ’/J\\
(4) zZ = CRz
(10) 2 =N (1) Ar
A = CR
2 A
R0, L
R
R3H, + / - base,
R + / - solvent
(21)
+ / - base,
solvent v

OH
=z N”N halogenating agent

N\ or sulfonylating agent
Z . / - base,
Rl ™ = 4+ / - solvent

Ar
(22) {23)

Compounds of Formula (4) or (10) may be treated with

compounds of Formula (20), where R! and R3 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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SCHEME 15 [err] A conpound of Formula (24) (R err] is a |lower alkyl group
and Ar is defined as above) nmay be reacted with 5 hydrazine in thef
resence or ase f an inert solvent to afford an internediate o

Igor mul a (25), W&g“&r i s defined as above. The conditions ErpYBY&§4r e
simlar to those used for the preparation of internediate of Formula (4)
from conmpound of Fornmula 10 (3) in Schene 4. Conpounds of Formula (25),
where Ais N, may be reacted with reagents of the formula

Rlerr] C(=NH) ORe, where Rerr] is defined above and Rlerr] is a | ower alkyl
group) in the presence or absence of an acid in an inert solvent, followed

: tF){%/ re]acg ion \r/]\ﬂ']faeﬂimfﬁ@.ngigésfnﬂaﬁf i’h&@ﬁﬁ,ewt) %r%“ﬂit% qi}ﬁii:s.d)o or S and
err I'S Na en r,.er er v.cnlorin (0] car,nons or

al kylthio (1 toga' c%#%}ﬁs)mf%?% bydrige sjkggg%’Fa%é%s%ﬁgé“%]ﬁwa&&%g‘i n an

i nert sol vent talkli net@doadlioxidesdilmtbas (Qabonshdépreferablly and Y is O,

S). The conditi go8i P mdtheKkeakl sPsdSUitm LORSxAHS ,t RekSBIMe HirtRS those

orp oved o1 gggghigalas, oL arpaud oh, Lailaals) b semiaund of
is CR, may be rbichiun wit-iscpnpeyianids) ,t Aékdlk meital carbonates,
Rlerr] (G0 CHR(gpa{ Rzl buBetL: L8kl 190kl e (geledeghigs above 15  and
Rlerr] is a lower. al k I.S%:o_u]g% et vgL a ¢ rTF,o ndagg forrml a (27) (where A
is CR) using coﬁﬁﬁ‘f"@)ﬁ’? St PaF ’(()Josg’tlﬁ 48 éﬁf) 03:5& ¥4 1M hver si on of
compounds of Fofprefeyably dé-isepepnwietdyl Famingla of2a¥onat i lrgvipes 4.
I ntermedi at ¢ OfpFofeRdA v( RYridiNey € Ynest QoThtBemay include, but
are not limited to, alkyl alcohols (1 to 8 carbomns,
preferably methanol or ethancl), 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 Compoﬁnds 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
3§ dialkylamides (preferably lithium di-isopropylamide),

- 111 -



20 treated wth hal ogenating agents or sulfonylating agents in the
presence or absence of a base in an inert solvent, followed by reaction
with R3H or RRH in the presence or absence of a base in an inert solvent to
gi ve conpouM299%88Bornul a (1) (where Z is CR2). 25 IPCT{SpS/01834
recogni zed by those skilled in the art that various conbinations of

hal ogenati ng agents,. sulfonylating agents, R3H or R2H may be used in
different orders of reaction sequences in Schenme 15 to afford conmpounds of
Formula (1). For exanple, in sone 30 cases, it may be desirable to react
conmpounds wi t haltadiicimegadt Farbepanaf.s adkahal mefeat i ng agents or
sulfopylat!nﬁ égﬁngialkgggglyg;gmfaéy'qbyffefaﬁifwgddﬁhm then repeat the ]
reaction wt al pgenating a S .0f ,Su | e ct wit
R3H (or R2H) t° gﬁ"\‘/’% Xgﬁf)g}ﬁeﬂ}a%mo )FOF%E%&%)% 3%%%??%%5@ ndi ti ons
and reagents udkedisapropydsthybraminglo®s arematis |amines dpseferablahmpl oyed
for the conyergsysinigle)i.nt endedi séBreitip mapdinelude) Butaaré2adtto (23) to

(1) in Schene 14 roA_l or, t-he ,copyersi f i l-al e
conpounds of Jr‘?%ege%ﬁ) a?f%”?sR lcf‘%)h"(]% (lineéc%e‘?ﬁaéol[%f%fmg%%%%ﬁl\l) .
Al ternativel y, metharmings ethamoehli dlqwer) alikpaeritriless)(ingkg ®e converted to
conpounds of Fes#Rdrs,( breifrabl peiutonlitrilaf grdidliiaiie eengpounds of Fornul a

(20, e, oL alatsl B BobRraED S SELLe (R, Tebtbobs orer, oy
sol vent, (lhentefprahyenofpran; @Irzbdzﬂitqi‘a&‘ﬁ)oxﬂoﬁﬂirﬁ-kéfééﬁm‘ni%ﬁﬁ inert 15
solvent) and t hsref&rus1§d diinebhRBtbinariide) pr eN cdidlkylacetamides :
(preferably dimethylacetamide), cyclic amides
{(preferably N-methylpyrrolidin-2-one),
dialkylsulfoxides (preferably dimethylsulfoxide) or
15 aromatic hydrocarbons (preferably benzene or toluene).
Preferred reaction temperatures range from 0°C to
100°C. Compounds of Formula (22) may be treated with a
halogenating agent or sulfonylating agent in the
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 halocalkane-sulfonyloxy) .
Halogenating agents include, but are not limited to,
25 Ss0Cl,, POCli, PCl;, PCls, POBr;, PBriy or PBrs.
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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absence of a base in an inert solvent to give a conpound of Formula (1).
The conditions and reagents enployed are sinmlar to those used in the
conversion of internediate conpounds of Fornulae (7) to (12) (or to 20
(13)) to conpoWRAY3F8 Formula (1) in Scheme 2. Compounds of PESUSAVUSAE1) may
be prepared from conpounds of Formula (24), using an alternate route as
depicted in Schene 15. Conpounds of Fornula (24) nay be converted to
conpounds of Formula (27) via reaction 25 with conpounds of fornula [err]
in the presence or absence of an acid in an inert solvent, followed by
reaction with conpounds [err] (where R err] is lower alkyl and R err] is
~defined as above), using the conditions enployed for the conversion of
conpounds of 30 Ethamide) ( 31kadipe7darwh (MetalnhBiticdes.1elksbhmet@ipounds of

O N 16 [ o B D e b var i ous
al kyl ati ng agent?ak%é?rﬁg%¥%ﬁﬁfgtﬁfﬁi$¥ ﬁ%ﬁééP%ﬁg%yaﬁﬁﬁgeﬁaﬁﬁ% X is

hal ogen, al kanosskRonp| big (torireshyaskyidsulideny | tiglkyd emings esence or
absence of a Basqpi-Brafabliend, Nsakvebbpidpial-oethyl ramindr e of Formul a (28).

Compounds O Pt B3t EElnll) 2okl A eSO, compounds of
agents in the preyeadénel . alfwrtesolventimaayi anghudeebutsareemt f ol | oned
by reaction wthiRke8 tdHE WWwaECHERanenitriles (1 to 6 carbons,
preferably acetonitrile), dialkyl ethers (preferably
10 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),
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 R? is not SH, COR?7, CO;R?, aryl or heteroaryl)

in the presence or absence of a base in the presence or
absence of an inert scolvent at reaction temperatures
25 ranging from -80°C to 250°C to generate compounds of
Formula (1). 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
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or absence of a base in an inert solvent to give conpounds of Fornul a
(2). The reaction conditions used for these conversions are simlar to the
ones enpl oyed for the conversion of internmediate conpounds (22) to (23) to
(1) in Schene 14 (for Ais CR) or the 5 conversion of internediate
conmpounds YO PGBl ae (7) to (8) to (1) in Schenme 1 (whePETASPAIRY

Al ternatively, conpounds of Formula (28) (Y is S) may be alkylated with a
conpound Rlerr] X (where Rerr] 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 wth an oxi dizing agent jn an iner{ solyven and t hen
reacted with ﬁfﬁr\éﬁiypﬁ’%‘é’e‘i’d?)or gﬁ§gﬁc%° fenks,gag +3e q'ng“l‘ sol vent
to give a conpxenciotf lEmited q.1)alkyAcatoobls ols tand cadymn,s enpl oyed are
s m ! ar 't ?7§ hgﬁ%fgfbweﬂ?m?ﬁl%&e SORERBALIN, gﬂ‘owetfit E&ﬁsﬂéﬁ&ﬂwogngs of ,
ormul ae or. to 0. conpounds, of, .For in Scheme 2.
Conpounds of F@T%\ﬂ £ E:Tfl,m%er%‘lgfﬁr?b ,cﬁ?}’%"&&gvgﬁ'g}f&% conpounds of
Formul a (2)5 astilengst(pgefarablpGiieSbiydnether) ., Tysdigeatheksh vari ous

a: tyl ati ln? agleﬂifef%%%l Mseﬁalﬁi&ldfﬁraaf bﬂeﬂ,_@lata\b&aaesi,mm- hal ogen, f

al kanesul fonyl pxy . or. hal oal kanesul fonyl oxy). i resence or. sence of a
base in an ine‘f’tﬁé‘(ﬂl\;gﬁf“a?‘%gﬁ?f%%ﬁh&'u&’e‘é‘i@é&oﬁa ) pe D}'glgogni zed by
one 25 skill eltadlkyllacetanidest (nteferabbyddinaidyliaceSantde) 16 nay al so be
used to prepar&QaEamidesOlpFordRia y( &)} mibRy Fhydriol i8R $Léde) For Schene
16, the te nsrﬂég¥%%lsﬁggoxihggrIp£§¥54%g&y 8?%5€H§f%u&?8x9§3?}”95 grven

bel-ow. Base€s
. 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 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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30 include, but are not Iimted to, alkali nmetal hydrides (preferably
sodi um hydride), alkali netal al koxides (1 to 6 carbons)(preferably sodium
nmet hoxi de or sodi um et hoxi de), al kaline earth netal hydrides, alkali netal
di al kyl ani des WO9B8&b|y | it hi um di -i sopropyl ami de), 35 alREAUSIYUEY
bis(trialkylsilyl)am des (preferably -119- sodi um
bis(trimethylsilyl)amde), trialkyl am nes (preferably
N, N-di -i sopropyl -N-ethyl am ne or triethylamne) or aronatic am nes
(preferably pyridine). Inert solvents may include, but are not 5 limted
to, lower alkanenitriles (1 to 6 carborf§ ?@ferably acetonitrile), dialkyl
ethers (preferably diethyl ether), cycliy ethers (preferably
tetrahydrofuran or 1,4-dioxane), N Ndia kylfeﬁnanides (preferably
di met hyl f ormami de), N, N-di al kyl acet agiates preferably
di et hyl acet am de), cycliggégldes (preferably N—net rroI|d|n 2-one),

y

di al kyl sul f oxi des (prefer shige qugh(ﬁﬂ ,+ E hydr ocar bons
(preferably benzene or tol ueqiedat hal oal kanes 1ukem10 carbons and 1 to

10 hal ogens 15 (preferably di c#l oronet hane). rr reaction
rrjCto 100[err]C 20 Anal yti cal data
s descri bed belom/u3|n | om ng gener al

tenperatures range from -20[
were recorded for the comou

procedures. Proton NWVR spqgctr R recorded on anfd N1B FT- NWVR (300
MHz) ; chem cal shift corded in ppm (8) 25 from osl
tetramet hysil ane standard in
Ar Hzﬂ \
(25) Ar
(26)Y = 0, 8
For A = N: For A = CR:
1) r'c(=vH)OR, 1) R*(C=0)CHR(C=Y)CR,
+/- acid, solvent +/-~ base or acid,
2) Y=C(R4)2 solvent

+/- base, solvent

RIC(OR:) 3
+/~ solvent

R3

4¢L\ N A’/ -

N §§ on see text
Rb’j;*u”L==</ n?’/L‘ ”L\‘fr

(27 =0, s (1) 2 =

A compound of Formula (24) (Rc 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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deut er ochl or of orm or deut er odi net hyl sul f oxi de as speci fied bel ow. Mss
spectra (MS) or high resolution nass spectra (HRV5) were recorded on a

Fi nnegan MAT 8230 spectrometer (using chem -ionization (Cl) with NH3 30 as
the carri erwga%38868 gas chromat ography (GC) as specified bRCTU§OI20 Hewl et t
Packard 5988A nodel spectroneter. Melting points were recorded on a Buchi
Model 510 nelting point apparatus and are uncorrected. Boiling points are
uncorrected. Al pH determ nations 35 during workup were nade with

i ndi cator papak.(-RRAGRN! Sdk#\g@.l’eeRQU{éﬂ'@éﬁ_Q\ehr QELCOMIER] @ _akgsgurces - 120 -

and, where necessary, purified prior to use according to the general
procedures odtdwenredllsyllier)r iim &he Presencenamebgenc®wef farcati on of

Laborat ory CheiiCahsan3ifefd solbiinw, Yookl owdd 3 ReabEesH wiltdBR) . 5
Chr omat ogr aphy was perforned on _sili calngLw usi n t he_sol vent sggt ens

i ndi cat ed belGHPOETA Rf xEeFapta it vau?reWa?t ?5& Bre given.
Qtherw se;s pard %a@BQeﬁer(ﬁfé‘fé&&ﬁyaE:ﬁlBhH@) Ihf1kokd a1 to ghe foll ow ng

exanpl es are r es.C t i nvent.ion.in,.further detail. These
exanpl es, f8Ft ﬁﬂflﬁletl'ﬁ&t ]'rrgae 4 rRRRSRS)Y ABnERRRERIRIPor carryi ng
out the i nvernn' @rb,seace ofit ®rkhee tim ikl dserttsolvedtnbe giveinmt the

I nvent1on. HE dePreRaInl | @7)0f(where A is N and Y is 0, S).

?p;rg;gféh{g.iiﬁﬂ gg%hZ%éﬁsgﬁ%%g:%ranskormatlons are the same
as those employed for the conversions of compound of
Formula (4) to compound of Formula (7) in Scheme 4.

Alternatively, compounds of Formula (25), where A
is CR, may be reacted with compounds of the formula
Rl (C=0) CHR (C=Y)OR. (where R! and R are defined 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 0) 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
pPresence 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 those 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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(Formula 7, where Yis O Rerr] is CHerr], Zis GCHerr], A is

2, 4- di met hyl phenyl ) A. |-Cyano-1-(2, 4-di net hyl phenyl ) propan- 2-one 25

Sodi um pel l ets éQ.%géb0.43 nol) were added portionwi se to a solution of
2, 4- di net hyl pHef838Betonitrile (48 g, 0.33 nol) in ethyl afETHEWORA0 )
at anbient tenperature. The reaction m xture was heated to refl ux
tenperature and stirred 30 for 16 hours. The resulting suspension was
cooled to roomtenperature and filtered. The collected precipitate was
washed wi th copi ous anbunts of ether and then air-dried. The solid was

di ssolved in water and a IN.HC solution was added until the pH = 5-6. The
35 nixture was gxveacongbundshoft Fgtmuleet(@) e (BheX xE@@tADR; condixions  t he

conbi ned or gani gnlayigeVy @sdai £6r AIscVaSEIeFdforandrbi sigieg: 80!l vent was
removed in vacug,to afford.a ite §:|Id %45'7§B 74@&¥Leld .. NVR
?i/l %EH) 1 O 1

(CDC [err], 300 FRE) Pt =3 YT8s Con¥EES srmediace

5- A no- 4- ( 2, 4- apmpewydp e yeymelaet (RA)pFratddlk ¥0 rlillt dnpeSeiieme 14

%- gyanp- 1-% 2%4‘skwéﬂgﬂ@myg%‘pfﬂf)%bnv%&ﬂﬁn(éﬁ?&ez&e&@aﬁ%g), 0.78 mol)
ydr azi ne- hydr at e . | : ci ce aci , 0. no
and tol uene 10 c?@éﬁu'r\s% ?éf@r@p??%eﬁﬂat % ZH Gaaotgﬁpéflagf}geem?g‘k 18 hours in
an apparatus fitwbereidhisaMNdean-Stark trap. The reaction mxture was cool ed

to ambi ent tenperat ukp: ¥ihtIQLY PN coMfoUNARDY € OFd:AMMAC Y07) Thehdrasiydue was

di ssol ved in 6N;bCL and, the Leshl1]ng SOLULLON YRS +a R4 L@ edm th et her
10

entTats

Scheme 15. Intermediate 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)NH 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.

- 117 -



amoni um hydr oxi de sol ution was added to the aqueous |ayer until pH = 11.
The resulting sem-solution was extracted three tines with ethyl acetate.
The conbi ned organic |ayers were dried over MgSO err] and filtered. 20

Sol vent waswPo@wBBs8edd i n vacuo to give a pal e brown vi scouspeussBm6g, 75%
yield): NWR (CDCl[err],300 MHz): 7.10 (s, 1H), 7.05 (d, 2H, J=1), 2.37 (s,
3H), 2.10 (s, 3H); C-Ms: 202 (M+ H. 25 C

5- Acet am di no- 4- (2, 4- di net hyl phenyl ) -3- net hyl pyrazol e, acetic acid salt

Et hyl "acet am date hydrochl oride (60g, 0.48 nol) was added quickly to a
rapidly stirred m xture of potassium gafRenate (69.5g, 0.50 nol),

di chl oronet hane 30 (120 niL) and water (350 nL). The | ayers were separated
and the aqueous | ayer was extracted with dichloronethane (2 X 120 nL). The
conbi ned organic |layers were dried over MgS(J err] and filtered. Solvent was
removed by sinple diggtillation and the pot residue,yma -122- cl ear pale
yellow liquid, (35.Q g) was used wi thout further p rificgﬁion. d aci al
aetic acid (9.7 nL_JQ. 17 Rol) wasrbtjes/+ @asestir m x®ure of

5- am no- 4- (2, 4- diafet hyNpheny! ) - 3- gSrv@iehy! pyrazope ( 0.17 mol), ethyl

acetam date (22g,| 0. 25|nol) @ acetonitrile (50 ni) | Th I ting
reaction m xtur room terrperatPb s; at the end of
which tinme, iR*Ywas &oncentyated in vacuo to about one-thiYd of its 10

original volune. The resulting suspension was filtered af® the collected
solid was washed; W4, £QPicOUg amounts (28)Y =0, 8

see text

R3 ] Rs

)\ Rl4x,
A e N /u\ +/- base, )\
N

ﬁl‘
'/t I \z soclvent ’ L £?=O
x (\( : _
RY RY
Ar

(1) Z = COH (2)

Compounds of Formula (27b) may be treated with various
alkylating agents R14X (where R4 is defined above and

5 X is halogen, alkanesulfonyloxy or '
halocalkanesulfonyloxy) in the presence or absence of a
base in an inert solvent to afford structures of
Formula (28). Compounds of Formula (28) (Y is O) may
then be converted to compounds of Formula (2) by

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 in an inert solvent to give
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of ether. The white solid was dried in vacuo (31.4g, 61%yield): NWR
(DVMBO-d[err],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); 243 (M +
H. D 2, 7-di%Re3§$688- (2, 4- di net hyl phenyl ) [1,5-4a] - PCTUSSSInt84
pyrazol o-[1, 3, 5] -triazin-4(3H)-one Sodi um pellets (23g, 1 nol) were added
portionwi se 20 to ethanol (500 mL) with vigorous stirring. After all the
- sodiumreacted, 5- acet am' di no- 4- (2 4- di met hyl phenyl ) - 3- net hyl pyr azol e,

acetic acid salt di-eth r ho 0.8 nol
were added. The®P ?ﬁ“fl h§ regg& on {Tgxt t}’rﬁtg %as gé @% dl(?rg E}gF )
t enper at ure andferi these fconvegshows ArETIREMAL AT s t@@opéﬁst%}“ﬁl(%'ﬁﬁ

tenperature andfaelmtchreeaﬁvsﬂ intermedoatd heonpeshdse(2®)s wdi ssol ved in

water and a HCL . sol u S t -6. The aqueous
| ayer was extraé%ﬁ et:"lrll %%g?ef‘; %\M %(hir:lé;eél{) %L'_J 2 he conbi ngd
organi ¢ l'ayefs mnﬁemmm @ventﬁ@&ﬁl%ﬁj cpmpeuRds °fS§PV@H-1ra%va(s7)r§ﬁDved in
vacuo to give a(ppl et an S@l seneRéo1 Qférei &l 03 WNVR1EEDEAE Prally;, 300 MHz) :

rI5(s 10 T Qs lleg 248,08 A 24806 SonPih arbuddn S OV

ratiron
5- met hyl - 3- ( 2, 4whthra resnpduokdeRYX ) (whexeaRE & lower alkyl and X is

1,2, 3]-t | 5] 41t
Fs CH[eri'aéolga%ﬁgéh ]alﬂﬁnééhmfééfzﬁxyﬂﬂ% ﬁEP%éEﬂéhegulﬁbﬁ?fbﬁﬁﬁ sn0, Rlerr]

1- Phenyl et H9| an Engfrtﬁ %%Vﬁgé:hyl(b]ﬂ%’h }%/Jgnaﬂ/y oxpidlzed 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 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 R14 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 Z 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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10 am notriazole A mxture of 2,4,6-trinmethyl benzyl cyanide (1.0g, 6.3
nmmol ), benzyl azide (0.92g, 6.9 mmpl) and potassiumt-butoxide (0.78g, 6.9
mol ) in tetrahydrofuran (10n) was stirred at anbient tenperature for 2.5
days. The 1%Q¥9588368i ng suspension was diluted with water 26EUSKNRGt ed
three tines with ethyl acetate. The conbi ned organic |ayers were dried over
MygSO err] 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): NVR (CDCl[err],300 MHz) :7.60-7.30 (m 5H), 7.30-7.20 (m 2H),

5.50 (s, 2H), _3.18 (br 2 .3 s, 3H)., 2.10.(s, 6H); C-Ms: 293 (M+
H) . B.( 4-H% 2?2?%9‘#‘?%%“%8X§F}£%£)Mm 526?%’&32‘5 aminies Sodi um (50(() my,
22 mol ) was ddefexmibly N N-dingseprepyi-N-etbydf ahinriiar ammonia (30 nl) and

1- phenyl met hykidekl dafd)! orehbuh@ben inirasaNboetdiang e (1. 1g, 3.8 mol).
The reaction g}rﬁ&{ee)was tirred.until a dark.green color persisted. An

|
anmoni um 30 chY 67 'sol qrion FORYTPUR I AR 4R (I A% 3PE was stirred
whi | e war n? ngliviteditent owepepdkanenigiless (Aotosé GAmrbonssi due was treated

with a 1M HCO pgefetalny aiétbnhiteies), Hh%l@ﬂqeeﬁﬁef@yg!ré&%%aﬁﬁi fied with a
concentrat ed g?g?ﬂl#rgtr}yedr)om dce:lsoléjéﬁon ((%H 7 Q%ﬁl 35 then“extracted
with ethyl acetatethree tines- TheS - 124 Preteg ned organic |ayers were
dried over MySererhydrgfuran prr ddd-Swxans) ,wWisNrdialled iormamédesto give a
yel low solid (pPOféfablyMdite thes fOAMRMERIEQUS NDM-a1dTky 13 amDgesBL Ogr aphy
(ethyl ac?éat?ﬁreferably dimethylacetamide), cyclic amides -

(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 (§)
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-ionization (CI) with NHj

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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5 NWR (CDCl[err],300 Miz): 6.97 (s, 2H), 3.68-3.50 (br.s, 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 mixture of A9 F’%f‘é-tri met hyl phenyl )-5- aminotriazol e (400FHYS99/91824
mol ), ethyl acetam date ( 261 ng, 3 mml) and glacial acetic acid (0.1 nmi,
1.98 mol) in acetonitrite (6 nL) was stirred at anbient tenperature for 4
hours. The resulting suspension was 15 filtered and the collected solid was
washed with copi ous amounts of ether. Drying in vacuo afforded a white
solid (490 ng, 82%yield): NVMR (DMsSO-d[err],300 MHiz):7.90-7.70 (br s,
0.5H), 7.50-7.2andhwhege Oegepsaxy IPufsfied)pri®r0Bo(vse Hdcordih§- 3. 10 (br
s, 3H), 2.30- 2¢b %40 deblersl %H)aed%-z@é 6Ge1ddda dy p!)perkri®Pabd: 6H) . 1.87
(s, 6H); CI-NB:WéﬁM%( + F%. ) y o , . )

G 4B %%Fﬁ§ %ﬁen@ﬂﬁﬂﬁngFéfg of Laboratory Chemicals,

5-met hyl - 3- (2, 4,
[1, |2) 3] -triazol »rd lad3,,S](vewi 2@+ E(e%ﬁhm?ﬁ?ﬁ%e"es,) 198g) Sodi um (368 ny, 12f 2
nmo was adde | Stirri t 0 _et hano . at_room.te rature. ter
t he sodi um ﬁggddcr%%éc eté’,griP%‘g%?%-ﬁeﬁ%a%fnﬁ% %Ihe%b‘llf-aSSechnggﬁo- triazole,
acetic acid sal$o¥wI¢ wystems inficatgddbeled hyForambeeditsplvend nl, 13 mol )
were 30 added. dfremgcithenviiudd!@tids &té didnat oeddMMsecnpsrasure for 5

hours, then cog%?%ate(}géﬁg%&g@reer %{nggaggﬁe reaction m xture was dil uted

with water; a on Was til pH = 5-6 and three
extractions with ethyl acetate were perfornmed. - 125 - The conbi ned

organic |laysrs were el €d10¥@indVeS@mples &4l provided to describe
the invention in further detail. These 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, R; is CH3, Z is C-CH,,

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 1IN HC1l solution was added until the pH = 5-6. The

35 mixture was extracted with ethyl acetate (3 X 200 mL);
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filtered. Solvent was renoved in vacuo to give a yell ow residue.
Trituration with ether and filtration afforded a yellow solid (300 ng, 69%
yield): NMR5 (CDCl[err],300 MHz): 6.98 (s, 2H), 2.55 (s, 3H), 2.35 (s,
3H), 2.10 (WODRPSESCl - MS: 270 (M + H). EXAMPLE 3 Prepar at PGR/USPIN1824

4- (di (car bomet hoxy) net hyl ) - 10

2, 7-di met hyl - 8- (2, 4-di net hyl phenyl )[ 1, 5-a] - pyrazol o- 1, 3,5-tri azi ne
(Formula 1, where Rerr] is [err], Rerr] is CHerr], Zis CGCHerr], Ar is
2, 4- di net hyl phenyl ) 15

4-chloro-2, 7- Elhﬂe??mhlrﬁd( E’rﬂaHF‘Eh]r%if?ﬁﬁ'néﬁ?fF) pried oyer MeSQs AN ri azine A
m xture of 2, £; ¢ {Etyl lﬁrgné wgé nFénkMéa‘eiﬁylvEE&o %&]affordl a

-pyrazololS;Strlazm -one le 1, 1.38g, 4.
N, N- di met hyl awhitelesc(llldwt(4587mm179=%WWGSMr &@D@)Gyéﬁpoma (10 nm.) was

stirred at re t eymer for 48 hours. The excess phosphorus
oxychl ori de vvéiulg%rmved ﬁ] va?: The residue was poured onto ice-water,

stirred brfefly and extracted. 25 quickly with ethyl acetate three tines.
The conbi ned gr, ganhfiAcye! (2 ,weaemeelyBshetiyl) - Bemeumxpyrarzbea dried over

MgSO err] and fil tzgrrgqtt §% \6§ ?‘h §née{m{ée‘1h'd§m¥@ ggﬁ aprown oil.

Fl ash col um chromato ra yT "ace exanes. one fraction
(Rf = 30 0.5R-oBe| 0@1{8%53 aniodl |W4%§er8¥é¥ﬁﬂ gr@|'|8mﬁ6|| (1. 0g,
68% yiel d): NWBL{ CO¥ld®id] ade@ibHayid 7(45 nId, 018 dol Bnd EolBlefdd, 1H J =

1), 7_390(d156U mﬂ) wéQe é%i@@eﬁsat3fgf1&§‘%@m&@ragﬁgé #dr Mg 327 (M + H)

- 126 -
hours in an apparatus fitted with a Dean-Stark trap.

The reaction mixture was cooled to ambient temperature
and solvent was removed in vacuoc. The residue was
dissolved in 6N HCl and the resulting solution 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 MgSO4 and filtered.

20 Solvent was removed in vacuo to give a pale brown
viscous oil (34.6g, 75% yield): NMR (CDCl3,300 MHZz):

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 MgSOs; and filtered. Solvent was

removed by simple distillation and the pot residue, a
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B. 4- (di (car bonet hoxy) net hyl ) -2, 7-di net hyl - 8- (2, 4-

di nmet hyl phenyl )[ 1, 5-a] - pyrazol o-1, 3, 5-tri azi ne Sodi um hydride (60%in oil,
80 ng, 2 mol) was 5 washed with hexanes tw ce, decanted after each washi ng
and taken up MP%AMGRrous tetrahydrofuran (THF, 1 nl). A sORGHYSSH0IEH

di ethyl malonate (0.32g, 2 mmol) in THF (2 nL) was added dropw se over 5
mn, during whi€h tinme vigorous gas evol ution ensued. A solution of
4-chloro- 10 2,7-dinethyl-8-(2,4-dichlorophenyl)[1,5-a]- pyrazolotriazine
(0.59, 1.75 mml) in THF (2 nL) was added and the reaction m xture was then
stirred under a nitrogen atnosphere for 48 hours. The resulting suspension
was poured ont ockearrpadied yebloexliquwitdad (BAk @eg)t iwams uaed hwistHot acet at e.

The conbi ned or gaptKert LTI WBE Eonashed once with brine, dried over

MgSO err] and filtergd. .Sql vept was, re ed in vacuo . to give a brown oil.
Col um chr omat ograp‘h@a(cétaﬁfyﬁegbcétaa‘f’é{ h(ggén%f :QL':]%) “‘8?‘# o‘?’%%cfddéfit EP renoval
of 20 solvent &nsvinesl mdxpure 9&|3-emisoltd(3 Ri-dimerRylitehyly -335% yi el d):
nmp 50- 52[ er r§ C mdR(YREz08Er |, 3890 dViZ) molP; WA alet ddddateld- 7- 00 (M
3H), 4.40 (q, 2k J % 7). 4l§o’§? oH, 127, 2&3, El2;835T dza.th,l 2.2, 2.1 (5
s, 12H), 1.4 (t'?%y &% Fpl) 130 acetenafrile, (508 mikne: Theyl cd: 25
411. 2032, Foundresulitirgp IeaBidplrEi g uRecpas adtioredf at room
4- (1, 3- di met hoxXyempd¥ARHea®bp0} -aadf; at2tife BdBWRY WnBek % thidi ?@' orophenyl )
[1,5-a]-pyrazo|83-1 1.3 S-E‘I@chine (VForrruIa wher e P{ierr |s |err], Rerr]
is CHerr], z i LT GHERFAFEe 2R 5Py ope-thied of its

10 original volume. The resulting suspension was filtered

and the collected solid was washed with copious amounts

of ether. The white solid was dried in vacuo (31.4g,
61% yield) : NMR (DMSO-dg,300 MHz): 7.00 (s, 1H), 6.90

(dq, 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 HCl 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 MgSO, and filtered. Solvent was removed in vacuo

to give a pale tan solid (26g, 98% yield): NMR
(cbcl3,300 MHz): 7.15(s, lH), 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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A 4-chl oro-2, 7-di net hyl - 8- (2, 4-di chl orophenyl )[1, 5- a] -

pyrazol otriazine A mxture of 2,7-dinmethyl-8-(2,4 _

di et hyl phenyl )[ 1, 5-a] - pyrazol o-1, 3,5-triazin-4-one 5 (Exanple 1, 1.38qg,
4.5 mmol ), MObosssset hyl aniline (1 nL, 8 nmml) and phosphoPGEFUSIMRHAori de
(10 nL) was stirred at reflux tenperature for 48 hours. The excess
phosphorus oxychloride was renpved in vacuo. The residue was poured onto
ice-water, stirred briefly and 10 extracted quickly with ethyl acetate
three tines. The conbined organic |ayers were washed with ice water, then
dried over MgSO err] and filtered. Solvent was renoved in vacuo to give a

brown oil. Flash colum chronmat ography (ethyl acetate: hexanes:: 1:4) gave
one 15 fraction (Rf = 0.5) Sol vent ved in vacuo to afford a
yellow oil (1.0g, 68%yvyield): NWR ( err],300 MHz): 7.55 (d, 1H, J =1),

7.38 (dd, 1H, J =7,1), 7.30 (d, IBteparatidn @68 (s, 3H), 2.45 (s, 3H);

C-M: 327 (M+ H. 2@ Bernyf-$§1 (34 dmtasyngrphay)an, 8oa1 2, 7- di met hyl - 8-

(2,4- dichl orophenyl %%.1 é-' il,f} Bygazlol (oF} 1,335?-ir1[n§12] ne, (%Hlin xture of

4-ch|oro-2§7-dinethy|- J@ZP -triazolo-[1,3,5]-triazin- -one

di chl or ophenyl ) [ 1, 5- a]Fqywmdaol7e- ¥#hers-¥ risO,n81 (FarGH3A 2268 ¥,70 ny, 1. 74

mol ), 1, 3-di net hoxypropyl - 2;am noprppane.. mol ) and et hanol (10
R

m.) was stirred at anbient t Ure” for S.”"The reaction m xture
was poured onto water (25 nL) and extracted three tinmes with ethyl acetate.
The conbi ned gr ganpKedANRIthyRCE S (34 f5-tadmeehylph&r-sl- and filtered.”
Sol vent Wals rg'rnni)gg"(__:ld'é]zo acuo. Col uim chronmat ography [err]
A mixture of 2,4,6-trimethylbenzyl cyanide (1.0q,
6.3 mmol), benzyl azide (0.92g, 6.9 mmol) and potassium
t-butoxide (0.78g, 6.9 mmol) in tetrahydrofuran (10mL)
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 (CDCli,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 mL) 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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afforded one fraction. Renoval of solvent in vacuo gave a solid (250 ny,
35%vyield): np 118-120[err]C, NWR (CDCl[err],300 MHz): 7.50 (s, 1H), 7.28
(dd, 2H, J = 8,1), -128- 6.75 (d, 1H, J =8), 4.70-4.58 (m 1H),
3.70-3.55 (m WOepsH843 (s, 6H), 2.50 (s, 3H), 2.35 (s, 3HFCTHSMIN

Cal cd: 409. 1072, Found: 409.1085; Analysis Calcd. for [err]: C, 52.69, H,
5.17, N, 17.07, d, 17.28; 5 Found: C, 52.82, H, 5.06, N, 16.77, O, 17.50.
Usi ng the above procedures and nodifications known to one skilled in the
art of organic synthesis, the foll ow ng additional exanples of Tables 1-4

nmay be 10 prepa¢ithinee o2yanDt craydelsi Reaé edridy B&B&Ew#sd];axn&e prepared by
the nmethods outlined in Exanples 1, 2, 3 or 6. Commonly used abbreviations
are: Ph is phenfilteyed.s 3slypripyias kemp¥egeimmacuptte JivMenpl , Bu is butyl,
Ex[ is ]ExarrFI e. ]ﬁéﬂd?w boid (520 4ng), which was RcRicgknecus by thifx Ar]

nmp[err]C 6[err c . 118-120 391ferr C Me
[err] [errigégéﬁﬁqrowfﬁaég&ﬁh%é§E5¥%]£S%§%&§)' _
[err] 114 Jer¥™R (ED@23,300 MH2INHE32PefBy|2H), 3.FBr3{5014bx186 5 :
2H), 2.32 (s, 3H), 2.10 (s, 6H); CI-MS: 203 (M + H).

cC. 4-(2,4,6-Trimethylphenyl) -5-acetamidinotriazole,
acetic acid salt

10 A mixture of 4-(2,4,6-trimethylphenyl) -5-
aminotriazole (400 mg, 1.98 mmol), ethyl acetamidate (
261 mg, 3 mmol) and glacial acetic acid (0.1 mL, 1.98
mmol) in acetonitrile (6 mL) was stirred at ambient
temperature for 4 hours. The resulting suspension was

15 filtered and the collected solid was washed with
copious amounts of ether. Drying in vacuo afforded a

white solid (490 mg, 82% yield): 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. S-methyl-3-(2,4,6-trimethylphenyl) (1,5-a] -
[1,2,3]-triazolo-(1,3,5])-triazin-7(4H) -one

25 Sadium (368 mg, 16.2 mmol) was added with stirring
to ethanol (10 wmlL) 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 1IN HCl solution was added until pH = 5-6 and
three extractions with ethyl acetate were performed.
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NOTES FOR TABLE 1: a) Anal ysis Calcd: C, 52.69, H 5.17, N, 17.07, d,
17.28; Found: C, 52.82, H, 5.06, N, 16.77, O, 17.50. 10 bu) AnaIyS|s
Calcd: C 65.90, H 7.72, N, 18.27; Found: C. 65. 77, H 7.62, N 18.26. bv)
Anal ysis CaNQ#38%8 65.02, H 7.38, N, 18.96; Found: C 63CM§9%182?.43, N:
18.68. bz) Cl-HRWMS: Cal cd: 430.2454; Found: 430.2468(M + H); 15 EXAMPLE
431 Preparation of 2,4, 7-dinmethyl-8-(4-nmethoxy-2- 20

nmet hyl phenyl )[ 1, 5-a] - pyrazol o-1, 3,5-triazine (Formula 1, where R err] is
CHerr], Rerr] is CHerr], Zis CGCHerr], Ar is 2,4-dinethyl phenyl)

5- Acet am di no- 4- ( 4- met hoxy- 2- net hyl phenyl )-3- 25 net hyl pyrazol e, acetic

acid salt ( 6fde MbmbA nEE0blg¥RSc MR sWwkPe 2aSAdd! IARLeIMYBSICEGr ] sol ution
(10 mL). The aqueous m xture was extracted with Et QAc three tlnes The

conbi ned or gafilktaxefer s Spdventirvasl xeroveny Sy va¢yo toi biveea and

trated 3 10 mL d
concent e 415U RO CBL e N hUB | LB 10 10
reaction ni xt¥Eexged ﬁe&?&é°¥oﬁ?¥ﬁ4lﬁ@opeﬁﬁeré?in§Q&ﬁdérN§Rnltrogen

at nospher €5 an(cstly, 360 Maz) 166 Jeairie, &H) er2 bes ng,comb ed2135 agdyi ent
t enper at ur e, e reaction -130- m xture was_concentrated in vacuo to
give an oily %éhﬂ(f lqodlunﬁHihr%aﬂF%gégﬁhgm(t}iﬁ{err] MeCH: : 9: 1) afforded
after renoval of solvent in vacuo, a yellow

EXAMPLE 3

Preparation of 4-(di(carbomethoxy)methyl) -
10 2,7-dimethyl-8-(2,4-dimethylphenyl) [1,5~al -pyrazolo-
1,3,5-triazine
(Formula 1, where R3 is CH(CHCOaCH3)2, Ry is CHi, 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-a] _
-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 cowmbined

organic layers were washed with ice water, then dried

over MgSO4 and filtered. Solvent was removed in vacuo

to give a brown oil. 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 (CDCl3,300 MHz): 7.55 (d,
14, 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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viscous oil (Rf = 0.6, 210 ng, 37%yield): NWR (CDCl[err], 5 300 MHz): 7.15
(d, 1H, J = 8), 69(d 1H J =1), 6.85 (dd, 1H, J = 8,1), 3.85 (s, 3H,
2.95 (s, 3H, 2.65 (s, 3H, 2.4 (s, 3H), 2.15 (s, 3H); C -HRVE: Cal cd:
283. 1559, FourlMO9%38681554 (M+ H). 10 EXAMPLE 432 PCT/US99/01824

7- hydr oxy-5-nmet hyl -3-(2-chl oro- 15

4- et hyl phenyl ) pyrazol o[ 1, 5-a] pyrim dine (Fornula 1 where Ais CH Rl is
M, RBis OH Zis CM, A is 2-chloro-4-nethyl phenyl)

5- Ami no- 4- ( 2- chl or o- 4- net hyl phenyl )-3- 20 nethyl pyrazole (1.86 g, 8.4
mmol ) was di ssolved in glacial acetic acid (30 nL) with stirring. Ethyl
acet oacetate (1.BL8 ni- (8iPcarhdmethagy) hethyldded7ddpaisg -Be (hhe-resul ting

solution. The reacti hen 915’]&% I ature. and 25
stirred for 16 hour nggﬁfﬁiﬁl?eﬁégﬁ {tl ? atn terr%gf&g {E\J 5uét E‘SQP%OO m.) was

added and the result b‘f‘ettxc}ﬁ"ld&tésﬂésl%cﬂ’ilecﬁgdm%y 3‘ MMOLAt V8%, Drying in
vacuo affordéd avadhleﬂewsbhlhé:(ar@sOtg;cé,Z%gaamltdﬁ afddy (€@bhl westiing 300Hz) :

?8706|(_|;N ; jz-gi)y(sadeQafceﬁ’ ?u ath%? 9::&:‘%&&% %éarpz('rﬁg‘ £SmL)1H) 2.35

Z-chl or o- 5- rreth s§> Elexm cnate (0.32g, 2 mmol) in THF
4- et hyl phenyl ) pi@r ado| whd, &dddd dropiwlisacover GFainulduringhehech tianeCH, Rl is

Me, R3 is O, Zw} 5o Collk gfs évm%tqehoez_ﬂmfedmt RYLONGMn) o L&A -Of
7- hydr oxy- 5-

met hyl pheny! %a?zgf‘g 'ih% aE] pS?r'r ngaf’lﬁ%mi@}i?“gl) flep-al-

pyrazolotriazine (0.5g, 1.75 mmol) in THF (2 mL)
was added and the reaction mixture was then stirred
under a nitrogen atmosphere for 48 hours. The
resulting suspension was poured onto water and

15 extracted three times with ethyl acetate. The cowbined
organic layers were washed once with brine, dried over
MgSO4 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% yield): mp 50-52°9C; NMR (CDCl3, 300 MHz): 12.35
(br.s, 1H, 7.15-7.00 (m, 3H), 4.40 (q, 2H, J = 7), 4.30
(g, 2H, T =7), 2.4, 2.35, 2.3, 2.2, 2.1 (5 s, 12H),
1.4 (t, 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,OCH3)2, Ry is CHi, Z is
C-CH3, Ar is 2,4-dichlorophenyl)
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mmol ), phosphorus oxychloride (2.7 g, 1.64 nm, 17.4 mmol),

N, N-di ethylaniline (0.63 g, 0.7 nmL, 4.2 mmol) and toluene (20 nL) was
stirred at reflux tenperature for 3 hours, then it was cooled to ambi ent
t enper at ur eWol /38868 vol atil es were removed in vacuo. FlI asRCE/spvmsdgr aphy
(Et OAc: hexane: : 1:2) on the residue gave '

7-chl or o- 5- net hyl - 3- (2- chl or o- 4- net hyl phenyl ) - pyrazol o[ 1, 5-a] pyri m di ne
(900 ny, 84%yield) as a yellowoil: NVR (CDCl[err], 300Hz): 7.35 (s, 1H),

7.28- 15 72(m 1564( A3 5 (s, 3H),
2145 (s, 31 fl"ﬁr‘ 20ylashectin 1o safoipelily 175

7- (pentyl - %Flgz’(rie chl or o-

4- nethylphenyl)pyﬂamuhmprpSQQ]myTﬁdmmathgléEe(ZQAza 1 where Ais CH Rl is
Me, R3 is pendithetdsy fals- Q%raéblbsf.zs @hrfmzénﬁztm phenyl) 25
A sol ution. of %{ epg_ Iamn éé % S “mro

7- chl or o- ﬁo %ﬂ' CPII maly phgn%ﬁl’d?ﬁtﬁfalaﬁf'}l?aea]]pyrl m di ne
(200 ny, 0 65ﬁhmmﬂ)mmqi)danéth¥¢snhdnna ¢BY¢Elﬁr1déinmLhL%awast|rred at
150[ err] C forgi e st rReuk! cdfseateadsb @@1}1 d@é# The
reaction m xt s then red_onto mater 100 n1xe hr ee
extractions V\ﬁ’ti??ﬂ%%’aﬂ OP&*E?"#: Qe \ash FREOVE Hbﬁﬁ d o?ﬁ%nl c layers with
brine, dryingresdstue\y@g penfedfonta dideowatad, remiowzd dbkieblyemd i n vacuo
produced g yebkxOvhdt@dd Gruibkdyhwdtn éé?:gqrrae ae@f%x@ét 1:4)

PhpeboXafigs:
f f or ded whi t 60% 139- 141] C
NVR (CDO [er r9° me%‘dtﬁ]ifr?agéc(ﬁavﬁﬁ% Viere Baghed itk LhiegpReat s (g 11

then dried over MgS04 and filtered. Solvent was
removed in vacuo to give a brown oil. Flash column

chromatography (ethyl acetate:hexanes::1:4) gave one

15 fraction (Rf = 0.5) Solvent was removed in vacuo to
afford a yellow oil (1.0g, 68% yield): NMR (CDCls,300
MHz): 7.55 (d, 1H, J = 1), 7.38 (dd4, 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]-pyrazolo-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 ethancl (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 (CHzCly:CH30H::50:1)
afforded one fraction. Removal of solvent in vacuo

gave a solid (250 mg, 35% yield): mp 118-120°C; NMR
(CDC1;,300 MHz): 7.50 (s, 1H), 7.28 (dd, 2H, J = 8,1),
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=7) 6.02 (d, 1H, J =9), 578 ( s, lH), 3.50-3.39(m lH) 2.45 (s,
3H), 2.36 (s, 6H), 1.82-1.60 (m 4H), 5 .01 (t, 6H, = Anal ysi s
Cal cd for [err 67.31, H 7.06, N, 15. 70 a: 9. 93 Fo
6.95, N, 15. J’?ﬂ‘g 86%.93. 10 The exanpl es delineated in ngq'é's%mr!ray be
prepared by the nethods outlined in Exanples 1, 2, 3 or 6. Commonly used
abbreviations are: Ph is phenyl, Pr is propyl, Me is nethyl, Et is ethyl,
Bu is butyl, Ex is Exanple. 15 Table 7 [err] EX. Z R[err]

ér I\/éZOO[e”] l%“%l(d dyet byJ.pg)per4| oYl g sahgn 2“1'%# 158 3% (m?- i5 1530%/2
- cyc obut 'yl ani_no erfr -
[err] Ty Gudpn (s, 6HY, |2 fé’ogag\%* *a] L‘

2- I\/E-4-C]VEPh Calagrid 40P33072, HAOW: 4C9MR085; Anap.gsu]! Calcd. fperr]

1205[err] C Mg Nl 2- ket drgfu 2 afgyr pRous 5
1206[err] C M Wﬁ{ 5bz & ggafg\g ﬁ 5}’17 ]\1\1/914 6){:\)/:9%11207[2%] C M
N( |VE) Pr 3 Foundie -&4- %Pﬁl H, 5 (ﬂsll ¥208f 67'71] Ct, M&7.50. N( |VE) Et
2- Me- 4- OVePh oi | 1209[ er r] C— Me N( Me) Bu

2- Me- 4- OvePh 0|4 ;\98 %1
o M4 QubPh  odsiE PR ArSHd proselibres and pRa) PSR known |
to one skilled in the art of organic synthesis, the
following additional examples of Tables 1-4 may be
10 prepared.

The examples delineated in TABLE 1 may be prepared
by the methods outlined in Examples 1, 2, 3 or €.
Commonly used abbreviations are: Ph is phenyl, Pr is

15 propyl, Me is methyl, Et is ethyl, Bu is butyl, Ex is

Example.
TABLE 1
20
R?
/l\ N
NZ NN
Z
"\\ .
Ar
BX. z Ry Ar mp(2C)
25 62 c-Me NHCH (CHz0Me) 2 2,4-Cla-Ph 118-120
391bZ . c-Me N{(CHoCH20Me) 3 2-Me-4, 6- (MeO) 2Fh oil
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1212[err] GC M [err] 2-Me-4-OvePh oil 1213k . C Me. [err]

2- Me- 4- OVePh oil 1214 C M [err] 2- Me-4-OwvePh 15 1215
C Me err 2- Me- 4- OvePh 1216 C Me [err] - Me-4- Ph
1217[err] &i%ksm [err] 2- Me- 4- OMePh oi| 1218 "%E}-MEX;’%‘QXE
NHCH(c-Pr)[err] 2- Me- 4- OMePh 1219[err] C Me NH- 2- hexyl

2- Me- 4- OvePh oil 20 1220[err] C M NH- 2- pr opy!

2- Me- 4- OvePh oil 1221P C Me NHCH2- 2-tetrahydrofuryl 2-Me-4-OwvePh -
anor phous 1222[err] GC M NEt (cycl ohexyl) . 2-Me-4-OwvePh - oil
1223 C Me 2 et hyl pi peri dyl 2,5-Me[err] - 4 OwePh 25 1224 C Me
cycl obut yl am' I\/E[err] 4- h 1225 IMF r

2] 5-|\/E[err]-4 ‘fg‘&% %E N(Et) CH et T TorBr meof k114

2, 5- Me2- 4- OVEBbsli‘QN c-m- MB Nn-b\l(ﬂ%hiﬁH[ err[ cz2ife-4,6- (Med) pnVE2- 4- OMEPh

1228 C- Me N( Me) Pr 2,5-Me2-4- OVePh 30 1229 C M
N( Me) Et 2, 5- Me2- 4- OVePh - 134- 1230 C Me NERE B
2,5-Me[err]s 4- OVePh 1231 C— N (Me) propargyl
2,5-Mef[err]- 4 é{;n%B%AB [err] 2,5-Me[err]-4-0OvePh 1233 C Me
[err] 2, 5- err OvePh_5 1234 C Me Jerr]
2, 5-Me[err]- 4adve e3ygis @algd: C, S2L6Py B, SAT. Ne[ &7r974-@verh 1236
C Me [err] 17228;Mepend] -a, GeBR, 1R375.065- Ms 1627 ]Cl,
2,5-Me[err]-4-OvePh,1238 C M [err] 2,5-Me[err]-4-OvePh 10 1239
C Me NHCH(c Pr )lﬁerr 5- NELerr - 4- QvePh

10 Ana s:Ls Caled: d 6, H: 7.72, N, 18.27;

Found: C: 65.77, H: 7.62, N: 18.26.
bv) Analysis Caled: 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 CH3, Z is C-CH3, Ar

is 2,4-dimethylphenyl)

5-Acetamidino-4- (4-methoxy-2-methylphenyl) -3-

'25 wmethylpyrazole, 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 MgSO4,
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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1240 C Me 2- et hyl pi peri dyl 2,4-(Owe)[err] Ph 1241 C Me

cycl obut yl am no ‘ 2,4-(Owe)[err]Ph 1245] C Me ( [;arr] onEd. 8. 16
2,4-(Owe)[err]Ph 1255[err] C Me [err 2,4-(0Owe) [err . 8-
65.6 1256  C\RI938868°  N(Et)CH err]c-Pr 2, 4- (Owe) [ eFTYENEBRY,

C Me N(Pr)CH err]c-Pr 2,4- (Owe)[err]Ph 1258 C Me

N( Me) Pr 2, 4- (O\/b)[err]Ph 1259 C Me N( Me) Et

2,4- (Owe)[err]Ph 20 1260 C Me N(I\/E)Bu

2 Owe P ;,g,g;r 3 v (Owe)[err]Ph
1222( Cz[l\/grr][e??l WQ 'VEon err 5\14%)1 EQQ{JL@’I&? g F TxgoiﬂX(OVE)[err]Ph

1264 CMe ot PBYr]Cﬁ%FlstEQ§659 1)C Me [err]
2, 4- (Ove) [ err] Phaﬂf&ﬁied Calfker remo‘faqr bf solvent?.if (r@@l & hePRoh267 G Me

h137. 8-
[1§r8r]3 30 “1365  Viaghld grhl%gg ) '%E' 210l err]47*‘( M}ﬁé%e‘r@ .

1270[err] C Me 300 MH=: cmzmzcwe)m J = aE.%(ﬂWﬂ)[mr]@@ 1), 6083

1271[err] GC Me (g4, 1m, NUCI;J(EQ{ erd lgs (s, 33) )[%Br]PhJD.% 129. 4
1272 C M I% )r friPe 2 '[err]
C Me Npr A& Fpr 3H): 2.15 A3y, %@\/e) h 1%adcd: |
2- et hyl pi peri dyl 282, 1658QVEPRdr | 2683 .M5B4 (276 H) .C- Me cycl obut yl am no
2,4-(Owve)[err]-5-MePh 1276 C M N( Me) CH2CH=CH2
2, 4- (OVE)[er{ 5- MePh 1277 C Me N(Et)CH err]c-Pr
2, 4- (OVE)[er (%-5-NEPh

EXAMPLE 432

7-hydroxy-5-methyl-3- (2-chloro-
15 4-methylphenyl)pyrazolo[l,5-alpyrimidine
(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 stirriﬁg. 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 (CDCla, 300Hz):
8.70 (br.g 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-5-methyl-3- (2-chloro-
35 4-methylphenyl)pyrazolo{l,5-a]pyrimidine
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10 1278 C M N(Pr)CH err]c-Pr 2,4-(Owe)[err]-5-MePh 1279

C Me N( Me) Pr 2,4-(Owe)[err]- 5-MePh 1280 @ C Me

N( Me) Et 84 (Owe)[err]-5-MePh 1281 C M CN{_I\/EQBU

2, 4- (Ove) [ eMO28%8kph 1282 " M N( Me) pr opar gyl PCT/AUSIIN01824
2,4-(Owe)[err]-5-MePh 15 1283 C M Jerr] 2,4-(Owe)[err]-5-MPh
1284 CMe [err] - 2,4-(0Owe) 2-5-MePh 1285 C Me [err]
2,4-(Owve)[err]-5-MePh 1286 C M [err] 2,4-(Owe)[err]-5-MPh 1287
C Me [err] 2, 4- (OVE)[err] 5- MePh 20 1288 C Me [err]

2o O 115 NERieaaihs (Cullre a 188 s io . ‘h%%#%eirz]gf SN
[err] 2, 4- (C]VE)[err? 53 +13Y2is -qhloro-4 -metw}@lg el err]
2, 4- (OVE)[err] 5- MePh 25 1293 C M N(Et)[err]

LA i O e e

2
2
2, 4- EC]VE) [%er riethydnheny3ddspyrazqse (1, 5- BVF}mldme (1.0 g, 3.5
g, j E%g % er rt]'nmﬁl:)g Bhokpidrus Cb:&l(&:hlorldeN((Et7@'|[Par r6]4E3mBr 17.4
, err r
2 4- (ove)[err“}‘""gn N iekiytani (G (0. 63, g, M b R ?/ES?“BE
2, 4- (OVe) [ er r3nd_tglmene3dg0 wil \was stirred ag \pgfux temperature
2,4-(Owe) [ errfeb-LIHIurk30then Gtvbvas cooled B Nmidient temperature.
2,4-(0Owe 2 -
I e G g i it
2, 4- (Ove) [er r§h hrongtagraply ( 1:2) on the residue ggave
(Owve)[err]-5- 'Gatﬂ.dﬁﬂ-ﬁs-meﬂu% 3- (2 cl'{leurb]-4 metHylpghayl)err] - 5- Cl Ph 1306

C Me | [ epydazoro A, stMBYLEhidine Qo8 mg, 84% yield) as a
yellow oil: NMR (CDCls, 300Hz): 7.35 (s, 1H), 7.28-
15 7.26 (m, 1H)f 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) -5-methyl-3-(2-chloro-
4-methylphenyl)pyrazolo[l,5-alpyrimidine
(Formula 1 where A is CH, Rl is Me, R3 is 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, 0.6S
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 MgS04, 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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1307 C Me [err] 2,4-(Owe)[err]-5-CcPh 10 1308 CM Jerr]

2,4-(0OWe)[err]-5-C Ph 1309 C Me [err] 2, 4- (O\/b)[err] 5-d Ph
1310 C Me err] 2,4-(Owve)[err]-5-C Ph 1311
[err] 2, 4- f‘ﬂ/@gf"[s&?’r] -5-ClPh 1312 C Me NHCH( Et)fET’Pf”"’m“
2,4-(Owe)[err]-5-CAPh 15 1313 C Me N(Et)[err]
2,4-(0Owe)[err]-5-dPh 1314[err] C M 2- et hyl pi peri dyl
2-Me-4,6-(Owe)[err]Ph 145- 149 1315[err] C M cycl obut yl am no
2- Me- 4, 6- (Ove) [=@vXidPh1831mg 13802 Y icldl 6] wpri3E-1¢BoC; NMR NEPE) §£H2 CH=CH2
2- Me-4, 6- (Owe 3 Et R
3 Moo 6. ( Qe [ SSHR r3ta & TR o TigT (@ My i BB p? (@ 2,
2- Me- 4, 6- (OVe) [€rT]Ph €oi0R £8. HB19] & ) 5}’1\%( s' 1H), NGPcPPR2
g- l\/b-4,g EOVE%&M]JI%) Qi. Fslggp[m)r] 2C3bk (s, 6H), 1.86MR)dd (m, 4H),
- Me-4, red P 211.err. - B .
2- Me- 4, 6- (%) [‘grcH P{]u; ghl' %0— ﬂ)ﬂfbagyﬁizcalcg fggrl\&zl\@almmgpar gyl
2- Me- 4, 6- (OWe) [ €T +3Ph HL32306, QIMELS .[70,r F1: 2.93; Found: C, 67.32, H,
2- Me-4, 6- (OVe) [erdd Phy, 132450, CciVE 9.93€rr]
2-NE-4,6(OVE)[err]Ph 1325 [err]
2-Me-4,6-(Owve)[err]Ph 5 1326[err] C Me [err]
2-I\/E-4,6(C]VE)[err]Ph oi | 1327 C Me [err]
2- :Vbign 6- qud[?) [ﬁﬁé]&ﬁﬂ&ﬁ%@[ 861 1ndadd in TSBId 7 may beﬁ ] b O]\-/S)Y[ ig-(r)] Ph
oi err - err
1330 c Me 'ﬁl\—%ﬂéé B{"}%’e'l §q in E"E“‘R/be-ﬁ'\{g %O\/E)T’ér Ph 1331[err]
C Me [ er r¢ommonly- Msed, goGhdtdonpPare: Ph is phenyl, Pr is
propyl, Me is methyl, Et is ethyl, Bu is butyl, Ex is
Example.
15
Table 7
R?
"4§J\\\hr,fh£\
Z
X =
N
Ar
20 BEx. A R Ax mp (SC)
12002 C-Me 2-ethylpiperidyl 2-Me-4-0OMePhS58-
59.5
1201» C-Me cyclobutylamino 2-Me-4-OMePh94.5-
25 96
1202¢ C-Me N (Me) CH5CH=CH;y 2-Me-4-OMePh oil
12034 (C-Me - N (CH2CH=CH»} 2 2-Me-4-0OMePh oil
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1332 C Me NHCH(Et ) [err] 2-Me-4,6-(0Owe)[err]Ph 15 1333

C Me N(Et)[err] 2-Me-4,6-(Owve)[err]Ph 1334[err] CM
NEt ( Bu) 2-Me-4,6-(0Owe)[err]Ph oil 1335 C Me 2eth|p24per|dyl
2-Cl -4, 6- (ONRPYBBE] Ph 1336 C Me cycl obutyl ami no  PCT/USSH18
2-Cl -4,6-(0Owe)[err]Ph 1337 C Me [err] 2-Cl -4,6-(0Owe)[err]Ph 20
1338 C M N(Et)CH err]c-Pr 2-Cl-4,6-(0Owe)[err]Ph 1339 C M
N(Pr)CH err]c-Pr 2-Cl -4,6-(0w)2Ph 1340 C M N( Me) Pr
2-C-4,6-(Ove)[err]Ph 1341 C M N( Me) Et
2-C -4, 6-( grrl 1342 N(
2-C -4, 6- (%%Ferr]imeﬁ 134%‘%’(9’1\?5 Pr Nﬁ%'&ﬁ%ﬁ%
2-0 -4, 6- (OVeppbe r |dRmel AHCH, -G-WetrhRydtofuryl 2-MeCh-4mépy OVE) [ err] Ph 1345
C Me [err] 2-Cl-4,6-(0Owe)[err]Ph 1346 C Me [err]
2-C -4, 6- (Ove) [ eRRPFRRAYR7 G Me [err] 2-0-4,6-(0OWe)[err]Ph 30
1348 OBk 1206ey [oael 2 G (dr fru @i er 1] P3G ouep 349 oif Me
[err] 2-C-4,6-(0Owe)[err]Ph 1350 C Me [err] 2-CO- 46(C]VE)[err]Ph
1351 C—I\/E NHCH(c-Pr)[err] 2-C-4,6-(0Owe)[err]Ph 1352 C Me
NHCH(Et) [errh207az c-%eCl - 4, 6-(%)4&??‘2%]% 5  136%e-4CoMsph ol .
N(Et)[err] A -4,6-(0\/9&;r ' 1354 C, et ypperi y
2-d - pA298%s T gl? e gFﬁ)%gtyl ani no ‘”JV%42°‘&3‘21 OBt 1356
C- Me [emzbsg c-Me2- O - 4- OVi(M8) 8357  C Mz2-Me-4-oMéEH ) CH %&'1] c-Pr
2-C -4-0Ove-Ph 10 1358 C Me N(Pr)CH err]c-Pr 2-C - 4- Ove- Ph
1359  Clfe 12108 C-Mg \e) PrN(Me) propargyd] - 4- OM-Melr419¥ePh C M@ll
N( Me) Et 12114 2°vet M 1E (cns) cr(cHy) CHy)  2-Me-4-OMePh oil

12123 C-Me  N(CH;CH,OMe)CHpCH=CH, 2-Me-4-OMePh oil

1213k C-Me N (CH2CHZ;0Me) Me 2-Me-4-OMePh oil

1214 C-Me N (CH,CH20Me) Et 2-Me-4-OMePh

15 1215 C-Me N (CH2CH,0Me) Pr 2-Me-4-OMePh

1216 C-Me N (CH2CH,0Me) CHye-Pr 2-Me-4-OMePh

121 C-Me NH (CH (CH3) CH,CH3) 2-Me-4-OMePh oil

1218 C-Me NHCH(c-Pr) ; 2-Me-4-OMePh

12198 (C-Me NH-2-hexyl 2-Me-4-0OMePh oil

20 12200 C-Me NH-2-propyl 2-Me-4-OMePh oil

1221p C-Me NHCHz-2-tetrahydrofuryl 2-Me-4-OMePh

amorphous
12229 C-Me NEt (cyclohexyl) 2-Me-4-OMePh oil
1223 C-Me 2-ethylpiperidyl  2,5-Me;-4-OMePh
25 1224 C-Me cyclobutylamino 2,5-Mey-4-0OMePh
1225 C-Me N (Me) CH,CH=CH_ 2,5-Mez~-4-0MePh
1226 .C-Me N(Et)CHyc-Px 2,5-Mez-4-0OMePh
1227 C-Me N(Pr)CHzc-Pr 2,5-Mey-4-0OMePh
1228 C-Me N (Me) Pr 2,5-Mez~4-~-0OMePh
30 1229 C-Me N{Me)Et 2,5-Mez-4-0OMePh
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1361 C Me
- N( Me) pr opar gyl
1364 C-Me [err]

N( Me) Bu

2-C -4-0Owe-Ph 15 1363

2-C - 4- OVe- Ph 1365
2- Cl - 4- OVe- Ph WIBH§8868 C- e

C Me
[err]

2-Cl -4-0Ove-Ph 1362
C Me

C M
[err] 2-C -4-Q0we-Ph

[err]

2-C - 4- OVe- Ph' 136FCTUSSYR}824

[err] 2-Cl -4-0Ove-Ph 20 1368 C M [err] 2-C - 4-Ove-Ph 1369
C Me [err] 2-C -4-Q0Owve-Ph 1370 C Me NHCH(c-Pr)[err]
2-Cl -4-Ove-Ph 1371 C Me 2ethy|piperidy| 2NE45(C]VE)[err]Ph 1372
C Me cycl obut yl am no 2- Me- 4 e& )[err]Ph_25 1373
[err]  2-Me-4, B{0OWeF¥r] Ph 13741 (MegB 2ng 5 U%fé’P"Ff’e o
2- Me- 4, 5- (O\e) [ 441 Phcl@ad5 CNMﬁe)propaMylir)CHEa%tﬂlezJir—OMeph
2-Me-4,5-(0Owe)[err]Ph 1376 C- M Me) P
2- Me- 4, 5- (OMVe) [¥433 PhC1My7 NHECR#ECH:) CH (CHy) %?Eﬁ -Mez-4-OMePh
2-Me-4, 5- (OVB) [ £549 Phedfe  1§f(@m,ciltsdMe) crpcu=cr, 2N6Mid B4 -oMern
2-Me-4,5-(Owe)[err]Ph 13e79 ( K/e’% } l\ﬁ )przopargy%“'B te
2- Me- 4, 5- (OMe) [1334 PhC- 1189- NL(MQCHzfmeIWe [ e2; F-Mez-4-0MePh
2- Me- 4, 5- (Owe) [ Ph_1 C - Me4, 5- [err] Ph 1382
C Me [er rj]%ﬂ f%/lalxgI 5- (O&Q@é?&?ﬁé)ﬁ% %CEAI\?}@ez % %g\/?%rr]
2- Me- 4, 5- (Owe) [¥234 PhC5Mel384 N (CH)EH,OMe) Pr[ err R, 5-M&yId-Oftebh (OVE) [ err] Ph
1385 C Me err] Ph_1386 [err]
2- Me- 4, 5- (Ove) [{e?r-’r'ﬁ PhC1487 NéCMCHzc’Mg%N{«Hq(c 2pryYiRaTy -oMleFh
2- Me- 4, 5- (Ove) [£23d Phclids ﬁH'VQH(CHg)CH%@H{)] 2,3-&%-@-@»4&@1\/9)%”] Ph 10
1389 C Me NHCH(Et)[errllm 4,5-(Qwe)[err]Ph
10 1239 CH{c-Pr), 2,5-Mez-4-0OMePh
1240 C-Me 2-ethylpiperidyl 2,4- (OMe) 2Ph
1241 C-Me cyclobutylamino 2,4~ (OMe)sPh
1245 C-Me N{Me) CH,CH=CH; 2,4- (OMe) 2Ph
1255F C-Me N (CH,CH=CHjy) 2 2,4- (OMe) ;Ph64.8-
15 65.6
1256 C-Me N (Et) CHyc-Pr 2,4- (OMe) 3Ph
1257 C-Me N{(Pr)CHac-Pr 2,4- (OMe)2Ph
1258 C-Me N (Me) Pr 2,4- (OMe) 2Ph
1259 C-Me N (Me) Et 2,4- (OMe) 2Ph
20 1260 C-Me N (Me) Bu 2,4- (OMe) 2Ph
1261 C-Me N (Me) propargyl 2,4-(OMe) 3 Ph
1262 C-Me NH(CH(CH3)CH(CH3)CHj) 2,4- (OMe)zPh
1263 (C-Me  N({CH2CH,O0Me)CH2CH=CH; 2,4-{OMe)2Ph
1264 C-Me N (CH,CH,0Me ) Me 2,4~ (OMe) 2Ph
25 1265 C-Me N (CH2CH,0Me) Et 2,4- (OMe) 2Ph
1266 C-Me N (CH,CH,0Me ) Pr 2,4- (OMe) Ph
1267 C-Me N (CH;CH,O0Me) CHzc-Pr 2,4- (OMe) 2Ph
1268% (C-Me NH (CH (CH3) CH2CHa) 2,4- (OMe)2Ph137.8-
138.3
30 1263 C-Me NHCH (c-Pr) 3 2,4- (OMe) 2Ph
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1390 C Me N(Et)[err] 2- Me-4,5-(0Owe)[err] Ph 1391 C Me
2014 5 (% crr1Ph 1393611 CM - cydl obutylamno b Lo

2-C -4, 5- err err -

2-Cl-4,5- 95838 ph 15 PCT/US99/01824
i e Ol (o) 20 s (am o 1o e o
NiPr)CH[err]c-Pr 2-C -4, 5-(C]VE)[er’r] Ph oil 20 31397[err] C Me

N( Me) Pr 2-d -j, 5- (%)[err] Ph 115- ﬁ; 5298[1255] eﬁME

NE va§§ EL 15-;919 fgp ((O\/E)%[ ‘%’JPHH é“f‘?%zmoo 2@-4|vé°£‘l LJhN( Me) )pFépa]r %ﬁl
2-C -4,5- (0w 01 G 2- : err

1402 c-ﬁ/e “[*Z?‘H Ch 2. clMﬂ Ef{ggfgve)[err] %4368‘?&%"‘(2@5\@

[err] 2-Cl 12964 (Owe) [err] Ph -140- 1404[err] C M [err]

2-C-4,5- (0w i1 1405 [err 5(O\/E)[err]Ph
1406[err](C- N%ﬁﬁ{]e?:']meOI 2.0 -4, 5 %%)[err] by 28 (Gl [err]
.2-Cl -4, 5- (DVE}REIT] RhMB408  C- My (Pr) 4 NHCH(c 224} (gH) 20

2-C-4,5-(Owe)[err]Ph

2-C -4,5- (0w 1 (onge)@-smsplg Owe)[err]Ph

oi| 10 1410]

%ﬂ r] Ph 1409[ er r‘ltfmélmEFﬂléY%]

104-106 1411[ 374 Cd\/bte cyc1bblityiiito  2,4- (MY, ~4-RebOVE) [erT] Ph
of 1276 C-Me N(Me) CH,CH=CH,  2,4- (OMe) ,-5-MePh
1277 C-Me N(Et) CHzc-Pr 2,4- (OMe) 2-5-MePh
10 1278 (C-Me N(Pr) CHzc-Pr 2,4- (OMe) -5-MePh
1279 C-Me N (Me)Pr 2,4- (OMe) -5-MePh _
1280 C-Me N (Me) Et '2,4- (OMe) 2-5-MePh
1281 C-Me N (Me) Bu 2,4- (OMe) 3-5-MePh ;
1282 (C-Me N{Me) propargyl 2,4- (OMe)3-5-MePh '
15 1283 C-Me NH(CH(CH3)CH(CH;3)CH;3)2,4- (OMe)4-5-MePh
1284 C-Me N(CH;CHpOMe)CH,CH=CH;2,4- (OMe),-5-MePh
1285 C-Me N (CH,CH0Me)Me  2,4- (OMe) ;-5-MePh
1286 C-Me N(CH;CH2OMe)Et  2,4- (OMe)2-5-MePh
1287 C-Me N (CH,CH2OMe)Pr  2,4- (OMe) 2-5-MePh
20 1288 C-Me N(CH;CH,0Me) CHac-Pr 2,4- (OMe) -5-MePh
1289 C-Me NH (CH(CH3) CHCH3) 2,4- (OMe) ;-5-MePh
1290 C-Me NHCH (c-Pr) 3 2,4- (OMe) ;-5-MePh
1291 C-Me N (CH;CH,;0Me) 5 2,4- (OMe) ;-5-MePh
1292 C-Me NHCH (Et) 3 2,4- (OMe) ;-5-MePh
25 1293 C-Me N(Et) 2,4- (OMe) 2-5-MePh
1294 (C-Me 2-ethylpiperidyl 2,4-(OMe);-5-ClPh
1295 C-Me cyclobutylamino 2,4-(OMe),-5-ClpPh
1296 C-Me N(Me) CH,CH=CH;  2,4- (OMe)3-5-ClPh
1297 C-Me N (Et) CHac-Pr 2,4- (OMe) 2-5-C1lPh
30 1298 C-Me N (Pr) CHac-Pr
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1412[err] C M NEt ( Bu) .2-C-4,5-(Owe)[err]Ph oil 1413

C Me 2- et hyl pi perldyl 2-C -4-0ve-5-MePh 15 1414 C Me

cycl obut yl am no.g %3 - 4- C]VE 5- MePh 1415 C Me [err]

22 - 4- OMe- 5- MePh C- Me N(Et)CH err]c-Pr  2- O PETRSMMIENEPH
1417 C M N(Pr)CH err]c-Pr 2-C -4- Ove-5- MePh 1418 C M-

N( Me) Pr 2-C -4-0Ove-5-MePh 20 1419 C M N(Nb)Et

2-Cl - 4- Ove-5- MePh 1420 C Me N( Me).Bu 2-C - 4- Ove-5- MePh 1421
C- Me N( Me) pr2e@ar gq/+Me 2 a - 4 ONMeFPREPh 14224~ (Q‘!:ien\)/e 5f6+Fh

é S/e_ 4 O3 [err]g J°42c9 ’?f’ove 5- E‘Jﬁl"fﬁg I\/é £ r‘ﬂ"'e‘[q]'vb?’ES(:M‘Eh 25 14z

2- Cl - 4- Ove- 5- MeRl3ok426C-MeC- Me N@e)Bu 2- CI 244 O\eMeD2MBPR1ER 27 C M

err] 2-Cl-4-0Owe-5-MePh 1428 - err -Cl-4- -5-MgPh 30 1429
[C- NE] NHCHEO2Pr ) §815 | y ('gé’cﬁ’r%’%ﬁé’l] I\/éP%I' &WSCC#%
NHCH( Et)[err]s 13032 C& Meﬂ\@ﬂ%ﬁ/&ﬂﬁ)ck%ﬁg)malé% (or&)lybs ClPh

N(Et)[err] -0 - 4- OMe- 5- MePh 1432 Bu)
2-C - 4- OVe- 5- Nemof433c M%—N@(Cﬂzcwpnﬁgﬁ*b&%ay# (%‘!echz- eV 4- MePh 1434
C Me cycl ohulod ang e 2- C'N@H Dfore'YhBh 52,45%we) Cslyélph
N( Me) CH2CH=CH2 ~2-d - 6- OVe- 4- Me %6 NCEt) rr]c-Pr
2-C - 6- Ove- 4- I\/EPJr$0§437C MeC- Ve N(CHszanﬂVl)eQIHBC P2, 4- (@4&212 6 4- MePh 1438
C Me G 20% 4 MaPh 1439 o CoMeo N( Me) Et
20 -6 - a- POl Gy o MCHaCHioMfRRl | 3ok ol scien o o ey
10 1308 C-Me  N(CH,CH,OMe)CH,c-Pr 2,4-(OMe);-5-C1lPh
1309 C-Me NH (CH (CH3) CHaCH3)  2,4- (OMe) 2-5-C1Ph
1310 C-Me NHCH (c-Pr) 2 2,4- (OMe) 2-5-ClPh
1311 C-Me N (CH;CHz0Me) 2 2,4- (OMe)2-5-C1lPh
1312 C-Me NHCH (Et ) 5 2,4- (OMe) 2-5-C1Ph
15 1313 C-Me N{Et) > 2,4- (OMe) 2-5-ClPh
1314Y C-Me 2-ethylpiperidyl 2-Me-4,6-(0Me);Ph
_ 145-149
© 13152 C-Me cyclobutylamino 2-Me-4,6-(0OMe)s;Ph
131-133
20 131633 C-Me N(Me)CH,CH=CH,  2-Me-4,6-(OMe);Ph oil
1317 C-Me N (Et) CHzc-Pr 2-Me-4, 6~ {OMe) 2Ph
13183b C-Me N(Pr)CHyc-Pr 2-Me-4,6-(0OMe)Ph  oil
25 1319%98¢ C-Me N(Me) Pr 2-Me-4,6-(0OMe)Ph oil
132034 C-Me N (Me) Et 2-Me-4,6- (OMe)Ph  oil
132123¢ C-Me N(Me) Bu 2-Me-4,6- (OMe) 2Ph  oil

30
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1441
1443

C Me
C Me

[err]

N( Me) pr opar gyl
[err] 1444

err

C Me [err]

2-C - 6- OVe- 4- MePh 1446
2 CI 6- O\ve- MOS8 147

2- Cl - 6- Ove- 4- MePh 1449
2-C -6-Ove-4-MePh 20 1450

2- Cl - 6- Ove- 4- MePh 1451

. 1452

C Me

2 et hyl pi peri c?)ﬁ )y
2, 6- I\/ta[err] 4-329% PhC 28e 1mRKCH(g{j\)[:pH(CH3)C{iB)r2f-]Me -4,6- (OMe) Ph\k[ er r ] - 4- OMePh

1456 C M

N(Pr)CH err]ct
2, 6- Me[ err] - 432A¢PhciMé9

2,6-Me[err
2,6-Me[err
- 142 -
[err]
2,6-Me[err] -
C Me
- 2,6-Mef[err] -
C M
10
15
20
25
30

g-ue

Et ( Bu
Me[err

C Me [err]
C e

C M

C Me

3y e Rk i) copgpieifite it

2-C - 6- Ove- 4- MePh 1442

C M

[err]

2-Cl - 6- OVe- 4- MePh 15 1445

C Me [err]

_2- C - 6- Ove- 4- VEPIVUSIHADES24

C Me

NHCH(c-Pr)[err]

NHCH(Et)[err]
N(Et)[err]

»N‘(Me)rc:]ve% Fg'1y16 O‘élﬁé Nbeh(éﬁéﬁzph

2-d -

6- OVe- 4- MePh
C- Me

cl obut yl am no

~4oidflh

CN\E‘H;CH;OMe)Md\I( Ve HMe-4,6- (OMe)2Ph

-4- OvePh 30 1460

| Pides,

NHCH(c Pr)[err]

13293x

1330
1331v%
1332
1333
1334%
1335
1336
1337
1338
1339
1340
1341
1342
1343
1344
1345
1346
1347
1348

C- ﬁ
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C-Me

C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me
C-Me

C-Me

C-Me
C-Me
C-Me
C-Me
C-Me
C-Me

- AA@PnCide1  C chnzomgh\% pr
1462 CM [err]
Mg 4- 14
4naaeph Siigs H,%&f@rg

NH (CH (CH3) CH2CH3)

NHCH (c-Pr) 2
N (CH2CH20Me) 2
NHCH (Et) 2
N(Et)2
NEt (Bu)

2-ethylpiperidyl

cyclobutylamino *

N (Me) CHCH=CH>
N (BEt)CHac-Pr
N(Pr)CHyc-Pr

N (Me) Pr
N (Me) Et
N (Me) Bu
N (Me) propargyl

1457 C M
N( Me) Pr

o%’?l\%gﬂ%' (O¥e 2Bl o2} - 4- OVEPH

I\/E[ err]-4-0OvePh 1463

C Me

2’2”%’%[(2%‘%’ FM\veph 5 1466

'\@%{Ebﬂ%\\%\%ﬂg clffra- MeCdV% (OMei{ﬁ{
2,6-Mef[err] - 4 OVEPh

2-Me-4,6- (OMe) 2Ph

2-Me-4, 6- (OMe) 2Ph
2-Me-4,6- (OMe) 2Ph
2-Me-4, 6- (CMe) zPh
2-Me-4,6~ (OMe)oPh
2-Me-4,6- (OMe) 2Ph
2-C1-4,6- (OMe) 2Ph
2-Cl-4,6-(OMe) 2Ph
2-Cl-4,6- (OMe) 2Ph
2-Cl-4,6- (OMe) 2Ph
2-C1-4,6- (OMe) zPh
2-C1-4,6- (OMe) sPh
2-C1-4,6- (OMe) 2Ph
2-Cl-4,6- (OMe) 2Ph
2-Cl1-4,6- (OMe) 2Ph

NH(CH (CH3) CH(CH3) CH3) 2-C1-4, 6~ (OMe) 2Ph
N (CH,CH;0Me ) CH,CH=CH32-C1 -4, 6~ {(OMe) 2Ph

N (CH,CHz0Me ) Me
N (CH;CH,;0Me) Et
N (CH,CH,0Me) Pxr
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2-Cl-4,6- (OMe) 2Ph
2-Cl-4,6- (OMe) 2Ph
2-Cl-4,6- (OMe) 2Ph

roil
OVEPh 1469

107-110

oil




. NHCH(Et)[err] 2,6-Me[err]-4-0OvePh 10 1471 C M
2,6-Me[err]-4-0OvePh 1472 C Me NEt ( Bu)

C Me 2- et hyl pi peri dyl 2-Cl -4- Ove-5- FPh 1474
2-Cl - 4- OMe-5- FPh 1475[ err] G MePCT/US99SR4 |

1470 C-Me
N(Et)[err]
2,6-Me[err]-4-OMePh 1473

- Me cycl"Od3F&ni no
2-C - 4- Ove- 5- FPh oil 15 1476 C Me N(Et)CH err]c-Pr
2-Cl -4-0Owve-5-FPh 1478 C M N(Pr)CH err]c-Pr 2-C - 4- Ove- 5- FPh
1479[err] C M N( Me) Pr 2-C F4hC]VE 5- FPh 0|CI 20 1480[err]
2 Et -
N(VE) B 200 4 550 5. PR TRl 2- Qg s tmel el

2-d - 4- Ove- 5 FPHA 35283 C- Me—lve IFH&WH(CHg)CI-Izcns) 22@1:14 ,@VgoleFjPn 25 1484

C Me err 1485

AR 5. epd3hss S 1. %&‘?F 04 e, élvéoﬁe{:aﬂ%’ 1487 CMe
[err] 013520VE:-54d:Ph 1488NHcﬁI{Me)2 [erslci-a, 5 éOQe%Ph‘l Owve- 5- FPh
30 1489[err err] -d - 4-Ove-5- FPh sol | 1490

C Me ?(g Pr)§ 21’tﬁEt42c1ve 5- FPH 149 SF40M2) 4Bh\e

NI(—lCH§ I[Et)[]err] 1354 2'(.(:'Me4 %%tﬁf’}lpxp@kkd}f'%[eirc]l ¢-Me-pn
N(Et)[err

OMe- 5-
96- 98 1493[ err] 1%5%9 ¢-tie ﬁEFF%B‘)‘tYlamm 2. O2-FlofeOMe@m o |
C Me 2- et hytpbperiGiyle 2- C]Nmﬂ‘@izﬁmvﬁﬂ‘h 149& C1C4MoMe -Ph
cycl ObUtW am no %370 y\e- 6- Nbﬂbt])ﬁxgc ps 2-C1-4-OIJ1e-Ph

2-C -4-0we

1494

10 1358 C-Me N (Px) CHac-Pr 2-C1-4-OMe-Ph
1359 C-Me N{(Me)Pr 2-C1-4-0OMe-~-Ph
1360 C-Me N(Me) Bt 2-Cl-4-OMe-Ph
1361 C-Me N (Me) Bu 2-Cl-4-OMe-Ph
1362 C-Me N (Me) propargyl 2-C1-4-OMe-Ph

15 1363 C-Me NH(CH(CH3)CH(CH3)CH3;) 2-Cl-4-OMe-Ph
1364 C-Me N(CH,CHpOMe)CHyCH=CH, 2-Cl-4-OMe-Ph
1365 C-Me N (CH2CH,0Me ) Me 2-Cl-4-0OMe-Ph
1366 C-Me N{CH;CH,O0Me) Et 2-Cl-4-OMe-Ph
1367 C-Me N (CH3;CH;O0Me) Pr 2-C1-4-OMe-Ph

20 1368 C-Me N (CH3CH30Me) CHao-Pr 2-Cl-4-0OMe-Ph
1369 C-Me NH (CH (CH3) CH3CHa) 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)aPh
1372 C-Me cyclobutylamino 2-Me-4,5-(OMe)>Ph

25 1373 C-Me N (Me) CH;CH=CH, 2-Me-4,5- (OMe) oPh
1374 C-Me N(Et)CHzc-Pxr 2-Me-4,5- (OMe) ,Ph
1375 C-Me N (Pr)CHyc-Pr 2-Me-4,5- (OMe) Ph
1376 C-Me N (Me) Py 2-Me-4,5- (OMe) ;Ph
1377 C-Me N(Me)Et 2-Me-4,5- (OMe) ;Ph

30 1378 C-Me N (Me)Bu 2-Me-4,5- (OMe) oPh
1379 C-Me N (Me)propargyl 2-Me-4,5- (OMe) Ph

-139-



10 1497 CMe N(Et)CH err] C Pr 2-d - 4- Ove- 6- MePh 1498 G Me

;
N (Pr)CH err]c-Pr 2-Cl - 4- OMe- 6- MePh 1499 G Me N( Me) Pr
2-Cl - 4- Ove- 6-“1}%;3 00 C Me N( Me) Et 2-Cl -4-Qwve-6- MePh 1501
C Me 2-Cl - 4- OMe- 6- MePh 15 1502  CPROBE/US99/01824
N( Me) pr opar gyl 2-Cl -4-Owe-6-MePh 1503 GC M [err]
2-C -4- Ovke- 6- MePh 1504 C Me [err] 2-d -4- Owve- 6- MePh 1505
C Me [err] 2-Cl - 4- Ove- 6- MePh 1506 C Me [err]
2-Cl - 4- Ovke- 6- MePh 20 1507 OWe- 6- MePh 1508
C M [err] 1380 %C*%Céwéc%(%ﬁﬁ“zg%g“e @ﬁvb(ome)zflérr
2-0 -4-Ove-6- Megh 1%1lMe Qvt\éhzcn OMe)éﬂH@ﬂ@@H ﬁ)lﬁ@lé,ls (oMe) 2B - 4- OVE- 6- MePh
1511 C Me NHCH( Et ) [ e MePh 25 1512 G Me
N( Et)[err] 1382 2.GeMes- Ove- 81 zﬁ?yiéMe o R/eMe 4 5- (OMeNE?leBu)
2-d - 4- £ 1%l G Mey(cu,ch,BMBYED pegLﬂ¥l4 5- (oM2) YBh er ] N- 4- Me-
pyrid-3- yI %% cMve. - cy((: 2outzy a¥1 no [( f 4- Me- 30
pyrid-3-ylSs 151584 CQviMe [ B{¢H2CH20Me) PB- I\/EFeMe-}‘Nrﬂ- me)pym d- 3- yI -144-
1517 C Me -yeler g 14N yrid-3 1518
C Me N'TER) %F‘farr] cﬁw&’*z‘r’”‘%)%fe??] %%lgn;e @Mi 5‘9 5 1519
C Me 1388 Ve )Rme NH (CH (CHVE(® OHzIN- 42Mie-4)5 (M) ¥bh
1387 C-Me NHCH (c-Pr) 2 2-Me-4,5- (OMe) 2Ph
1388 C-Me N (CH;CH,0Me) 2 2-Me-4,5- (OMe) 2Ph
10 1389 C-Me NHCH (Et) 2 2-Me-4,5- (OMe) 2Ph
1390 C-Me N(Et): 2-Me-4,5- (OMe) Ph
1391 C-Me NEt (Bu) 2-Me-4,5- (OMe) 2Ph
1392 C-Me 2-ethylpiperidyl 2-Cl-4,5-(0OMe)aPh
1393ab C-Me cyclobutylamino 2-Cl-4,5-(OMe)2Ph
15 121-122
1394231 C-Me N (Me) CH,CH=CH 2-C1-4,5- (OMe) 2Ph
122-126
1395 C-Me N (Et)CHzc-Pr 2-Cl-4,5- (OMe) 2Ph
139638} C-Me N(Pr)CH,c-Pr 2-Cl1-4,5-(OMe),Ph  oil
20
13972k C-Me N (Me) Pr 2-C1-4,5- (OMe) 2Ph
115-117
13983l c-Me N(Me) Et 2-Cl1-4,5-(OMe) 5Ph
115-119
25 13993m C-Me N (Me)Bu 2-Cl-4,5-(0OMe)2Ph oil
1400 C-Me N (Me) propargyl 2-Cl-4,5-(OMe) ,Ph

1401 C-Me NH(CH(CH;)CH(CH3)CHj)2-Cl-4,5- (OMe),Ph
1402 C-Me N(CH,CH,O0Me) CH2CH=CH;2-Cl-4,5- (OMe);Ph
30 1403 C-Me N{(CH,CH,OMe)Me  2-Cl-4,5- (OMe) ,Ph
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1520 C Me . N(Me) Et 6- Me[err] N-4-Me- pyrid-3-yl 1521
C Me N( Me) Bu 6- Me[err] N-4-Me- 10
pyrid-3-yl 152 - N( Me) pr opar gyl 6- Me[err] N-4- Me-
pyrid-3-vyl 152?0”@-8% [err] 6- Me[ er r] N- 4-RGE/USIYOI8HL 3 y |
15 1524 C Me [err] 6- Me[err] N-4-Me- pyrid-3-yl 1525
C Me [err] 6- Me[err] N-4- Me- pyrid-3-yl 1526[err] C Me
[err] 6- Me[err] N-4- Me- oil 20
pyrid-3-yl 1527 j4qqabec-Me [ efr(bH,CHa0Me) Bt 62Mel o4 r5-NOHe)MpPh pyoill- 3- vl
1528 C Me [err] 6- Me[err] N-4-Me- pyrid-3-yl 25 1529
C Me [err] 6|\/E[err]l\|-4|\/e pyrid-3 -yl 1530 C Me
NHCH( c- Pr)[err] 1405 C- x&m[erM(M4cwmepwrl d- 3-g1 -4.581(0¥e? pPIC- Ve
[err] - Me[ err%l\l—4 Me- i1
pyrid-3-yl 103- 1wsf83 e r] @WézCHzOMe)Cqu@T( Brfiete§- (OMe)Ph ol
6-Me[err] N-4-dve- - 145- pyrid-3-yl 153-154 1533[err] C M
N( Et 6- Ve N-4- Me-
(Et)Lerr] 1207 O CohE" I N8 tcmy) cupems)  2-c1-4,5- (ome) 570
1408 C-Me NHCH (c-Pr) 2 2-Cl-4,5-(0OMe) 2Ph
14093P C-Me N (CH,CH20Me) 2 2-Cl-4,5-(0OMe)Ph  o0il
10 1410249 C-Me NHCH (Et) 3 2-Cl-4,5- (OMe) 3Fh
104-106
1411ar C-Me N(Et) 2 2-Cl-4,5- (OMe)sPh oil
141228 C-Me NEt (Bu) . 2-Cl-4,5-(0Me),Ph  oil
1413 C-Me 2-ethylpiperidyl 2-Cl-4-OMe-5-MePh
15 1414 C-Me cyclobutylamino 2-Cl-4-OMe-5-MePh
1415 C-Me N (Me) CH,CH=CH32 2-Cl-4-OMe-5-MePh
1416 C-Me N(Et)CHzc-Pr 2-Cl-4-OMe-5-MePh
1417 C-Me N(Pr)CHzc-Pr 2-Cl-4-OMe-5-MePh
1418 C-Me N (Me) Pr 2-Cl-4-COMe-5-MePh
20 1419 C-Me N({Me)Et 2-C1-4-OMe-5-MePh
1420 C-Me N (Me)Bu 2-Cl1-4-OMe-5-MePh
1421 C-Me N (Me) propargyl 2-C1-4-OMe-5-MePh
1422 C-Me NH(CH(CH3)CH{CH3)CH3)2-Cl-4-OMe-5-MePh
1423 C-Me N({CH3;CH;0Me)CH;CH=CH32-Cl-4-OMe-5-MePh
25 1424 C-Me N (CH,CH,OMe ) Me 2-Cl-4-OMe-5-MePh
1425 C-Me N (CH,CH;0Me) Et 2-Cl-4-OMe-~5-MePh
1426 C-Me N (CH;CH,0Me)Pr  2-Cl-4-OMe-5-MePh
1427 C-Me N (CH,CHzOMe) CHyc-Pr 2-Cl-4-OMe-5-MePh
1428 C-Me NH(CH(CH3) CH;CH;) 2-Cl-4-OMe~5-MePh
30 1429 C-Me NHCH (c-Pr) 3 2-Cl-4-OMe-5-MePh
1430 C-Me NHCH (Et) 2 2-Cl-4-OMe-5-MeFh
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pyrid- 3-yl

117-118.1534

C Me
[err]
N(Et)CH err
N(Pr)CH err
pyrid- 3-yl
1540 C M
C M
N( Me) pr opar
6- MeO- 4- Me-
C M [err]
6- MO 4- Me-
pyrid-3-yl
5

10

15

20

25

30

y C- Me 2- et hyl pi peri dyl 6- MeO- 4- Me- pyrid-3-yl 1535
(I)ggbutd\él am no 6- MO 4- Me- pyrid-3-yl 10 1536 C Me
6- MeO- 4- Me- pyrid-3-yl 1537 C-Me  PCT/US99/01824
] c-Pr 6- MeO4- Me- pyrid-3-yl 1538 G M
]c-Pr 6- MO 4- Me- 15
1539 C M N( Me) Pr 6- MO 4- Me- pyrid- 3-yl
N( Me) Et 6- NbC>4 Me- pyrid-3-yl 20 1541
gy t43 Mg oo g e MR- 5.y h el Gpre g tdeen ) 1
2432 C-Me NEt (Bu) 2 Cl-4-OMe-5pMePll- 3 yl 1544
REEEN 3 y 23(';/901 A %g&ilﬁy){' 3564P- 6 -dmeMa -MePh [if ua
151434 caeLpbutylaming veer 6L 16 Mgy A l‘u‘egheyl - 146-
1435 C—Me N (Me) CH,CH=CH; 2-Cl-6-OMe-4-MePh
1436 C-Me N (Et)CHac-Pr 2-Cl-6-OMe-4-MePh
1437 C-Me N(Pr)CHzc-Pr 2-Cl-6-OMe-4-MePh
1438 C-Me N (Me) Pr 2-Cl1-6-OMe-4-MePh
1439 C-Me N (Me)Et 2-Cl-6-OMe-4-MePh
1440 C-Me N (Me)Bu 2-Cl-6-OMe-4-MePh
1441 C-Me N (Me) propargyl 2-Cl-6-0OMe-4-MePh
1442 C-Me NH (CH (CH3) CH{CH3) CH3) 2-Cl-6-0OMe-4-MePh
1443 C-Me N (CHyCH,0Me) CH2CH=CH32-C1 -6 -OMe-4-MePh
1444 C-Me N (CH,CH,0Me ) Me 2-Cl-6-OMe-4-MePh
1445 C-Me ‘N (CH,CH,0Me) Et 2-Cl-6-OMe-4-MePh
1446 C-Me N (CH2CH,OMe) Pr 2-Cl-6-OMe-4-MePh
1447 C-Me N (CH;CHZ0Me) CHpc-Pr 2-Cl-6-OMe-4-MePh
1448 C-Me NH (CH (CH3) CHCH3) 2-Cl-6-OMe-4-MePh
1449 C-Me NHCH (c-Pr) 2 2-Cl-6-OMe-4-MePh
1450 C-Me NHCH (Et) 2 2-Cl-6-OMe-4-MePh
1451 C-Me N(Et) 2 2-Cl-6-OMe-4-MePh
. 1452 C-Me NEt (Bu) 2-Cl-6-OMe-~-4-MePh
1453 C-Me 2-ethylpiperidyl 2,6-Mez-4-0OMePh
1454 C-Me cyclobutylamino 2,6-Me2—4-0Me§h
1455 C-Me N (Me) CH,CH=CH; 2,6-Me;-4-OMePh
1456 C-Me N(Et) CHzc-Pr 2,6-Mey-4-0OMePh
1457 C-Me N(Pr)CHyc-Pr 2,6-Mes~4-0OMePh
1458 C-Me N (Me) Pr 2,6-Me;-4-OMePh
1459 C-Me N (Me) Et 2,6-Mez-4-OMePh
1460 C-Me N (Me) Bu 2,6-Me;-4-OMePh
1461 C-Me N(Me) propargyl 2,6-Mez-4-0OMePh
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1548 C Me [err] 6- MO 4- Me- pyrid-3-yl 1549 C Me [err]

- 6-MeO 4- Me- pyrid-3-yl 5 1550 C Me NHCH(c-Pr)[err

6- MO 4- Me- pyrid-3-yl 1551 C Me [err] 6- ?\/t[304] rid-3-yl

155_2OI 30—:\/@1552099/3880&04( Et)[err] 6- MeO- 4- Me- 10 pCTUSIs

pyrid-3-y C Me N(Et)[err] 6- MO 4- Me- rid-3-yl

1554- C Me 2- et hyl pi peri dyl 4,6-Me[err]- pyri d- 3-yl 1gy 1555 Y

C Me cycl obut yl am no 4,6-Me[err]- pyrid-3 1556 C Me

[err] 4,6-Me[err]- pyrid-3-yl 1557 C-Me t gH[err]c Pr

?;’ IE\S/éNE[err]- 201462 C-Me | NH(CH(CH3)CH(CH3)CH3) 2,6-Mez- %&F‘é 3-yl 1558

Ni VE) Pr NCPr) &G CH[e ¢- Pry ﬁcﬁzcg,romgﬁcﬁzé@l@izr]z . ePME;-Or-DMelPh1559 G- Me
[erT 25 1560 C Me N( Me) Et

4, 6- 3@%er{]152¥i46h13 ELMé561 NICHaCHoOMe) Me N( M2y BqMe2-2-0MePh 4 5 \plerr]-
pyri y C g
pyrid-3-yl 1563146%. M&- MFerr] &%88% pyr| 64M§2M§I(ﬁét’h 30

5§ 1466 C-Me N (CH,CH2,0Me) Px 2, 6—%L2-4 OMePh
1467 C-Me N (CH;CH,OMe) CHac-Pr 2, 6-Mep-4-OMePh
1468 C-Me NH (CH (CH3) CHaCH3) 2, 6-Mez-4-OMePh
1469 C-Me * NHCH{c-Pr)a 2,6-Mez-4-OMePh
1470 C-Me NHCH (Et) 2 2,6-Meg-4-0MePh
10 1471 C-Me N(Et)a 2,6-Mez-4-0OMePh
1472 C-Me NEt (Bu) 2,6-Mez-4-OMePh
1473 C-Me 2-ethylpiperidyl 2-Cl-4-OMe-5 -FPh’
1474 C-Me cyclobutylamino 2-Cl-4-OMe-5-FPh
1475b¢ C-Me N (Me) CH;CH=CHZ 2-Cl1-4-OMe-5-FPh  oil
15
1476 C-Me N (Et) CHzc-Pr 2-Cl-4-OMe-5-FFPh
1478 C-Me N (Pr) CHac-Pr 2-Cl-4-OMe-5-FPh
147950 C-Me N (Me) Pr - 2-Cl-4-OMe-5-FPh o0il
20 1480bPc C-Me N (Me) Et 2-Cl1-4-OMe-5-FPh  o0il
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(CH;)CH(CH3)CH3)2-Cl-4-OMe-5-FPh
25 1484 C-Me N(CHQCH;OMe)CH2CH=CH22-Cl-4-OMe-5-FPh

1485 C-Me N (CH,CH20Me) Me 2-Cl-4-OMe-5-FPh
1486 C-Me N (CH,CH,0Me) Et 2-C1-4-0OMe-5-FPh
1487 C-Me N (CH,CH,OMe) Px 2-Cl-4-OMe-5-FPh

1488 C-Me N (CH,CH,0Me) CHzc-Pr 2-Cl-4-OMe-5-FFh
30 1489%Pd C-Me - NH (CH (CH3) CHpCH3)  2-C1-4-OMe-5-FPh

solid
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-147- 1564 C Me
[err] 4, 6-Me[err] -
b ety
pyrid-3-yl 1569 C—NE
NHCH(c-Pr)[err]
[err] 4, 6- Me er]
4,6-Me[err]-1938i d <3l
?:— E/ENE[ err] %%y:i' pi per| dyI
cycl obut yI am no
2,6-Me[err] -, pysbd-c3;
2,6-Meferr]- pyrl d-3-y
2,6-Me[er$] -
1493PS C-Me
1494 C-Me
1495 C-Me
1496 C-Me
10 1497 C-Me
1498 C-Me
1499 C-Me
1500 C-Me
1501 C-Me
15 1502 C-Me
1503 C-Me
1504 C-Me
1505 C-Me
1506 C-Me
20 1507 C-Me
1508 C-Me
1505 C-Me
1510 C-Me
1511 C-Me
25 1512 C-Me
1513 C-Me
1514 C-Me
1515 C-Me
30
1516 C-Me

2-ethylpiperidyl

cyclobutylamino
N (Me) CH;CH=CHj3
N(Et)CHzc-Px
N (Pr)CHzc-Px
N({Me) Pr
N(Me) Et
N (Me)Bu
N (Me) propargyl

2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-C1-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-0OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-C1-4-OMe-6-MePh

NH (CH (CH3 ) CH (CH3) CH3) 2-C1-4-OMe-6-MePh
N (CH,CH,0Me) CHCH=CH32 -C1-4-OMe-6-MePh

N (CH2CH;0Me) Me
N {CH,CH,OMe) Et
N (CH;CH,0Me) Pr

N (CH,CH,0OMe) CHzc-Pxr
NH (CH (CH3) CH2CH3)

NHCH (¢c-Pr) 2
NHCH (Et) 2
N(Et)2
NEt (Bu)

2-ethylpiperidyl

cyclobutylamino

N (Me) CH,CH=CH2
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2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-C1-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6-MePh
2-Cl-4-OMe-6~MePh
2-Cl-4-OMe-6-MePh
6-MesN-4-Me -
pyrid-3-yl
6-MepN-4-Me-
pyrid-3-yl
6-MesN-4-Me-
pyrid-3-yl

[err] 4,6-Me[err]- pyrid-3-yl 1565 C- Me
pyrid-3-yl 5 1566 C Me [err]
1567 C Me [err] 4,6-Me[err] -
[err] 4,6-Mef[err]- 10 PCT/US99/01824
[err] 4,6-Me[err]- pyrid-3-yl 1570 C Me
4, 6 Me[err]- pyrid-3-yl 15 1571 C Me
yt yl 1572 C, CH(Et)[err
1573 RH%H?@& Y2 27 ﬁ?(‘ét)?e”ﬁ -FRHCH(EL) [err]
NHCH(Et) 2-Cl-4-OMe-5-FBH i do3lyl 1574
?\/E[err] pyrid-3-yl 1575 C Me
2, 6-I\/E[err] pyrld 3-yl 25 1576 C Me [err]
1577  Guide), N( B )cHlseomé s Hreh
1578 C Me N(Pr)CH err]c-Pr
96-98
NEt (Bu) 2-Cl-4-OMe-5-FPh oil




30

. _ pyrid-3-yl 1579 C Me
NE N'Vgg o , 20 ['Vggf]rr]- pyrid-3-yl -148- 1580 CMe
2,6-Me[err]- 6\7‘??9@3%‘-8 s 1582 CNe NCNVEY e rerudofti
5 6- Mo (Me) propar gyl
,6-Me[err]- pyrid-3-yl 1583 C M [err] 2. 6- Me[ er
pyrid-3-yl 1584 G Me [err] 2,6-Me[err]- 10 N
pyrid-3-yl 1585  C M [err] 2,6-Me[err]- pyrid 3-yl 1586
G Me [err] 26I\/Eerr %rldByl 15 1587 Y [err]
2,6-Me[err]- pyLsir 3- g-M&588 2¢ R | 6-NgK- ﬁ,ellﬂ%rr] ds 3o v
1589 = C M [err] 2, 6- I\/E[err] 20 id-3-vl pyrid-<-y
pyrid-3-yl 1590 C M NHCH( G- Pr) [er r] B 6 e[ e
pyrid-3-yl 15911518 Mg-Me VSRS RPN 4-fie i d-BEH-ZS
1592 C-Me NCH(EL) (o1 1] b gy iyt a3y
5 1519 C-Me N(Me) Px 6-MeoN-4-Me-
pyrid-3-yl
1520 C-Me N (Me)Et 6-MegN-4-Me-
pyrid-3-yl
1521 C-Me N {Me)Bu 6-MeoN-4-Me-
10 pyrid-3-yl
1522 C-Me N (Me) propargyl 6-MegN-4-Me-
pyrid-3-yl
1523 C-Me NH(CH(CHa)CH(CH3)CH3) 6-MesN-4-Me-
pyrid-3-yl
15 1524 C-Me N(CHCH,OMe)CH;CH=CH; 6-Me;N-4-Me-
pyrid-3-yl
1525 C-Me N (CHyCH,0Me) Me 6-MegN-4-Me-
pyrid-3-yl
15263t C-Me N (CH;CH,0Me) Et 6-MeyN-4-Me- oil
20 pyrid-3-yl
1527 C-Me N (CH;CH;0Me) Pr 6-MeaN-4-Me-
pyrid-3-yl
1528 C-Me N (CH,CH,0Me ) CHac-Pr 6-MegN-4-Me-
pyrid-3-yl
25 1529 C-Me NH (CH (CH3) CH2CH3) 6-MeyN-4-Me-
pyrid-3-yl
1530 C-Me NHCH (c-Pr) 2 6-Me;N-4-Me-
pyrid-3-yl
153132 C-Me N (CH,CH0Me) 2 6-MeyN-4-Me-
30 pyrid-3-yl
103-104
153238V C-Me NHCH (Et) 2 6-MeN-4-Me-
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1593
C Me

C Me

N(Et)[err]

2- et hyl pi peri dyl

2,6-Me[err]- pyrid-3-yl
4- MeO 6- Me- 30

1594

pyrid- 3-yl %99 38865 Me cycl obut yl am no 4- MO 6- Me- pyrid- 3-yl
1596 C M err] 4- MeO 6- M- - 149- pyri dPETARINERF  C Me
N(Et)CH err]c-Pr 4- MeO 6- Me- pyrid-3-yl 1598 C Me
N(Rr)CH err]c-Pr 4- MeO 6- Me- 5
pyrid-3-yl 1599 C Me N( Me) Pr 4- MeO 6- Me- pyrid- 3-yl
1600 C Me N( Me) Et 4- MeO 6- MarrigysiFgi3-yl 10 1601
*C- Me N( Me) Bu 4- MeO 6- Me- pyrid-3-yl 1602 15{-‘1@2
N( Me) pr opar gyl 4- MeO 6- Me- pyrid-3-yl 1603 C Me err]
4- MeO- 6- Me- 15333% C-Me N(EE) 2 6-MezN-4-Merj d-3-y| 1604
C Me [err] 4- MeO 6- Me- pyrid- 3-yl 16895?1(1(_:3!5/91 [err]
4- MeO 6- Me- pyrid-3-yl 20 1606 C Me [e 4- MO 6- Me-
pyrid-3-yP 1607 C M [err] 4- MeO- 6- Me- 117-118
1534 C-Me 2-ethylpiperidyl 6-MeO-4-Me-
pyrid-3-yl
1535 C-Me cyclobutylamino 6-MeO-4-Me-
pyrid-3-yl
10 1538 C-Me N (Me) CH,CH=CH» 6~-MeO-4-Me-
pyrid-3-yl
1537 C-Me N(Et)CHzc-Pr 6-MeO4 -Me-
pyrid-3-yl
1538 C-Me N(Pr)CHac~-Pr 6-MeO-4-Me-
15 pyrid-3-yl
1538 C-Me N (Me) Pr 6-MeO-4-Me-
_ pyrid-3-yl
1540 C-Me N(Me)Et 6-MeO-4-Me-
pyrid-3-yl
20 1541 C-Me N (Me) Bu 6-MeO-4-Me-
pyrid-3-yl
1542 (C-Me N (Me) propargyl 6-MeO-4-Me-
pyrid-3-yl
1543 C-Me NH (CH (CH3) CH (CH3) CH3) 6-MeO-4-Me-
25 pyrid-3-yl
1544 C-Me N(CH,CH,OMe)CHCH=CH; 6-Me0O-4-Me-
pyrid-3-yl
1545 C-Me N (CH2CH;0Me )} Me 6-Me0O-4-Me-
pyrid-3-yl
30 1546 C-Me N (CH,CH,0Me) Et 6~-MeO-4-Me-
pyrid-3-yl
1547 C-Me N (CH,CH;0Me ) Pr 6-MeO-4-Me-
pyrid-3-yl

~-146-




pyrid-3-yl 1608 C M [err] 4- MO 6- M- 25
pyrid-3-yl 1609 C Me [err] 4- MeO 6- Me- pyrid-3-yl 1610 C Me
NHCH(c-Pr)[err] 4- MeO 6- Me- pyrid-3-yl 30 1611 -M;U [err]
4-MeO 6- Ne- pyYQ9P38863| 1612  C Me NHCH( Et ) [er r ] Fusomsns
4- MeO 6- Me- pyrid- 3-yl 1613 C Me N(Et)[err]
4- MeO 6- Me- pyrid-3-yl 1614 C Me 2- et hyl pi peri dyl
2-Br-4,5-(OweYy[err]Ph 1615 C Me cycl obut yl am no
2-Br-4,5-(Owe) [ £tfd PhcOye 1616 (cuGeRdOMe) CHac{RT 1] 6-MeO-4-Me-
2-Br-4,5-(0Owe)[err]Ph 1617 C Me N(Et) CH er 5-Y1
2-Br-4,5-(Owve)[err]Ph 1618 C Me N(Pr)CH[er dP
2-Br-4,5-(OVe) [ @643 Phcl§d9  GmiVieH (CHj3) CHaCHY Me) pi6-MeO-4-Me-
2-Br-4,5-(0Owe)[err]Ph 1620 C Me N(I\/E)Et 1d3y1
2-Br-4,5-(Owe)[err]Ph 10 1621 C M 8 Me-
2-Br-4,5-(OVe)[ essdPh cke@2 G MSHCH (c-By)ek) pr oparsg g0-4-Ne
2-Br-4,5-(0Owe)[err]Ph 1623 C Me [err] pyrid-3-yl
2-Br-4,5-(Owe)[err]Ph 1624 C Me errg Ond -Br-4, 5-
(OVe) [err] Ph 162551 C-dviMe [ 8F (CH2CHz0Me) 2 2: M54SRk [err] Ph 15
1626 C Me [err] 2-Br-4,5- (O\/E) [ ef;p-l-f%h—ﬂ@l? C Me
[err] 2-Br-4,5-(0Owe)[err Ph 1628 MeoLgrﬁé_
2-Br- 4, 5- (OWve) [ as6pPh @80  C Mo NHCH{ER}3 ]
2-Br-4,5-( %) [err]Ph 1630 C Me NHCH( c- Pr pfreid{3-yl
2-Br-4,5- (OW) [elr_‘:'rsla‘Ph ooMe N(Et) 2 6-MeO-4-Me-
' pyrid-3-yl
1554 C-Me 2-ethylpiperidyl 4,6-Mea-
pyrid-3-yl
1§ 15855 C-Me cyclobutylamino 4,6-Mez-
pyrid-3-yl
1556 C-Me N (Me) CH;CH=CH2 4,6-Mez-
pyrid-3-yl
1557 C-Me N (Et) CHzc-Pr 4,6-Mez-
20 : pyrid-3-yl
1558 C-Me N (Pr) CHaC-Pr 4,6-Mey-
pyrid-3-yl
1559 C-Me N (Me) Pr 4,6-Mez-
pyrid-3-yl
25 1560 C-Me N{(Me)Et 4,6-Mez~
pyrid-3-yl
1561 C-Me N (Me) Bu 4,6-Mez-
pyrid-3-yl
1562 C-Me N (Me) propargyl 4,6-Mez-
30 pyrid-3-yl
1563 C-Me NH(CH(CH;)CH(CH3)CH3) 4,6-Mez-
pyrid-3-yl
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20 1631 C Me [err] 2-Br-4,5-(Owve)[err]Ph 1632 C Me

NHCH(Et)[err] 2-Br-4,5-(Owe)[err]Ph 1633 C Me " N(Et)[err]
2-Br- 4, 5-(C]V|F5\))P¥err Ph 1634 C Me NEt ( Bu) 2- Br
-4,5-(Owve) [ XPPPPH655 Notes for Table 7: a) Cl -MS: 330 peavesdsipjmer]; b)

Cl-Ms: 338 (M+ Hy[err]; c¢) Cl-Ms: 338 (M+ Hy[err]; d) Cl-Ms: 400 (M +
Hlerr]; 30 f) Cl-Ms: 326 (M+ Hy[err]; Q) Cl-Ms: 354 (M+ Hy[err];
-151- h) Cl-Ms: 336 (M+ Hy[err]; 1) Cl-Ms: 354 (M+ Hy[err]; |)

Cl-Ms: 378 ( H) [ehrda] ; 1. cerl 356.42Q8¢% (M + H[err], Found:
356. 2071 5 %n§4 el @ﬁ%ﬂﬁﬂéﬁﬁ%ﬁﬁ% 8t (M+ Herr]; o)
Cl-M5: 326 (M+ Hferr]; p) Cl-Ms: 368 (M + Hpyeid}3-yd Cl-Ms: 394 (M +
Hlerr]; 10 16}5 Q-MdRVE Crlen,@BOMRPAE (M + Hy @Lib,- Found: 380.2078; s)
Cl-HRVS: Cal cd 356.2008 (M + H)y[err], Found: 356. 1997; t Cl -HRVS: Cal cd
416. 2220 (M + Hy[err], Found: 416.2005; u) Cl PHRIVS -3 cd 370.2243 (M +
H[err], Foundee37k-3i46; V) N(cEicHiBMe)E€al cd 38Q,24M8,4 M + H)[err], Found:
384.2382; 15 w) Cl-HRMS: Cal cd 429.2376 (M + H)[err],. Found: 429.2358;
x)  Cl-HRVBS: Calcd 397.2478 (M + Hy[err], Foun®Y*39732¥B4: y) O - HRVE:
Cal cd 410. 54386¢M +c-dd err ], NFoHsTH,0ME0P2558; z) 4,6CMefiRVS: Cal cd 368. 4625
(M+ HJferr], Found: 368.2100;

pyrid-3-yl

1568 C-Me  N(CH,CH,0Me)CHyc-Pr 4,6-Mes-
10 pyrid-3-yl
1569 C-Me NH (CH (CH3) CH»CH3) 4,6-Mes-
pyrid-3-yl

1570 C-Me NHCH (c-Pr) 3 4,6-Mes-
pyrid-3-yl

15 1571 C-Me N (CH,CH,0Me) 5 4,6-Me;-
pyrid-3-yl

1572 C-Me NHCH(Et) 3 4,6-Mey-
pyrid-3-yl

1573 C-Me N(Et) . 4,6-Meg~
20 pyrid-3-yl
1574 C-Me 2-ethylpiperidyl 2,6-Mez-
pyrid-3-yl

1575 C-Me cyclobutylamino 2,6-Me;s-
pyrid-3-yl

25 157e C-Me N (Me) CH2CH=CH, 2,6-Meg-
pyrid-3-yl

1577 C-Me N(Et)CHac-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-Me;-
pyrid-3-yl
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aa) Cl-HRWVs: Calcd 368.2090 (M+ H)y[err], Found: 368.4625; 20 ab) C-M
410 (M + Hy[err]; ac) C-HRVS: Calcd 370.4785 (M+ H)[err], Found:

370. 2246; ad) . Calcd 356.4514 (M + H)[err], Found: 356.2086; ae)
Cl-Ms 384 (M+(% B1P1. af) O -MB 400 (M+ H[err]: 25 agfCTEROE24106 (M
+ HJferr]; ah) CI-HRNB: Cal cd 388.1553 (M + H)y[err], Found: 388.1554; ai)
Cl - HRVE: Calcd 388.1540 (M+ H)[err], Found: 358.1546; aj) C-HRMS: Cal cd
430.2005 (M + H)[err], Found: 430.2006; ak) Cl-HRMS: Calcd 390.1683 (M +
H[err], Found: 390. 1682 30 al) C-HRVs: Calcd 376.1554 (M+ H)[err],
Found: 376. 154815807) CceMe HRVS: Cal¥@ed@%. 1853 (M +a~|)6[-MP21 Found:
404.1850; an) C-HRMS: Calcd 420.1.810 (M + H)[eﬂyl . 420.1809; -
152 - ao) Cl-HRVS: Calcd 446.1946 (M+ H)[err], ﬁound 446.1949; ap)

Cl -HRVS: Cal cd138D. 1GtMe( M + H) [ &¥FfMelBiound: 450. D f3Meay) O - HRVE:

Cal cd 404.1839 (M + H[err], Found: 404.1846; ar) Plg atRMpi Cal cd 390. 1678
(M+ HJ[err], Found: 390. 1680 5 as) Cl - HRVS: Calcd 418. 2010 (M +
H[err], Fouhd:1383. 26t¥e at) MNiMe)pRRRATEA cd 384. 22’§I§136M + Herr],

Found: 384 2506; au) Cl-HRVS: Cal cd 414. 2617 (M-ﬁﬁﬁ&pgn 1 Found:

414.2600; av) Cl-HRMS: Calcd 367.2484 [err nd: 367.2477; aw)
Cl - HRVS: Cal cd 3583 2465Mem WPF‘}’C%&CE%’M o Vieg- ax) O -Ms 370
(M+ HJerr]; ay) C-M5 380 (M+ HJerr]; az) CIp}Mi&iéOyl[.M+ H[err]; ba)
Cl - HRVS: Cal cd 376 1340 E 76. 1347, _,pb) Cl-HRVE: Cal cd
378.1497 (M + HP&#r] & Eg d“%gj*i%%’&%gg %é c?f-l 2" Cal cd 364.1340 (M

+ Hlerr], kpund: 364. 1333; pyrid-3-yl

1585 C-Me N (CHyCH,0Me )} Me 2,6-Me;-
pyrid-3-yl

1586 C-Me N (CH2CH,0Me) Et 2,6-Meg-
pyrid-3-yl

15 1587 C-Me N (CH3CH,0Me) Pr 2,6-Mes-
pyrid-3-yl

1588 C-Me N {CH;CH,O0Me) CHac-Pr 2,6-Mep-
: pyrid-3-yl

1589 C-Me NH (CH (CH3) CHzCH3) 2,6-Me;x-
20 pyrid-3-yl

1590 C-Me NHCH (c-Prx) 2 2,6-Mes-
pyrid—B-yl

1591 C-Me ' N (CHaCH;OMe) 2 2,6-Mex-
pyrid-3-yl

25 1592 C-Me NHCH (Et) 2 2,6-Meg-
pyrid-3-yl

1593 C-Me N(Et), 2,6-Mez-
pyrid-3-yl
1594 C-Me 2-ethylpiperidyl 4-Ma0-6-Me-
30 pyrid-3-yl
1595 C-Me cyclobutylamino 4-MeO-6-Me-
pyrid-3-yl
1596 C-Me N {Me) CH;CH=CH> 4-MeO-6-Me-
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bd) C-HRWMS: Calcd 378.1593 (M + H)[err], Found: 378.1498; be) Cl-HRVS:
Calcd 392.1653 (M+ H)[err], Found: 392.1649; bf) C-HRMS: Calcd 378. 1497
(M+ Hy[err], Found: 378.1489; bg) C-HRMS: Calcd 406.1810 (M+ H)[err],
Found: 406. 1WP8%3%8 The exanpl es delineated in TABLE 8 rmyPEHUSMGKA4 ed by
t he met hods outlined in Exanples 1A, 1B, 432, 433, 434. Commonly used
abbreviations are: Ph is phenyl, Pr is 25 propyl, Me is nethyl, Et is
ethyl, Bu is butyl, cPr is cyclopropyl, Ex is Exanple, EtQAc is ethyl

acetate. TABLE 8 -153- [err] Ex. R id-3-v3€errli
Ar mp([err]C) 5 2000 Ve pyridss A
2,4-C[err]-Ph52001C-Me M  N(Et)CHac-PrN\(By) Et 4-MeO-6-Me-
2,4-Cl [err]-Ph 2002 Me NHCH( Et ) C"i[p%:rih%l
2,4-CJerr]-Ph 2003 Me [err] 2,4-Cl[err]-Ph
2004 Me 1598  C-Me NH- 3- pNAP%) CHzc-Pr 4-¥eQ-gMesrr)-Ph 100 2005
Ve 5 lerr] 2,4-C[err]-Ph 20Q&ia-3-yie
NHCH(Et ) [ err] 2,4-l\/%[e§:£r]-Ph 20074_M o-évﬁd _ [err]
2,4-Me[err] - PA52808 C-Me  \p N( Ferr] e € 4-Me[err]-Ph
2009 Me [err] 2, 4- Ve[ erpyirigh3t8l 2010 Me
[err] 1680 %o Gbe 4- MePh 2Qidilte) e Me 4-MeO-§ -]
2-C, 4- MePh 201 Me NHCH(Et)[err id-3-v1
2-C, 4- MePh 2013 Ve NEt [ err] P¥F2e==-¥
2, 4- Me[ er r1P- PR 62014-C-Me Me N (Me)Bperr | 4-MeO-6-M&- 4-Me[err]-Ph 20
2015 Me [err] 2, 4- Mgdyerilg-3Ph1
1602 C-Me N (Me) propargyl 4-Me0O-6-Me-
pyrid-3-yl
1603 C-Me NH (CH (CH3) CH (CH3) CH3) 4-MeO-6-Me-
15 pyrid-3-yl
1604 C-Me N(CH;CH,OMe)CH,CH=CHz 4-MeO-6-Me-
pyrid-3-yl
1605 C-Me N (CH2CH,0Me) Me 4-MeO-6-Me-
pyrid-3-yl
20 1606 C-Me N (CH2CH;0Me) Et " 4-MeO-6-Me-
pyrid-3-yl
1607 C-Me N (CH2CH,0Me) Pr 4-MeO-6-Me-
pyrid-3-yl
1608 C-Me N (CH2CH;0Me ) CHac-Pr 4-MeO-6-Me-
25 pyrid-3-yl
1609 C-Me NH (CH (CH3) CH2CH3) 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 (CHyCH;0Me) o 4-MeO-6-Me-
pyrid-3-yl
1612 C-Me NHCH (Et) 3 4-MeO-6-Me-
pyrid-3-yl
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2016 Me . lerr] 2, 4-Me[err]-Ph 2017 Me

NHCH(Et)[err] 2- Mg, 4- MeOPh 2018 Ve [err]
2- Me, 4- MeOPh 2 Me [err] 2- Me, 4- MeOPh4115- 25
116[err] 2020 Wolarages [err]  2-Me, 4- MeOPh - 154PCT/US998t824
(CH err]Owe) 2022 Ve [err] 2,4-Me[err]-Ph 2023
(CH err]-Ove) 2024 Ve [err] 2-Me,4-ClPh 5 2025
Me NHEL 2,4-Me[err]-Ph 2026 Ve
NHCH(Et)[err] 2- Me, 4-C Ph 2027 Me [err]
2-Me, 4-Cl Ph 2028613  GAMe . N (EMNAC) Et 4-MeO-6-Me- 2, 4- Me[err]- Ph,
2029 Ve [err] 2-Me, 4-C Ph 10 AL :
(CH err] OVe) 2031 Me err] %g‘?l\?e,yz?'- MeOPh 2032

1698t [ efTHe 2-ethylpiperidyle 3-Rechtb-A0¥s)zPh e
[err] 2- Cl,, .44 MePh, 2034 . . L CHer gyeg 15 2035
Vo 16|Q|ét[e€ . g cyclobu ylamlrbcz q 2 4§lﬁle%h§ 2(8%1 sPh Ve
[err 5 1a&6Me, d-M&OPh 263He) CHOHs:-CH, 2-Br{4/9-(OMe) 2Ph
2-d , 4- MePh 2038 Mg Et)CH err]
2-Me, 4- MeCPh 203617 Cyife N‘gﬁ%—ﬁ FcH eér%s“o”‘e’ﬁh
2-C,4-MePh 20 164@40 c-Me Me  N(Pr)CHpd-€kr] 2-Br-4, 5 (okefpHt- MeOPh 2041
Ve [err 2-C -4- MeOPh 2042
NHCH(Et) CH[ err] G682 C-Me 2- O MMREBPN 20432 Br-‘-ivé? (OMe) 3Ph [err]
2-CG-4-MeCPh 3620 c-Me N (Me) Et 2-Br-4,5- (OMe) 2Ph

10 1621 C-Me N (Me) Bu 2-Br-4,5- (OMe) 2Ph
1622 C-Me N (Me)propargyl 2-Br-4,5-{(0Me),Ph

1623 C-Me NH(CH(CH3)}CH(CH3)CH3)2~-Br-4,5-(0OMe)2Ph
1624 C-Me N (CH2CH;0Me) CHCH=CH3 2-Br-4,5- (OMe) 2Ph

1625 C-Me N(CHzCH,OMe)Me  2-Br-4,5- (OMe) 2Ph
15 1626 C-Me N (CHpCH;OMe)Et  2-Br-4,5- (OMe) 2Ph
1627 C-Me N (CH;CH,OMe) Pr  2-Br-4,5- (OMe),Ph
1628 C-Me  N(CH3CH,OMe)CH;c-Pr 2-Br-4,5- (OMe);Ph
1629 C-Me NH (CH (CH3) CHCHs)  2-Br-4,5- (OMe) »Ph
1630 C-Me NHCH (c-Px) 2 2-Br-4,5- (OMe) 5Ph
20 1631 C-Me N (CH,CHo0Me) 5 2-Br-4,5- (OMe)}2Ph
1632 C-Me NHCH (Et) 5 2-Br-4,5- (OMe) 3Ph
1633 C-Me N(Et) s 2-Br-4,5- (OMe) ;Ph
163¢ 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 f£) CI-MS: 326 (M + H)*;
q) CI-MS: 354 (M + H)*;
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Me NEt [ err] 2-Cl -4-MeOPh 25 2045

NH 3- pent yl 2-Cl - 4- MeOPh 2046 - Me
z’éﬁég -4- MeOPh 2047 Me [err]
2-C -4- I\/EODh 2 Me [err] 2- Br - 4- MPOPUS2901824 Me
2-Br-4-MeCOPh 30 2050 Me [err]
2- Me- 4- MeCPh 2051 Me [err] 2- Me- 4- MeOPh 2052 Me

2-C -4,5- (MO [err]Ph 2053 Me [err]

C-4,5- (MO 2Ph 2054 Me [err]

Cd-4,5-(MeO[err]Ph 2055 Ve [err]

d -4, 5- (M) [ erGY-MP:2086 (M+fne*; NEt [ err]

d-4,5- (N@%?[endﬂJﬂg 53542Qﬁ7+ H)+ NH- 3- pent yl

d 4,5(%[&&]}% 2058 , [err]

a-4,5-( [ erGyM$:2858 (M*'PFJE [err]

g 4,2 (mg%erdﬂwph Zog%alcd 3942087 (M + Hf["e”["}ound 356.2071:

r-4, err err

Br- 4, 5- ér\/e@;[ 94'@4? :1340 ¥eb B Me [err]

b v

Br-4, 5- err err

Br-4, 5- (Me%[er‘?%ﬂ? igs M + ’Rﬁg NH- 3- pent |

Br-4,5-(Meg) [ era]-Ms:2068 (M + HEH; [err] : |

Br-4,5-(Me [er 1 67 4. M err

Br 4,5-(%‘%[&%&% §8§ %Q We [err]

a -4, 61q NEQ[erGI]MGgalcd 3. 2087 (M + H[%r Found: 380.]2078;

a-4,6-(Megl[erd H )

SR [err]% Fgﬁzw%g?%alcd 3% 2008 (M + BT fﬁ%h};g'f' $58 1%,

d -4, 6-( MO [ erG]{HRMS; Ca2oR2416.222100 (M + H)*, Found: AEE[2009;

8 j’g (Rgég[‘”éjiﬂkﬂﬁu7%alcd 3MB.2243 (M + B) NHESUBED ¥h0.2246;

6 v [E”é -HRMS: Calcd 380.2400 (M + H)*, Found: 384.2382;

15 w)
x) CI-HRMS: Calcd 397.2478 (M H)*, Found: 397.2484;
y) CI-HRMS: Calcd 410.5438 (M H)*+, Found: 410.2558;
z) CI-HRMS: Calcd 368.4625 (M H)+, Found: 368.2100;

+
+
+
.
+
CI-HRMS: Calcd 429.2376 (M + H)+, Found: 429.2358;
+
+
+
+

aa) CI-HRMS: Calcd 368.2090 (M
20 ab) CI-MS 410 (M + H)*;
ac) CI-HRMS:.Calcd 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
ai) CI-HRMS: Calcd 388.1540 (M
aj) CI-HRMS: Calcd 430.2005 (M
ak) CI-HRMS: Calcd 390.1683 (M H)*, Found: 390.1682;
30 al) CI-HRMS: Calcd 376.1554 (M H)+, Pound: 376.1548;
am) CI-HRMS: Calcd 404.1853 (M + H)*, Found: 404.1850;
an) CI-HRMS: Caled 420.1810 (M + H)*, Found: 420.1809;

H)*, Found: 368.4625;

H)+*, Found: 388.1554;
H)}+, Found: 358.1546;
H)*, Found: 430.2006;

+ + + + 4+
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2074 Me lerr]. 2-C -4,6-(MO[err]Ph 2075 Me

[err] 2-C-4,6-(MO[err]Ph 2076 Me [err]

2- Me- 4, 6- (MO [vg Ph 25 2077 Me [err]

2- Me- 4, 6- ( MeD) Y67 193682078 Me [err] PCT/US99/01824

2-Me-4,6-(MeO[err]Ph 2079 Me [err]

2-Me-4,6-(MO [err]Ph 2080 Me NEt [ err]

2-Me-4,6-(MeO[err]Ph 2081 Me NH- 3- pent yl

2- Me- 4, 6- (MO [ gfgy] PEI3ﬁRMS2Q:&acd 446 Mose (M + Hl € 'Hound: 446.1949;

2-Me-4,6-(MeOferr]P

2- Me- 4, 6- (MeO) [ épr)] PHIZBMS CalcgblLSO 1917 (1"{ é'l’ FI} Found: 450.1813;

g- Br-4, S-EMECO);%%@% PEIZI-OI%%@SECalcd Wb4.1839 (M + H)+, Ef&lﬁhlﬁier4¢4.1846;
-Br-4,9-(MeOQferr]P pent .

2-Br- 4, 6- ( NEO) [ é,rr)] 512651?5 Cal:\élé 390, 157? em ]-I-Hi{§ %nou%d: 390.1630;

2-Br-4, G-ENEGH%D} Plr12088s: calld 418 2010 [ @1 r+][ H)+] Found: 418.2012;

2-Br-4,6-(MeO[err]P 08 4- MeOP

2090 e F‘ér?f‘“g taled 354%5’42 MYoeh b g Found:\ 384 20t [err]

2-MeO- 4- MePh 20Q@:) CIMIRMS: Calcd 4ller2§17 (M + H)*, Foval:44MeRIE@N93 e
S'Hﬁ';(()EtAf) %{Dﬁr;%%\/ﬁ CISHRMS: czil%oéé;f'}/‘ff{ttl%eﬁ fr99,4 Pound¥®367.2477; [€rr]
2- Me0- 4- MePh 2096v) CIMNHRMS: Calcd 35AKR80§et W H)*, Found: 359.2%88-;4- MePh

2097 Me r ;NEO 4- MePh 2098 Me [err]
S Nb0- 4 nopr015 3058 HE 379, 0t + HF lerr] 2- Me0- 4- MePh 2100
Me [eray)) CI-MS 380 (M we8)#: MePh 2101 Ve

NHCH(Et ) CH err] c1-Ms 340 4MVEOnss MePh 2102 Me [err]

2- Me0- 4- MePh 21(%49) Me f NEt errl_I

2- Me0- 4- MePh ba) CI-HRMS: Calcd 376.1340 }*, Found: 376.1347;

bb) CI-HRMS: Calcd 378.14%97 (M + H)*, Found: 378.1495;
15 be) CI-HRMS: Calcd 364,1340 (M + H)Y, Pound: 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 378.1487 (M + H)*, Pound: 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 phkenyl, 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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20
Me

2104

Me
[err]

2- Me0- 4- MePh 2107

Ve

W({ 9@{3?%68

NHCH( Et ) CH err] Ove

2- Me0- 4-d
2- Me0- 4-d
2113
[err]

Ph 21211
Ph 2112

Ve

[err]
2- Me0-4-d Ph 2115
2,4-Cl[err]-Ph 2116

2,4-CJerr]-Ph -157-

2,4-C[err]-Ph 2118

2119
d

d
[err]

NHCH(Et ) [err]

2,4-Me[err]-Ph 2123

2124
[err]

c

2-C, 4- MePh 2127
2-C , 4- MePh 2128
2,4-Me[err] -Bh 2129 R

2130

c

NHCH( Et ) CH err] Owve
NHCH( Et ) [%r r 3000

10

15

20

25

2001
2002
2003
2004
2005
2006
2007
2008
2009
2015
2011
2012
2013
2014
2015
201s
2017
2018
2019

116*
2020

-d,

Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me
Me

Me

Me

Ve

Me
Ve

[errf.ls

Cl
d

[err]

2- Me0- 4- MePh- 2105
[err]

NH- 3-'pent yl

2- Me0- 4- MePh 2106 Ve

[err] 2- Me0-4-Cl Ph 2108
2- Me0-4-C Ph 25 2109 RET/US99/01824
2- Me0-4-d Ph 2110 Me [err]
NEt[err]
NH- 3- pent yl 2- Me0- 4-d Ph
2- Me0- 4-d Ph 30 2114 Me
[err]
d R® N(Bu) Et
2117 NHCH( Et)CH err] Owve
d 2,4-CJerr]-Ph
NH- 3- pent 2,4-C [err] Ph 2120

d
[err]
2,4-Me[err]-Ph

2, 4\Me[err]-Ph 2125 d
-MePh 10 2126 AY [err]
NHCH(Et ) [err]
NEt[err]
c| B Jerr] Ar 2 4-mefS6kr]-Ph

2,4-Me[err]-Ph 15 2131

2, 4-Me[err]-Ph 2132 o
2 NKEH20HI0ME2N 2,4-Clz-Ph
N (Bu) Bt 2,4-Cla-Ph
NHCH (Et ) CH0Me 2,4-Cly-Ph
N(Pr)CH2CH2CN 2,4-Cla-Ph
NH-3-pentyl 2,4-Cla-Ph
NHCH (CHa0Me) 2 2,4-Cl3-FPh
NHCH (Et) 2 2,4-Mep-Ph
NHCH (CH0Me) 2 2,4-Mes-Ph
N (CH2CHa0Me ) 2 2,4-Mes-Ph
N (c-Pr) CHaCH2CN 2,4-Mez-Ph
N (CH2CH20Me) 2 2-Cl,4-MePh

NHCH (CH20Me) 2 2-Cl, 4-MePh

NHCH (Et) 2 2-Cl,4-MePh
NEt3 2,4-Mez-Ph
N (Pr) CHaCH2CN 2,4-Mex-Ph
N (Bu) CHaCH2CN 2,4-Mea-Ph
NHCE (Et) CHaOMe 2,4-Me3-Ph
NHCH (Et) 2 2-Me, 4-MeOPh

NHCH (CHa0Me) 3 2-Me, 4-MeOPh

N (CH2CH20Me) 2 2-Me, 4-MeOPh115-

(S) -NHCH (CH2CH0Me) - 2-Me, 4-MeOPh
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c




d [err]
[err] 2- Mg,

(CHerr] Owe) 2139
d

NHCH(Et ) [err]

2-Me, 4- O Ph 2143
2144 a
(CH[err]O\/b) 2148+

Q0

I

N
H
(61
o

[ erzda4
MePh 215
I\/EODh; 2154°
MePh 2155026

4-
4-
4-
E CH[err%gké§7
4
4-

SINININYe!

=z
L

-C -4- MeOPh 2136rs
a -

NN DN

] MeOPh 21
161 a 962
10 2030

2031
2032
2033
2034
15 2035
2036
2037
2038
2039
20 2040
2041
2042
2043
2044
25 2045
2046
2047
2048
2049
30 2050

2051
2052

[err]

c

c

[err]
d
2022NEt | e!ar]

%,

Cle

Me
Me
Me
Me
Me
Me
Me
Me
Me

Me

Me
Ve
Me
Me
Me
Me

Me

4- MeOPh 2136
2,4-Me[err]-Ph 2138

[err]

2- Mg, 4- MeCOPh
2- Me, 4- MeCPh 20

74-76[err] 2134
2135 d

(CH er pE{REIorntshs 7

2-Me, 4-C Ph 25 2140

2, 4-Me[err]-Ph 2141 a

2- Me, 4-Cl Ph 2142
N( Ac) Et

bbued- O Ph 30
(s) - NHCH(CHzCH]zm? Me, 4- Nezob’r%f‘ezﬁs-

-C, 4- Mehy, e
NEt[err]

2- VB (R 25

2152 27Me 43“’“

d [err]
2,4-Me[err]-Ph
2145 ’
4- MeOPh 2147
M% 2148

(CH err] Owe)

MePh 2151
[err]

Nljﬁlh;l(uﬁ'z) C;—I[ err] OViz, 4-Mez-Ph
Et)CH err]
NHCE fBE) 2 9\@’ S92 veorh 2156

2 nftm (G o6 10

2-Cl -4- MeOPh 2158

N(AC)EE NEt[err]

(s) -NucH (dibehopant vyl
2-Q - 4- MeOPh

{CH20Me)
N (Pr) CHaCH2CN
NEt2
(S) -NHCH (CH2CH20Me) -
{CH20Me)
NEt2
N(c-Pr) CHaCHaCN
N {c-Pr) CHoCH2CN
NHCH (Et) CHa0Me
NHCH (Et) CH20Me
NHCH (CH20Me) 2
N (CHoCHoOMe) 2
NHCH (Et ) CHa0Me
N (c-Pr) CHaCH2CN
NEt2
NH-3-pentyl
NHCH (Et) CHaCH20Me
NHCH (Me) CHyCHaOMe
NHCH (Et ) CHaCHa0Me
NHCH (Me ) CH2CH0Me
NHCH (Et) CH2CH20Me
NHCH {Me) CHaCH20Me

WHCH (CH20Me) 2

-155-

2157Me,4-ClPl]

Q i-Meg-pn  L[€7T]

2-Me,4-C1Ph 2. (Cl - 4- MeCPh
2-Me, 4-MeOPh
2-Me, 4-MeOPh
2-C1,4-MePh

2-Cl,4-MePh
2-Me, 4-MeOPh
2-C1,4-MePh
2-Me, 4-MeOPh
2-Cl,4-MePh
2-Cl-4-MeOPh
2-Cl-4-MeOPh
2-C1-4-MeOPh
2-C1-4-MeOPh
2-Cl-4-MeCPh
2-Cl-4-MeCPh
2-Cl-4-MeOPh
2-C1-4-MeOPh
2-Br-4-MeOPh
2-Br-4-MeOPh
2-Me-4-MeOPh
2-Me-4-MeOPh

2-Cl-4,5- (MeO) 2Ph



Ddéerr ] B¢ 2190 NHCH(RY) CHaCHzOMe

15 2162 d [err] 2-C -4-MeCPh 2163 d
[err] 2-Br-4-MeOPh 2164 d [err]

2-Br-4- MeOPh 2165 d [err] 2- Me- 4- MeOPh 2166 d
[err] WO 9388635 4- MeOPh 20 2167 c PEBUSY9/01824
2-C-4,5-(MeO[err]Ph 2168 d [err]

2-Cl -4,5-(MeO)[err] Ph 2169 c NHCH( Et ) CH[ er r ] Ove

2-C -4,5-(MeQ err]Ph 2170 d [errLl oh
2-0-4,5 (M¥Perr] MR 2171  V(CHfHaoMe)2 2-Cl A4t T HPYR

2-Cl -4,5- (Mef)dserr] e 25 2 1N#H (Et ) CEAAMe 2-Cl-4, NHveo)pent yl
2045 (MQLerr B0 2173 1 Sapomar | heres,s- teoram

2-Cl -4,5-(Mefdgserr ] Me 2175 Qieta [ ex-r-4,5- (Me0) 2Ph
2-Br-4,5-LMeQ) Lerr] 2176 o8 lernd , o

2-Br-4,5- %Me%ﬁ%%err] 30 217’?*‘(;‘I penty} %-H MeHED 2B er r ] Ove
2-Br-4,5-(Megddserr] Me 2178 NHCH(EE) CHaCHOMe [ er2-fl-4,5- (MeO) 2Ph

g g; jg ENNEEOS%%;H £ -21129 - H(%i%gé.‘l—tzOMe C1 2-CINI’EEI&L5)]IQI§E3- pent yl
2-Br-4,5-(Meodgoerr| Me 2181  NHCI(ICH2OMe)z [ er r3-Br-4,5- (MeO) 3Ph

2 br 4 o (VO Torr] BB 2163 Mooz L[ Giap-a,s-cueo)gon

2-Cl -4, 610 Ne)dzerr] Me 5  218NHCH(E) CEioMe 2-BE e, B} (MeO) 25h

2G4 0 (Ve Terr] Ol 218 MRy CEBEL AR

2-0 - 4, 6- ( Ne®)gser r | Ple 2187 ONEt2 2-Br {46 { @e@)j2Ph

2-C -4, 6- (I\/Eg{serl‘] Fb)*l 2188 NHg-pentél %3—'49?%¥$)2Ph
2-C-4,6-(MO[err]Ph 10 2189 [err]

2-C -4, 6-(Me

2-C - 4, 61§

-156-

, 61§ MeQderr1 R NHCH (Me) CHyCH20Me 2-Br-4,5- (Me0) 2Ph
2068 Me NHCH (CH20Me) 2 2-Cl-4,6- (MeO) 2Ph

2069 Me N (CH2CH0Me) 2 2-Cl-4,6- (MeO) 2Ph

2070 Me NHCH (Et ) CHoOMe 2-Cl-4, 6~ (MeO) 2Ph

2071 Me N (c-Pr) CHyCH,CN 2-C1-4, 6- (MeO) 2Ph

20 2072 Me NEt> 2-61—4, 6- (MeO) 2Ph
2073 Me NH-3-pentyl 2-Cl-4,6-(Me0)4Ph

2074 Me NHCH (Et) CHoCH20Me 2-Cl-4,6- (MeO) 2Ph

2075 Me _N’HCH(Me)CHzCHzOMe 2-Cl-4, 6- (MeO) 2Ph

2076 Me NHCH (CHz0Me) 3 2-Me-4,6- (Me0) oPh

25 2077 Me N (CH2CH20Me) 2 2-Me-4,6- (MeO) 2Ph
2078 Me NHCH (Et) CHa0Me 2-Me-4,6- (MeO) 2Ph

2079 Me N (c-Pr) CH3CH3CN 2-Me-4,6- (MeO) 2Ph

2080 Me NEtg 2-Me-4,6-(MeO) 2Ph

2081 Me NH-3-pentyl 2-Me-4, 6~ (MeO) 2Ph

30 2g82 Me NHCH (Et) CH2 CH20Me 2-Me-4, 6~ (MeO) 2Ph
2083 Me NHCH (Me ) CH2 CH20Me 2-Me-4,6-(Me0) 2Ph

2084 Me N (c-Pr) CHaCH3CN 2-Br-4, 6- (MeO) 2Ph




2191 d
[err]

[err]

2-Me-4,6- (MO [err]Ph 21
2-Me-4,6-(MeO)[err] Ph 2193 ( 4 ] 92 =
NHCH( Et ) CH err] Owve

c

[err] YORRS8EsSs- (MeO) [Ze'rv?] gh62(1g/g0)[err]dPh + 2194""'”"8?389124
g NNE‘ j g (NNEO)[err]Ph 2196 c NH- 3- pent yl orrl
2|ve4’6EMe8§[e”]EE 3108 3 Lerr]
2|\/E4’6(I\/EO)%E;HPh 20 2199cj Lerr]
2-Br- 4, 6- (MeO) [2485] Ph 200 a el 18ELd, - (eo) 27
L I s
2-Br - 4: 6- (Mgo)[mqrq}'ph 21%8:2,) mx%(at)cnzcn;ou% E:H 2-Br-4,6- (MeO}2Ph
2-Br-4,6- (MeO) [ ggdql Ph 345 220 ATHCH (Me) @l2CH20Me a78e74) 6- (Me0) 2Ph
2 Me- 4. MeGPh 2208 [eTT]
[err] 5 2089 I\/Edde4 MEPh %6173‘%5642%&“ 22 Ma=4ublx@Ph 2206
> NEO- 4. P 3020°%500 " B o (] S e
a 209INE¢ [ 9 ] Nncu(cnzon[e?{ r2] VO 4. wé“ﬁﬁ 4?2-%24;&1&0 4- NECPJh 2210
o e e 22397 &M x| 2217e [err]
a [ er 2ps3 Me 5. NE%@:%E(Mﬁﬁ;OéAEIS CIz-Meo-Q-MMEO 4- MePh 2214
gzg/‘;o 4- I\/4&5::3?105 209216 me C N (c-Pr) CaHR(S 2-Meo- 4-Mep}b[‘|\3/{e(r)] 4o VePh
NEt [ err] 2095 [erﬁe;] 0. 1. oy TEFNED 4 VEPD 220h0-s-wes
2- Me0- 4- MePh 2096 NH-3-pentyl -Me0-4-MePhH-3 pentyl
2097 Me NHCH (Et) CH2CH0Me 2-Me0-4-MePh
2098 Me NHCH (Me )} CHaCH20Me 2-Me0-4-MePh
15 2099 Me NHCH (CHz0Me) 2 2-Me0-4-MePh
2100 Me N (CH2CH20Me) 2 2-Me0-4-MePh
2101 Me NHCH (Et) CHp0Me 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 ) CH2CH20Me 2-Me0-4-MePh
2106 Me NHCH (Me ) CHaCHz0Me 2-Me0-4-MePh
2107 Me NHCH (CHa0Me) 2 2-Me0-4~ClPh
2108 Me N (CH;CHo0Me) 2 2-Me0-4-C1Ph
25 32109 Me NHCH (Et) CHa0Me 2-Me0-4-C1Ph
2110 Me N{c-Pr) CHaCHaCN 2-Me0-4-C1Ph
2111 Me NEt2 2-Me0-4-ClPh
2112 Me NH-3-pentyl 2-Me0-4-ClPh
2113 Me NHCH (Et) CH2CHa0Me 2-Me0-4-C1Ph
30 2114 Me NHCH (Me ) CH2CH0Me 2-Me0-4-ClPh
2115 cl N (CH,CH20Me) 2 2,4-Clz-Ph
2116 A N(Bu)Et 2,4-Clz-Ph
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2220 a [err] 2- Me0- 4- MePh 10 2221 a

[err] 2- Me0- 4- MePh 2222 d ' [err]
(2:1- \0-4- 0 Pnlo[%éé%fs ° 2- Me0- 4[ (ejr IrD]h 2225 d = %0;2;3859&822524
2- Me0-4-Cl Ph 15 2226 d "NEt[err]
2- Me0- 4-Cl Ph 2227 d NH- 3- pent yl 2- Me0- 4-Cl Ph 2228
d [err] 2- Me0- 4-C Ph 2229 d [err]
|2: Me0- 4-C Ph21212_1§?8u)c_'%t F Nch(Et[)cnzclzie4 Qlerr] 24 c22’3@2‘[ err]- Ph 20 2231
[err] 2118 2,ch- O [ err] ®iRbr)22381,cn F 2,4-Clafmrr]
gjj 8% :H gﬂ‘%%ié cl E NH-3-penty rHr]3 penty! 2/4-Cl3""R O lerr]-Ph 25
2236 F 2120 ¢l  NHCH( Etrk eepdMe) 2 2,2;00M err] - Ph 2237
5,4 e[ er P] - %e lr2]239 F > ﬁﬁg}ﬁg%”iPh 2238 z'éj“E-ET\Fe"[ err]-Ph [2(2321{)]
F [ erad cl 2miCh (ch el 30 22412,4-Mez-th [err]
3_24?3’ 4_NEPE w ol g Kl el E Lerr] 252 B err ] - I%hCI 22/?1?
F 2lmrr] cl  N(c-Pr)4HMBREN r ]| - Ph 22454-Mez-Ph- [err]
2 e Bhea £ wencnolbRLE) O oo Aun
2- Me- 4- mDh2526 2248 F NHCH(CH20Me)2[ err|] 2-Cl,4-MePh 2- Me- 4- MeOPh 2249
F AT aadRed,MeOPh 2-Cl1,4-MePh
2128 cl NEt3 2,4-Mez-Ph
2129 cl N (Pr) CH2CHoCN 2,4-Me3-Ph
2130 cl N (Bu) CH2CH2CN 2,4-Mea~-Ph
1§ 2131 cl NHCH (Et) CH20Me 2,4-Mea-Ph
2132 cl NHCH (Et) 2 2-Me, 4-MeOPh
2133 cl NHCH (CH20Me) 5 2-Me, 4-MeOPh 74-76"
2134 cl N{CH2CHz0Me)2 ° 2-Me, 4-MeOPh
20 21ias cl (8) -NHCH (CH;CH;OMe) - 2-Me, 4-MeOPh
2136 (CHa0Me)
2137 ci (S) -NHCH (CH2CHz0Me) - 2,4-Mez-Ph
2138 (CH20Me)
2139 cl N (CHZCHa0Me) 2 2-Me, 4-C1Ph
25 2140 cl NHEt 2,4-Mez-Ph
2141 cl NHCH (Et) 2 2-Me, 4-ClPh
2142 cl NHCH (CHa0Me) 3 2-Me,4-ClPh
2143 cl N(Ac)Et 2,4-Mez-Ph
2144 c1 (S) -NHCH {CHZCH0Me) - 2-Me,4-C1Ph
30 2145 {CHyOMe)
2146 cl N (Pr) CH3CH2CN 2-Me, 4-MeOPh
2147 cl NEt3 2-Me, 4-MeOPh
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- 159 -

2250 F [err] 2- Me- 4- MeOPh 2251
(CH err]Ow) 2252 ° F [err] 2,4-Me[err]-Ph 10 2253
Fo O s O 4-We[err]- ph- 2256 FCUSAITR"
NHCH(Et ) [err] 2- Me, 4-Cl Ph 2257 F [err]
2-Me, 4-Cl Ph 15 2258 " F N( Ac) Et
2,4-Me[err]-Ph 2259 F [err] 2- Me, 4-Cl Ph 2260
(CH[err]OVE) 2261 [err] 2- Ve, 4- MeOPh 2262
[Ferr] Et[eréh 2043 -oE (crgczone) 1B 4 NEQP%HFS’F?‘]‘?J%/S? 2265
F 214NEt[err] (cmgomMe) 2-Cl, 4- MePh 2266 F
[262:{!4 veph 25 S8gg TCICTR 2207 e [Ferr] Ee‘fr]‘é‘eﬁ}é 4-MeOPh 2269
F NHCH(lFétl) CH &kr]Ove N(c- Pr)CHchzCQ C , 4- MePife 22 P€OPh F
[2%”. a-weoph Dot O O 2l e cnahen err]ove g- a5k lenn
2-C -4- MeOPh 30 2152273 <Al F NHCH (Et) CHz@Me | 2-Me,4-Re@h- 4- MeOPh 2274
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20 2359 Me NMe (CH2CH20Me) 2-Me-4-MeOPh
2360 Me NEt (CH2CHz0Me) 2-Me-4-MeOPh
2361 Me NPr (CHCH20Me) 2-Me-4-MeOPh
2362 Me NH-2-butyl 2-Me-4-MeOPh
2363 Me cyclobutylamino 2-Me-4-MeOPh
25 2384 Me 2-ethylpiperidinyl 2-Me-4-MeOPh
2365 Me NMe (propargyl) 2-Me-~-4-MeOPh
2366 Me NEt (propargyl) 2-Me-4-MeOPh
2367 Me NEtMe 2-Me-4-MeOPh
2368 Me NEtPr 2-Me-4-MeOPh
30 2360 Me NMeBu 2-Me-4-MeOPh
2370 Me NMe (CHaCPr) 2-Me-4-MeOPh
2371 Me NEt (CHaCPr) 2-Me-4-MeOPh
2372 Me NPr (CHacPr) 2-Me-4-MeOPh
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2458 d [err] 2-C - 4- MeOPh 2459 a

[err] 2-Cl - 4- MeOPh 2460 d NH- 2- but yI
2-Cl -4- MeOPh 25 2461 d cycl obut yl am no
2- d - 4- MeOPHO(58868 a 2- et hyl pi peri di nyl PCT/USP100%24 4- e OPh
2463 d NMe( pr opar gyl ) 2-C -4-MeOPh 2464 d
NEt ( pr opar gyl ) 2-C -4- MeOPh 2465 d NEt Me
2-C -4- MeCPh 30 2466 d NEt Pr
2-C -4- MeOPh 2467 d NMeBu 2-d - 4- MeOPh
2468 d NVE ( Cils€{ b & bke) 2, 4-Mar Gy 4- MeOPh 2469
c 230kt (cH'%rr cpr) e Eie 2.0 -4-NeOPh - 168 - 2470
d 28P% (CH ¥g ] cPr) NEt (CHaCH20Me) D_ (] - 4- l\?eé]ﬂFFZZEFVl d
[err] 2373 = 'Vﬁe[ er r] 4- NROR, difh brde) d 2,4-Meg-pH €1 1]
2,5-Me[err]-4-Me d [err]
2,5-Me[err] - zasMeOPh Be 2474 NH-2¢putyl NH-2-¥er i
2, 5- Me[ errg| - 43 OPh g475 &) c1obutylamino CYCl ObuUt yi Qnﬂé}oph
2,5-Me[err]-4-MeOPh 2476 d 2- et hyl pi peri di ngl
2,5-Me[err] - #3fR0Ph Y2177 2-ethylpiperidinyl g ( pr optgiR2y P
2,5-Me[err]-45;e0Ph gd78 MMk (propargyl) NEt ( pr opsilsgid,)-ph
2,5-Me[err]-4-MeCOPh 10 2479 c NEt Me
2,5-Me[ err] - #£3fR0Ph Y280 Nef (propargyl) NEt Pyt -Me2-Fh
2, 5-Me[ err] - 4:e0OPh ®481 C  nEtme NVeBu -Me3 -Ph
2, 5- I\/E[err(i 4- MeOPh 2482 d Nve( CH err cPr)
2,5-Me[erlY - £3fRoPh ¥283 c  NECEE NEt ( ﬁé
2,5-Me[err] - 4alyOPh %6 2484 NMdBu NP,r4( ﬁj[—elir] cPr)
2,5-Me[err]-4-MeOPh 2485 F - -
2486 [ :II: 2384 ME[ er r] NMe (CHocPr) 2 E-_erar :ll: er rT 4PH32-Ph 2, 4 C:I [ er r] Ph
2385 Me NEt (CHpcPr) 2,4-Meg-Ph
2386 Me NPr (CHaCPr) 2,4-Meg-FPh
15 2387 Me NMe (CH2CHo0Me) 2-Cl-4-MeOPh
2388 Me NEt (CH2CHzOMe) 2-C1-4-MeOPh
2389 Me NPr (CH2CH20Me) 2-C1l-4-MeOPh
2390 Me NH-2-butyl 2-Cl-4-MeOPh
2391 Me cyclobutylamine 2-Cl-4-MeOPh
20 2392 Me 2-ethylpiperidinyl 2-Cl-4-MeOPh
2393 . Me . NMe (propargyl) 2-Cl-4-MaOPh
2394 Me NEt (propargyl) 2-Cl-4-MeOPh
2395 Me NEtMe 2-C1-4-MeOPh
2396 Me NEtPr 2-Cl-4-MeOPh
25 2397 Me NMeBu 2-Cl-4-MeOPh
2398 Me NMe (CH2cPr) 2-Cl-4-MeOPh
2399 Me NEt (CHzcPr) 2-C1l-4-MeOFh
2400 Me NPr (CHzCPr) 2-Cl-4-MeOQPh
2401 Me NMe (CH2CH30Me) 2,5-Me3 -4 -MeOFPh ;
30 2402 Me NEt (CH,CHa0Me) 2,5-Meg-4-MeOPh i
2403 Me NPr (CHzCH20Me) 2,5-Mez-4-MeOPh
2404 Me NH-2-butyl 2,5-Mez-4-MeOPh
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2487 F
NH- 2- but yl
cycl obut yl am

n
2- et hyl pi peri a?%gﬂﬂms

NMe( pr opar gyl )
Et (propargyl)
[err]-Ph 25
[err]-Ph
[err]-Ph %38%
[err]-Ph
[err]-Ph
[err]-Ph %%89
0 F 2408
[err]

2- Me- 4- MeCPh 25
2504 F 2410
NMe( pr opar gyl )
NEt ( pr opar gyl )
2- Me- 4- MeOPh 250812
2509 F 2413
NMe(CH err] cPr)

NEt ( CH[ er r] c¥fr) 2414
NPr(CH err]cPr) a41s
2,4-Me[err]-Ph 2514
F [ eryéfs

2417

d
d
d
d
c
d

4-
4-
4-

, 4-
4
4
0

c§439

2411

2418
15 2419

2420

2421

2422

. 2423
20 2424

2425

2426

2427

2428

25 2429

2430

2431

2432
2433
30 2434
2435
2436
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[err] 2,4-Cl[err]-Ph 2488 F
2,4-C[err]-Ph 20 2489 F
2,4-C [ err]-Ph 2490 F
2,4-Q [err]-Ph 2491 Fo FCT/USIOISM
2,4-Cl[err]-Ph 2492 F
2,4-Cl[err]-Ph 2493 F NEt Me
2494 F NEt Pr
F
lob l 3 -Meg~-4-MeOPh
Me E cyclobutylam %[err]cpr e2~4-Me
Me F 2-ethylp1HQE¥C(1@={ err ] cP¥ %-M22-4-M80Ph
F CH err] gPf e -4-
M 1 ' 4-MeOPh
249% e propaiy ?er r] S Me- 4- MeOPh
[¥er] NEt (propapgyi- 4- MeOPR+ D¥ea-4-MeOPh
Me- 4M4\/903h -169- Ngenu&502 Fz 5-Meg-4-MeOPh NH- 2- but yl
cycl obut yl am no 2- Me- 4- MeOPh
2- E% hyl pi peri di¥BpPr 2 2V Mg2 NEyOER 2505 F
Me 2-Me-4-MeQRRpe 2506 5, 5-mE,-4-MeoPR
2- Me- 4- MeCPh 2507 F NEt Me
pe NMe (CHacBykt Pr 2,5-Me2-4-MeOPh o _ \- 4- MeOPh
me NVEBU ygt(cHycPr) 2'2“?—1442%@%2510 F
2- Me- 4- MeCOPh 10 2511
Me 2- MBPRIGRERH 2512  2.5Me2-4- “weomn
c1 2- MaméclpeRbued 513 B,4-C15-Ph [err]
F err] 2,4- Nb[err] Ph 2515
cl 2;NH15 "95% Plre_) Ph 2,4-C13-Ph
cl NPr (CHyCHpO0Me) 2,4-Cl3-Ph
Cl NH-2-butyl 2,4-Clz-Ph
Ccl cyclobutylamino 2,4-Cly-Ph
cl 2-ethylpiperidinyl 2,4-Cla-Ph
Cl NMe (propargyl) 2,4-Clz-Ph
Ccl NEt (propargyl) 2,4-Cla-Ph
c1 NEtMe 2,4-Cla-Ph
cl NEtPr 2,4-Clz-FPh
cl NMeBu 2,4-Cly-Ph
cl NMe (CHycPr) 2,4-Cl2-Ph
Cl NEt (CHzcPr) 2,4-Cls-Ph
cl NPr (CH2cPr) 2,4-Cla-Ph
¢l NMe (CH2CH20Me) 2-Me-4-MeOPh
cl NEt (CH3CHaOMe) 2-Me-4-MeOPh
cl NPr (CH2CHyOMe) 2-Me-4-MeOPh
cl NH-2-butyl 2-Me-4-MeOPh
cl cyclobutylamino 2-Me-4-MeOPh
cl 2-ethylpiperidinyl 2-Me-4-MeOPh
Ccl NMe {propargyl) 2-Me-4-MeOPh
Cl NEt (propargyl) 2-Me-4-MeOPh



15 2516 F NH- 2- but y| . 2,4-Me[err]-Ph 2517

F cycl obutyl anm no 2,4-Me[err]-Ph 2518 F
2- et hyl pi perl di n% 2,4-Mef[err]- Ph 2519 F
NMVe( pr opar g¥l 68 2,4-Me[err]-Ph 2520 F PCT/US99/01824
NEt (pr opar gyl) 2,4-Me[err]-Ph 20 2521 F
NEt Me 2,4-Me[err]-Ph 2522 F NEt Pr
2,4-Me[err]-Ph 2523 F NMVeBu
2,4-Me[err]-Ph 2524 F NVe(CH err]cPr)
2,4-Me[err]-Ph 2525 F NEt ( CH[ er;;_ ).
2 4-Me[err]-MiT25 D526 p NEEMe NP cﬁ{é’r? CePr )
2,4 I\/E[err]-m82527 e F NECPr [err] 2-Me-4-MePPE)| - 4- MeOPh 2528
F 4] a 2- Giwesu MEOPh 2529  2-Me-4FMeoPh [err]
2-C - 4-MeOPh_2530 F H 2-butyl  _ye_ao 2-C - 4- MeCOPh
30 2531 2#0p @ cy el N o 2N e - 4- MeOPh 2532
F 5 22et1hyl piqueri di nyl NEt(CHacPr) 2- C - 4- MeGPMe-258®Ph F
NMVe( pr opar gyl 2- O 4 gﬁ} 2534 F-Me-4-MeOPh
NEt (propargyfi** ¢ 2.0 D 2070, Apereom
NEt Me 2443 cl 2-d - 4- MCORH2GE08) F  Nkgtfez-Ph
2-C -4- l\/ECPh F ey NVEBU 2 Cl - 4- MeCPh
- CHq CHoOMe) 2,4-M
2538 #000 ve( FF e TTCRrS 30 -4-MeCPh 5 2539
F 249t ( CHfler r ] cPr ) NPr (CH2CH20Me) 2-C - 4-2ne™PR-BR540 F
NPr (CR[ enpl € 2 =) OPh 2541 5 4_ueE-ph [err]
2. 5 Mol ord] - 4% 000 Fsa2 = ¥ [err] 5
2,5-Me[err] - 244&0Ph A543 cyclobutylamino [err] 2,4-Mez-Ph
2, 5- [ er I‘] 441\43 ODh é-lo 25424-ethy1pipe|1:ridinyl szEu%-szH yl
2,5-Me[err]-4-MeOP
_ 2449 cl NMe (propargyl) 2,4-Mez~-Ph
2450 cl NEt (propargyl) 2,4-Mez-Ph
15 2451 cl NEtMe 2,4-Mep-Ph
2452 cl NEtPr 2,4-Mez-Ph
2453 c1 NMeBu 2,4-Mea-Ph
2454 cl NMe (CHzcPr) 2,4-Mez-Ph
2455 Cl NEt (CH2cPr) 2,4-Mea~-Ph
20 2ass cl NPr (CHacPr) 2,4-Me2-Ph
2457 cl NMe (CH3CH20Me) 2-C1-4-MeOPh
2458 cl NEt (CHzCH0Me) 2-Cl-4-MeCPh
2459 c1 NPr (CH2CHz0Me) 2-Cl-4-MeOPh
2460 cl NH-2-butyl 2-Cl-4-MeOPh
25 2461 cl cyclobutylamino 2-Cl1-4-MeOPh
2462 cl 2-ethylpiperidinyl 2-Cl-4-MeOPh
2463 cl NMe (propargyl) 2-Cl-4-MeOPh
2464 cl NEt (propargyl) 2-Cl-4-MeOPh
2465 c1 NEtMe 2-Cl-4-MeOPh
30 2456 cl NEtPr 2-Cl-4-MeOPh
2467 cl NMeBu 2-Cl-4-MeOPh
2468 cl NMe (CH3CcPT) _ 2-Cl-4-MeOPh
2469 (4] NEt (CHpcPr) 2-C1-4-MeOPh
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2545 F cycl obut yl am no 2,5-Me[err]-4-MeOPh 2546

F 2- et hyl pi peri di nyl 2,5-Me[err]-4-MeOPh 2547 F
NMe( pr opar gyl ) 2,5-Me[err]-4-MeOPh 2548 F
NEt ( pr opar gyl YWO99/38868 2 5_\e[err]-4-MeOPh 15 2549 PCT/US99/01824

" NEt Me 2,5-Me[err]-4-MeOPh 2550 F NEt Pr
2,5-Me[err]-4-MeOPh 2551 F NMeBu
2,5-Me[err]-4-MeOPh 2552 F NMe(CH[ err] cPr
2,5-Me[err]-4- MoOlBh 2553 F NPr(CH2cPT)  NEt ( m[%'Fi‘]‘-’"fﬁ?%Ph
2,5-Mef[err]-4- kg%h 20 2554 wye (cHgCHpOMe) NEr e -@eoghc Pr )
2,5-Me[err]-4- h a) (Sﬁ HRMS: Cal cd: §67. 2498; Found; 3? . 4‘68 (M +
H[err] b)Cl -HRMZ2 Cal €d: 387. 19%s{CHIgHa0He) 387. 193Y 372+ '&ff”err] 25 Utility

CRF-R1 Receptor  Bj.ndi ng,Assay f ogpriligciponkriat i on of, sBieal-ogiegrd Activity 30
The followng iS @ description of the isolation of_cell _M£anes
cont ai ni ng cbonesrshumarelCRF- RL r edBR-BEY Y or use i froffe 475R%4ar d bi ndi ng

assay -171- 35, well gs a desq:%fgbh%mg{mt he assa)s-udsseifeoPessenger RNA
was isol ated frdm human hi ppocanpus. Th

e MRNA was revgr sig_éfﬁg?hnscri bed usi ng
oligo (dt) 12-18s®nd tH& codi nd-¢RYiRIRTE ) i fi & 17 fomstart 5 to
stop codons The,fesul tifjg PCR fra@iBidoa¥s) cl oned 2/-Bej-haueBBlORV site of
pGEMWV, from whence the insert was reclai ned using %(hsola tﬂggpegbh and cl oned
into the Xhol +2xMal si%les of veTRIPrPAREY ( whi ch®contzains a CW pronot er,

the SV40 " t'ospLi4ée andeearly poly Areme 2,5-Me3-4-MeOFh
2480 cl NEtPr 2,5-Me2-4-MeOPh
2481 cl NMeBu 2,5-Mea-4-MeOPh
2482 €l NMe (CHacPr) 2,5-Mep~4-MeOPh
2483 cl NEt (CHzcPr) 2,5-Mez-4-MeOFPh
15 2484 cl NPr (CH2CPY) 2,5-Meg-4-MeOPh
2485 F NMe (CHo CHa0Me) 2,4-Cl3-Ph
2486 F NEt (CH2 CHa0Me) 2,4-Cl12-Ph
2487 F NPr (CH3CHa0Me) 2,4-Cla-Ph
2488 F " NH-2-butyl 2,4-Cly-Ph
20 2489 F cyclobutylamino 2,4-Clp-Ph
2490 F 2-ethylpiperidinyl 2,4-Clz-Ph
249i F NMe (propargyl) 2,4-Clz-Ph
2492 F NEt (propargyl} 2,4-Cla-Ph
2493 F NEtMe 2,4-Clz-Ph
25 2494 F NEtPr 2,4-Cla-Ph
2495 F NMeBu 2,4-Cl2-Ph
2496 F NMe (CHacPr) 2,4-Clz-Ph
2497 F NEt (CHzCPr) 2,4-Clz2-Ph
2498 F NPr{CHycPr) 2,4-Cla-Ph
30 2499 F NMe {CH2CH0Me) 2-Me-4-MeOPh
2500 F NEt (CHzCH20Me) 2-Me-4-MeOPh
2501 F NPr (CHaCHa0Me) 2-Me-4-MeOPh
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10 signals, an Epstein-Barr viral origin of replication, and a hygronycin
sel ectabl e marker). The resulting expression vector, called phchCRFR was
transfected_in 293EBNA cells and cells retaining the epi sone were sel ected
in the pres&P2RB 400 [err]M hygronycin. Cells 15 survi PCRESWOMEEKS of
selection in hygromycin were pool ed, adapted to growh in suspension and
used to generate nenbranes for the binding assay described bel ow.

I ndi vi dual aliquots containing approximately 1 x 108 of the suspended cells
were then centrifuged to 20 forma pellet and frozen. For the binding assay
a frozen pel ¥ descFi bed abové®cdt&hi ng 293EBNAMR Y YOPRr ansfected with
hCRFR1 receptsss i s honogeni zadlébaclBmido of | ce ohé-stmamne buffer ( 50 mM
HEPES buf f er 7.0, containj_ ; A MyCl [ ert ]a_ .2 EGTA, 1 [err]g/l
aprotinin, 12f)ejrr] g/?ﬂ I eupgp'??lrﬁglrﬁ% E’élrr] g/m zggfogtg%%). The
honogenat e i 8%entriFuged at ¥° BERPERIG for 12 miZMaraMedFe resul ting pel |l et
rehonogen$ zedsdsn 10 ml of ti sSsEphatiakeywl) After arsuéar-Mmesphtrifugati on at
40,000 x g fofy,12 mp, the pelletgg 30 resuspendgd tQefnProtein

concentration of 360 [err]g/m to be used in the assay. Binding assays are
performed i n2¥ wel | Fpl ates; eacH®® | having a FoMe1%Me9®h capacity. To
each wel |l isz2sded 58 [err]| of tseeudrug dil uti ase{s-Mé®h concentration

-172- of dgpgs ragge from 1Qgl d 10-Terr] Mya_al err]l of [err]l-
ovi ne-CRF ([err]!-o-CRF) (final L&aerl ot on 156”%&? §%§L150 [err]l of the

cel | homd@enddd descFi bed abov¥Et{OHzaPx}y are t hen ZxMéMePPho | ncubate at
room t enper agiy,e forg2

NPr (CHacPr) 2-Me-~-4-MeOPh
2513 F NMe (CH2CH20Me) 2,4-Mez-Ph
2514 F NEt (CH CHoOMe) 2,4-Mez-Ph
2515 F NPr (CH2CH20Me) 2,4-Meg-Ph
15 2516 F NH-2-butyl 2,4-Mex~-Ph
2517 F cyclobutylamino 2,4-Mez-Ph
2518 F 2-ethy1piperidiny1. 2,4-Mea-Ph
2519 F NMe (propargyl) 2,4-Meg-Ph
2520 P NEt (propargyl) 2,4-Mes-Ph
20 2521 F NEtMe 2,4-Mez-Ph
2522 F NEtPr 2,4-Mey-Ph
2523 F NMeBu 2,4-Mea-Ph
2524 F NMe (CH2CPr) 2,4-Mez-Ph
2525 . F NEt (CHacPr) 2,4-Mez-Ph
25 2528 F NPr (CHa¢PT) 2,4-Mez-Fh
2527 F NMe (CH;CH20Me ) 2-Cl-4-MeOPh
2528 F NEt (CHCH20Me) 2-Cl-4-MeOPh
2529 F NPx (CH2CH20Me) 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-Cl-4-MeOPh
2534 F NEt (propargyl) 2-Cl-4-MeOPh
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5 hours before filtering the incubate over G-/ F filters (presoaked with

0. 3% pol yet hyl enei m ne) using an appropriate cell harvester. Filters are
rinsed 2 tines‘¥g54%' e col d assay buffer before renoving individual

filters and assesS ﬁ%ﬁ them for radioactivity on a gamma 10 POUH9ePIS2Eyr ves
of the inhibition of [err]l-0-CRF binding to cell nenbranes at various
dilutions of test drug are analyzed by the iterative curve fitting program
LI GAND [ P.J. Munson and D. Rodbard, Anal. Biochem 107:220 15 (1980),

whi ch provides RfF3%al ue€ for inhibi t'B6% which are t et 8388 0 assess

bi ol ogi cal acti\essg. A ®onpound is omeBr dered to be 2aCk-#vieOPE it has a K
val ue of |ess thgg, aboutz 10000 nM f qgeldne i nhi bition_gf-aGRoen 20 I nhibition
of CRF-Stinmulated Adenylate Cyclase Activity Inhibition of _
CRF-stinul at ed #338hyl at & cycl ase” AVEIFRIRF can be perzr‘é].r'ﬁé'ﬁfogg descri bed by
G 25 Battag iaseé al. rSynapse 1wa/@ugdi@87). Briefd-yi-4ampays are carried
out at 37[err] Cfor 10 mn in 20Q of buffer containin éﬁp nv Tri s- HC
(pH 7.4 at 37[e®t°C), fo mv mya [BFIF2°85/ 4 mv EGTA,Z'BI.]‘J‘.G)’?ﬁ . 1 mv

i sobutyl met hyl xasthi ne F BMX), 2uMewnidusémd) 30 phaspimegisemdorne ki nase, 5
mM creati ne pho%phate, 100 mM guanosine 5' -tri-phosphate, 100 nM oCRF,

ant agoni st pept i’d&% (coficentrati OR° Farg@™MB[err] t 6 TYFE**FRrr]) and 0.8

ng original wet 2se: ght tri ssue - 1%Br(cHacHa0Me) 2,5-Me3-4-MeOPh

10 2544 F NH-2-butyl 2,5-Meg-4-MeOFh
2545 F eyclobutylamino 2,5~Meg~-4 -MeOPh
2546 F 2-ethylpiperidinyl 2,5-Mes -4 ~-MeOPh
2547 F NMe (propargyl) 2,5-Me2-4-MeOPh
2548 F NEt (propargyl) 2,5-Me3-4-MeOFh

15 2549 F NEtMe 2,5-Meg~-4~-MeOPh
2550 F NEtPr 2,5-Meg-4~-MeOPh
2551 F NMeBu 2,5-Mez-4-MeOPh
2552 F NMe (CHZzCPT) 2,5-Mez-4-MeOPh
2553 F NEt (CHocPY) 2,5-Meg-4-MeOPh

20 2554 F NPr (CHzcPr) 2,5-Mey-4-MeOPh

a)CI~-HRMS: Calcd: 367.2498; Found: 367.2468 (M + H)'
b)CI-HRMS: Calcd: 387.1952; Found: 387.1939 (M + H)"

- 25
CRF-R1 Receptor Binding Assay for the Evaluation of
Biological Activity
30

The following is a description of the
isolation of cell membranes containing cloned human
CRF-R1 receptors for use in the standard binding assay
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(approximately 40-60 ng protein). Reactions are initiated by the addition
of 1 rrMATP/[err]P]ATP (approximately 2-4 nCi/tube) and terminated by the
addi tion of 100 of 50 mM Tris-HCL, 45 mM ATP and 5 2% sodi um dodecy!l

sul fate. Inw(?r93@f’ 680 nmonitor the recovery of cAWVP, 1 [err PCTESYH®A | H c AVP
(approxi mately 40,000 dpm is added to each tube prior to separation. The
separation of [[err]P]cAMP from|[[err]P]ATP is perfornmed by sequenti al

el ution over 10 Dowex and aI um na colums. In vivo Biological Assay The in

vivo activit o‘f’efljg % g§ 9£°+hgf W&S%@anny %g]!pn can be assessed

usi ng any on o I'cal assays availl and accepted within
the art. |1l ust raM¢%%eftﬁert Mkwﬁés%@}r%%cfémhﬁu‘ﬁ&%ﬁﬂpech‘H Bte Assay,
the Stair O irabi ReNAefds rvérsket Cansant tbetldnisdhgt ohigon(dAdsag-18hese and

other nodel s uzefyl LQ é}ﬁ#?%&%@%k'@gsogmﬁiﬁﬁ} HDQ? QéRth%mggtaEEesent

I nventi on have been 0 e an . n Br.ain Research
Revi ews 15: 7£0( 299D) codgnfho Fhgs TRV HEg e%“t‘g(friaﬁmﬁﬂ?/ ‘E’bge(ﬁ 2ed rodent or
smal | manmmal in25 ERETECHRIE sdftet bESpEGENENtimmm whescet the tindextt he treat ment

of inbalanceg, gs?gggg#lﬁgd W r;,fga nglxgﬁ/egn% ) ?HQ&tir&Q} @l n rel easing

factor in patlen ering re55|on ectlve di sorders, 30
and/ or anxi e#RroICHNPB %ﬁo%*“'tﬁs 1°|fr| é’eFE Erﬁ"ﬁ?ﬁ: caﬁ' hEN EPRTR S Ped to treat
t hese abnor mgvwvt besmbyerpaile SVA0 Pt odsplkicorindc taoly tpwelyadt i ve agent with

the agentj,s %Ebﬁa?L,a&ﬁiéﬁhééldLQQrQOOYréi G IRNBE - rdpEs SUTRAUNDS can be

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 uM hygromycin. Cells

15 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

20 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

25 MgCla, 2 mM EGTA, 1 pg/l aprotinin, 1 pg/ml leupeptin

and 1 ug/ml pepstatin). The homogenate is centrifuged

at 40,000 x g for 12 wmin 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

" 30 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 pl capacity. To each well is

added 50 pl of test drug dilutions (final concentration
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-174- adm ni stered by any conventional neans available for use in
conjunction with pharmaceuticals either as individual therapeutic agent or
i n conbi nation @é’ rapeuti c agents. They can be adm nistered al one, 5 but
will generally i stered with a pharmaceutical carri er PCEUS2¥RE24 0N
the basis of the chosen route of adm nistration and standard pharnaceuti cal
practice. The dosage adm nistered wll vary depending on 10 the use and
known factors such as pharnacodynam ¢ character of the particul ar agent,

and its node and,g %@So{,a | fdont RALLON, 1S MeCi PpENHL Dfadesivei ght, and
heal th; nature and extent of synptons; kind of concurrent treatnent;
frequency of 15 dwiew-OBEt (1&h CHERF) edf Bfidlecioncpotrafsion 350heMi rang nent  of

said i seases or: LUl beoge 41 HRABGUALL, leskBiBel WRREL OERCDC Oral 'y

admi ni st ered dai a dosage of theTactive 1ngredient of 0.002 to 200
my/ kg of body wedxshttheppaliewemrtid jncubaes aatofrogmotenrexpdurg/ kexih di vi ded
T oot Vo | oDt O ey ol ol of ot Docage forms
(ecorrpositions) sﬁﬁe:fﬁ’lggegowl dé%’i ﬁ?@?@ﬂﬁo& S nusfeir%ghaggou? 1 ng to
about 100 ng of apmdoperimngreelilearyesteni t .Filrerreare primsedcautines
conposi tions, thgartickechb@r£i8Nbutibl 196 fHreakrehyviey AnASORBLAT an anount
of ‘about 0.5 to A0y WehoDlBAISY Qe "fod YudliolSt Aieyln' Bogamma
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 Kj value of less than about 10000 nM for the
inhibition of CRF.
20
Inhibition o© CRF-Stimulated Adenvlat clage
Activity
Inhibition of CRF-stimulated adenylate cyclase
activity can be performed as described by G.
25 Battaglia et al. Synapse 1:572 (1987). Briefly,

asgays are carried out at 37° C for 10 min in 200 ml
of buffer containing 100 mM Tris-HCl (pH 7.4 at 37°
C), 10 mM MgCla, 0.4 mM EGTA, 0.1% BSA, 1 mM

isobutylmethylxanthine (IBMX), 250 units/ml
30 phosphocreatine kinase, 5 mM creatine phosphate, 100
mM guanosine 5'-triphosphate, 100 nM oCRF,

antagonist peptides (concentration range 10-° to 10~

6m} and 0.8 mg original wet weight tissue
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30 conposition. The active ingredient can be adm nistered orally is solid
dosage forns, such as capsules, tablets and powders; or in [iquid forns
such as- eI|X|rs Xrups, 35 and/ or suspensions. The conpounds of this

i nvention - can al so be admi ni stered parenteral |y PeTasewais2e | i quid
dose fornulatlons. Gel atin capsules can be used to contain the active

I ngredi ent and a suitable carrier such as but 5 not limted to |actose,

starch, magn S|un1ste 0se rlvatlves Simlar

di l uents can? ﬁg %gn%geé‘ %’lthbl e?éé ocfr’hS EI ets and capsul es

can be manuf aﬁiwacécmbysmaadéﬂtim efsa mmoﬂmnl%znlamrr ovi de for continuous

10 rel ease oqa , go\ée;; RAcPet Qﬁuﬂh@?mz&@ﬂﬂi@?sﬁﬂ et ablets can be
'm co a

sugar-coated 'Q used to

ed_to_nas éy rr‘%Ieasant t
protect the ﬁ@@?—t%/’e‘“? Rfr d90eMLsOf 30 Th FHETHCHhet s ™ ATE, 25 I ow sel ective -
di sintegritiog sbdiume doalelegll Btlfate¢ he Iyastrderntestomidloxt thet. Liquid dose

forms for oral adn1n| on ca n ring or flavoring agents to -

i ncrease pat F&H? e‘ij"ltt éﬂyg e‘ﬁ‘g gﬂh%&?e? %%ff‘rﬂ?ct ically acceptable

20 oils, sal MeQO@\cﬂmdusmd@)ddadsQO(gw}cdis@)e puhdrrid at ed sugar sol utions

and glycols, spggpa Ipro gggggnggn}%f ng¥f&RM$gﬂ§xglycol are suitable
o u

carriers for TERTEral S
{32p]ATP is performed by sequential elution over

10 Dowex and alumina columns.

In vivo Biologi Assa

The in vivo activity of the compounds of the

present invention can be assessed using any one of

15 the bioclogical assays available and accepted within
the art. Illustrative 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

20 present invention have been outlined in C.W.
Berridge and A.J. Dunn Brain Research Reviews 15:71

(1990) .

Coﬁbounds may be tested in any species of rodent or
small mammal.
25

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,

30 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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Solutions for parenteral adm nistration preferably 25 contain a water
sol ubl e salt of the active ingredient, suitable stabilizing agents, and if
necessary, buttg, §§?€gances Ant i oxi di zi ng agents, such as sodi um

bi sulfite, sodi um sulfite, or ascorbic acid, either al one or PFHUS/01824

conbi nation, are 30 suitable stabilizing agents. Al so used are citric acid
and its salts, and EDTA. In addition, parenteral solutions can contain
preservatives such as benzal koni um chl ori de, nethyl- or propyl-paraben, and
chl orobut anol . 35 Sui t abl e pharmaceutical carriers are described

-176- in "Re %ﬂgﬁ?&&?&‘%’mﬁ Uéb%ntﬁ%ﬁﬂ!cﬁégns '%va@ﬁi)le afc%:t andar d

reference in the field qﬁ%gytlcal e¥% %ﬁ

admi ni stration &fet kB E?ﬁ&ﬁﬁﬁﬁi? onY FHGERY bﬁ EAhPBR ??Iustrated as
foll ows: Capsul ésdAvidugl therapeubic agearnd oapénl egnbimatppapefed by filling
standard two- pi %ﬁ%rggéﬁ'tggé’&éd%sca@ﬁé& efanl BeCaning dtlert@0a18nof powder ed

active ingredie | | ul.osg,, and 6 ng nmagnesi um
st ear at e. gt %@Fa?? 1 %ﬁiylge admrhi % SEWFERR acti ve i ngredient in
a digesti bI e oi Iphaumhcerstmﬂbeamrlentsm onl theybagiisvef othe i s prepared

and injected by JBaBA Phutte RIS idlimYRi sk St iR HRA stdBRiadpaTPed into gelatin to

form soft gelatlga%% gg&gfcaogﬁghgigg 100 ng of the active

The dosage administered will vary depending on

10 the use and known factors such as phérmacodynamic
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 desgsired 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 ligquid forms such as
elixirs, syrups,

35 and/or suspensions. The compounds of this invention
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20 ingredient. The capsul es were washed and dried. Tablets A |arge nunber
of tablets are prepared by conventional procedures so that the dosage unit
was 25 100“HH?%&khve ingredient, 0.2 ng of colloidal silicon dioxide, 5 ng
of magnesiumstearate, 275 ng of mcrocrystalline cell ul o$ET/USINAE40f
starch, and 98.8 ng | actose. Appropriate coatings may be applied to

I ncrease palatability or delayed 30 adsorption. The conpounds of this

i nvention may al so be used as reagents or standards in the biochem cal
study of neurol ogical function, dysfunction, and 35 disease. -177-

Al though t hec#if @leot benaéministerasl psrentesaklbda aherddenplified in terns

of certain plrf%‘ﬁdr ggsg@ggfhml%nsot her enbodiments will be 5 apparent to
n

t hose skllle the art. The |nventbon i's there%pre not limted to the
particul ar enbodFW@ﬁF%ndﬁgE??¥ﬁﬂiQ%Hd ExBAgEi 19 SPRBAE TR capabl e of
nodi fi cat i oraarivearingtredhent tdnsdita @@p&ﬂblﬁgcarnﬂﬂn:Hécbp$$|buﬁﬁ t he

nvent i ony  thg. Fldyckd $60PEclsdiigtarks, debdiesiiard styatiee appended cl ai s,
-1rs- Clﬁgggifg#;cxd or cgf¥%lose derivatives. Similar
diluents can be used to make compressed tablets.
Both tablets and capsules can be manufactured as
gustained release products to provide for continuous
10 release of medication over a period of time.
Compressed tablets can be sugar-coated or film-
coated to mask any unpleasant taste, or used to
protect the active ingredients from the atmosphere,
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, pharmaceutxcally 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 solutiocns.
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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5 1. A conpound of Fornula (50) [err] 10 and isoners thereof
stereoi soneric forns thereof, or m xtures of stereoisoneric forms thereof

and pharmaceuti Igﬁss%ccept able salt forms t hereof, 15 selected fromthe
group: a compou ormula (50) wherein Rlerr] is - [ err], PREAIS?901824 Me,
Rlerr] is H Rerr] 20 is Me, Rerr] is Hand Rerr] is M; a

compound of Formula (50) wherein Rlerr] is -NHCH(Et)[err], Rerr] is M
Rlerr] is H Rerr] is Ov, Rerr] is Hand Rerr] is H 25 a conpound of
Formul a (50) V\henei'lherﬁ[r&gtlop BsPharmadeptpcpér Pelencgs” H}er g0Yiisane, Rlerr]
is H Rerr] isghkiar Qrgf]eréﬁcél ié\:{ld;b'a[ ghiejdis H a corrpou_nd of Fornula
(50) wherein R err] ‘és€ but%%e :.ca dosa%n%l?kg{_r Is Me, Rerr] is

H Rerr] is Ove, R &t err a conpound of
Formul a (50) \médmmﬂ{@m]om of [ ehe jcomppupdp o5 s RP¥PAYLGH H Rlerr] is
Ove, Rlerr] §s bagnse Bk rbtedl ad igempound of Fornula (50) wherein
Rlerr] is [err], Rerr] is M, Rerr] is H Rerr] is O, Rerr] is H and
Rlerr] is H 10 a conpound of Fornula (50) wherein Rerr] is
N(Me)CH err]cPr, Rlerr] is M, Rlerr§apsulies Rierr] is O, Rerr] is H and
Rlerr] is H A large number of units capsules are prepared
by filling standard two-piece hard gelatin capsules
10 each with 100 mg of powdered active ingredient, 150

mg lactose, 50 mg cellulose, and 6§ mg magnesium

stearate.
oft Gelatin Ca
15 A mixture of active ingredient in a digestible

o0il such as soybean, cottonseed oil, or olive oil is
prepared and injected by means of a positive
displacement was pumped into gelatin to form soft
gelatin capsules containing 100 mg of the active

20 ingredient. The capsules were washed and dried.

Tablets
A large number of tablets are prepared by
conventional procedures so that the dosage unit was
25 100 mg active ingredient, 0.2 mg of colloidal
gilicon dioxide, 5 mg of magnesium stearate, 275 mg
of microcrystalline cellulose, 11 wmg of starch, and
98.8 mg lactose. Appropriate coatings may be
applied to increase palatability or delayed
30 adsorption.

The compounds of this invention may also be
used as reagente or standards in the biochemical
study of neurological function, dysfunction, and

35 disease.
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a conpound of Fornmula (50) wherein Rerr] is N(Et)CH err]cPr, 15

Rlerr] is Me, Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H a
conmpound ofvé,: la (50) wherein Rlerr] is N(Pr)CH err]cPr, Rerr] is M,
Rlerr] is H, %’gﬁ?“f is O, Rerr] is Hand R err] 20 PCT/US99/¢1824a
conpound of Forrmula (50) wherein Rlerr] is N(Me)Pr, Rerr] is M, Rerr] is
H Rerr] is O, Rerr] is Hand Rerr] is H 25 a conpound of Fornmul a
(50) wherein Rlerr] is N(Me)Et, Rerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rlerr] is H 30 a conpound of Formula (50) wherein R err]
is N(Me)Bu, R err],.i e | , : ' Rlerr] is Hand
Rlerr] is H a co%r]bdo%or%oftﬁlgoﬁ%?%& E@%%&éihéﬁ%? is 35

N( Me) pr opar ggescriked |and epempii£ied 3 tﬁ,rmﬁ[ggr? T , Rlerr] is Hand
Rlerr] is H poeforpsinsheidiments| aofl«y) embedémanty erill ibe N( Et) propar gyl ,
Rlerr] isc<Me i i} hel . ; hepH and R err]
is H a c%rrp%ﬁﬁ%g%éd F‘J’oorgrmogg[ (ﬁ;é;' i1 %%\/ﬁzhe gﬂ:l_ i?;i}l?fv]re}m%[sgrr] is M,
Rlerr] is H, iRy efhgrefore,gmot lipgge Ff[%rr'%[e pargpg) err] is H a
conpound of Embeaimertd)dedearibed #hdredenpdifféed] -bierig, Rlerr] is M,
R][erFr] 'S H, g%&%é of %fi&@ﬁbh o5 variationtwifR err] is H a conpound
© ormia (departi?rrn;;a Ii?rom %rhre] slpgrit of the invention, the full

10 scope of which is delineated by the appended claims.
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[err], Rerr] is M, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is
H, 10 a conmpound of Formula (50) wherein Rerr] is [err], Rerr] is M,
Rlerr] is H Ri@idhksjsg OV, Rlerr] is Hand Rerr] is H 15 a conpound of
Forrmul a (50) whereln R[err] is [err], Rerr] is Me, Rerr] iRCTASI1824r | i S
Ove, Rerr] is Hand Rerr] is H a conpound of Fornula (50) wherein R err]
is [err]- 20 CHerr]cPr, Rerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rerr] is H a conpound of FormJIa (50) wheréin Rerrj—Ts

[err], Rerr] is M, Rerr] is H Rerr] is err]-is H. and
Rlerr] is H a conpound of -Formul a @é)l—ﬁlnerel n R[err] Hlﬂl ,%" ,U"m”w)
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is Han

conmpound of F%AEHR[%(E?M rein Rlerr] is 2- ethylpi perid-1- yI e r*
Me, Rerr] is H, err|] is , Rlerr] is Me and Rerr] is H 35 a
conpound of Forrmula (50) wherein Rerr] is cyclobutyl- amno, Rerr] is M,
Rlerr] is B R erra iconpbnd RperedrmutaMgsand Rlerr] is H a conmpound of

QJ

Forrmul a (50) wherein Rerr] is 40 [err], Rerr] is Me, Rerr] is H,
Rlerr] is Ow, Rerr] is M and Rerr] is H -181- a conpound of Formul a
(50) wherein Rerr] is 23
N‘;\N-——F
N
H3C/'\N N cn,
Rde\/ I/Rh
R4d \I Réb
Réc
FORMULA (50)

10

and isomers thereof, stereoisomefic forms thereof, or
mixtures of stereoisomeric forms thereof, and
pharmaceutically acceptable salt forms thereof,

15 selected from the group:

a compound of Formula (50) wherein R3 is -
NHCH (CH2CHz0Me) (CHz0Me) , R%2 ig Me, R is m, REC

is Me, R* is ¥ and R?® is Me;

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

25 a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r*2 ig me, R is u, R%C is
OMe, R4d is H and R*® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
30 amino, R4 ig Me, R*P is H, REC is oMe, R4 is H

and 124e is H;
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[err], Rerr] is M, Rerr] is H, R[err] is O, Rerr] is M and R[err] is
H 5 a corrpound of Forrrula (50) - vxm-zferrr RE%HL} S N(IVE)CH[err]cPr R err]
is M, Re err[ is Ove, Rerr] Me and Rlerr] is H a conpound

%{ Fo]r mul aH(S‘E? v ]gsrsel nqsb[er J!lﬂlﬁ"""(m,miﬁm%[cpr ]1_0 . Pmmls?s ]'cVE
err] is err] is err] is H a conpound o
Formula (50) wherein Rerr] is (Pr)Cﬁ[eFr]tPr Rlerr] is M, g[perr] s H,
Rlerr] is Ove, Rerr] is M and Rerr] 15 is H a compound of Formula
(50) wherein Rlerr] is N(Me)Pr, Rlerr] i's M, err] is H Rerr] is Ow,
Rlerr] is M anrsbrigoand] OstdHrmel@i dseonpben%h-!be denul a (50) wherein Rlerr]
is N(Me)Et, R[errN(Ma)NHzcﬁ%ECEHz] R4 Ws MbprriPiss @Yer*R £srdmd,s Me and
Rlerr] is H 25 4aoggo frdooruka (50) wherein Rierr] is N(M)Bu,
Rierr] is s, R[err] |s err] s C]ve R[err] is Me and Rlerr] is H a

conmpound of Foré'%ﬂi f"‘f@% R3 is N( Me) propargyl, Rlerr]
s M, err S ery s and ere H, a conpound
of Formljl[a(ISO) ézlg"h ‘ I(il((é[)Ets) %%/s’tsr'h[grhr] %éiﬁ' Rlerr] is
H Rerr] is Ow, is H aﬁ@eR jiss Hyk and Rlerr] is H a conpound of

Formul a (50) V\,hereln Rlerr] is [err], Rerr] is.Me, Rerr] is H Rerr] is
Ove, Rlert] is ddempanuohdRpér Fprimgla, (500 a@ummmm&ﬁhﬂﬂaqam wher ei n

Rlerr] is [err]- [grar];s Reergdpiss Ve, rACekkl oms, MARIG &l ahd 3, Rlerr] is

is H;

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

15 r%2 i5 Me, R?P is H, R4° is oMe, R%? is u and rR?®
is H;

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

R%2 is Me, R?P is u, R%C is oMe, R*Y is H and R%®
20 is H;

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

is Me, R?P is H, R2C R¥ is ¥ and rR%® is

H;

is OMe,

25
a compound of Formula (50) wherein R3® is N(Me)Et, g2
R4b R%C is OMe, Rﬁd.is H and R%® is

is Me, is H,

H;

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

is Me, R?P is H, R?C is oMe, R%d is H and R?® is
H;
a compound of Formula (50) wherein R3 is
35 N(Me)propargyl, rR%® ig Me, R?P is H, R%C is OMe,
R4 ig H and R?® is H;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, r%® is Me, R?P is H, RYC is OMe,
40 r%9 is H and RY® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3) CH3, Rr%® ig Me, R%P is H, RYC is
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-182- Me and Rlerr] is H a conpound of Formula (50) wherein Rerr] is
[err], Rerr] is M, Rerr] is H Rerr] is Ow, 5 Rlerr] is M and

H; d of Eormula—{56)r—wherer [ : i
SELerrR][eLf] |SW&%§“yn ?s O\E;. R[_er aEdR[R[ere;]r Iiss[:t;'lr/l]li’slaRl[sgtr);r{)oL?ld

of Formula (50) wherein R[er:}g ﬁﬂ‘mﬁuﬂl S (I;/e fR[Ferr]lis(go)R[err]
onpoun of Fornmul a

is O, Rerr] is M and R e :

wherein Rlerr] is [err]- CH é r]&F‘r Fﬁerr] is Me, Rlerr] is H Rerr] is
Owve, Rerr] is M and R[err] is H a compound of Formula (50) wherein
Rlerr] is 20 oMeer HES Rhemrdnd R¥FeisRiEerr] is H Rlerr] is O, Rerr]
Is Me and Rlerr] is H a conpound of Fornula (50) wherein Rerr] is
-NHCH(Et)[err}k, cB{q_%dﬂd icE WermiR £r {50)i shelrefh &% Jisi ¥ (OUECHRMeNr] is Me and

Rlerr] 25 IS L wad, of abl g, (p0)paeh S
NHCH(cPr) [err], R[er%(]‘ Icggrrpﬂ I’I’e'léH }er |gEC$ge,R[ r]rl]S Is Me and
Rlerr] is & 30 a%oﬁrmi)dh(? &P Fbrrmla (50) V\/nereln Rlerr] is

-NHCH(Et) [err], Rlerr] is Ow, Rerr |s H R[ is OMe, Rerr] is H and
Rlerr] is H BSCQWE@‘MWFWB?M 6\% el"ﬁ R3,is 2-

et hyl pi peri d- 1- yl , N (GlzTEAOMes MOER? ER[Jesrere i B*R isrper RECi &5 OMe,

R4 ig u and R*® is H;
10

a compound of Formula (50) wherein R3 is
N (CH2CH20Me)Et, R32 ig Me, R?P is H, RYC is oMe,

R4d is H and r%® ig H;

15 a compound of Formula (50) wherein R3 is
N{(CH2CH20Me) Pr, R%2 ig Me, rR?P ig H, R%C is OMe,

R%% is H and R?® is H;

a compound of Formula (50) wherein R3 is N(CHaCHp0Me) -
20 CHzcPr, r%® is Me, R®P ie H, R®*C is oMe, R%d is H
and R%*® is H;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 is Me, RP is'H, R%C is OMe,
25 849 is H and R%® is H;

a compound of Formula (50) wherein R3 is NHCH(cPr)2,
R23 is Me, r2P r4c rid rie
is H;

is H, is OMe, is H and

30
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-i-yl, r%2 is Me, R%P is H, RYC is
oMe, R¥* is Me and R%® is H;

35 a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R4 ig Me, RP is H, RS is oMe, R*d is Me
and R%® is H;
a compound of Formula (50) wherein R3 is

40 N (Me) CH2CH=CH2, R%2 is Me, R*P is H, RYC is OMe,

r%49 js Me and R?® is H;
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Owve, Rlerr] Is Hand R err] |s H, —a- t‘Oﬁ"ﬁ)&H—H@-@f—EOLmﬂa (50) V\/nereln
Rl err] is cyclobutyl - Rlerr] is H Rerr] is

40 err] i
Ove, Rerr] R e i's H -183Ri Forrmul a (50
wherein R[errfm'jg/gfbg r], R[err] Is Owe, m‘ ﬂ"ﬁ"’ﬂﬂmﬂm”]l’m&v&&ﬁerr]
is Hand Rerr] is H 5 a conmpound of Formula (S'b) Swher ei n Rlerr] is [err],
Rlerr] is O, Rerr] is H Rerr] is OWw, Rerr] is Hand Rerr] is H a .
conmpound of Forrmula (50) wherein Rerr] is N(Me)CH err]cPr, 10 Rl err]
is Ove, Rerr} édmgdurdd F FoktulWe(5H| evhelceiis ®RPakel Rlerr] is H a conpound
of Fornula (50) W(ﬁ)rc@bg;ekzlsnﬂqggé[egﬂcfg H R Lisi am&Me, Rerr]
iIs H Rerr] is aRlerr] %;gnd err] 15 Is H, a conmpound of
Fornul a (50) vvhere‘?n Fi[%lmﬁ é (PryTrtierr]cPr, R[err] is O, Rerr] is

|('|;50) R[vﬁ”]afl SR[O%/“PB'P?"%N{ is H imdé% "lsera%é‘kh &@Wﬁa E{rOf For rrulc;il/e.
erefn I'S is
Rlerr] is H and Riet? |is se; R?? ia #p Y{ﬁm@ @MeFoR IJeﬁ (NEOPnﬁhSrel n Rlerr]

is N(Me)Et, Rlerr]issHOWe, Rerr] is H Rlerr] is Ow, Rerr] is H and
Rlerr] is H a conmpound of Formula (50) wherein R[errLgls N(Me) Bu, Rlerr]
30

i s ObkcoRpeund of Rermpfler ($0) swhgnel H.I %&Pﬁﬁerr] is H
10 r%2 ig Me, R?P is H, rR*C is oMe, R*Y is Me and rie
i=s H;

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

is H, is OMe, is Me and
a compound of Formula (50) wherein R3 is N(Me)Pr, piad

is Me, R*P is H, R%*C is OMe, R4 ig Me and R® is
Ho
20 ’

a compound of Formula (50) wherein R3 is N(Me)Et, ria
4b 4c 4d . 4e .
is Me, R is H, R is OMe, R is Me and R is
H;
25 a compound of Formula (50) wherein R3 is N(Me)Bu, gri2
is Me, R4b is H,,R4c is OMe, R4d is Me and R%® is
H;

a compound of Formula (50) wherein R3 is
30 N(Me)propargyl, rR42 is Me, R*P is H, R?C is OMe,
R* ig Me and R%® is H;

a compound of Formula (50) wherein R3 is
N(Et)propargyl, R%2 is Me, RP is H, R%C is OMe,
35 rR%% ig Me and RY® 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

%0 oMe, B9 is Me and R*® is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, R%2 is Me, R is H, R%C is oMe, R%9 is
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a corrpound of Formula (50) wherein Rerr]

Rlerr] is H Rerr] is O®, 35 - Rerr] is H

conmpound of Formul a (50)
Rlerr] is H WMYW¥RI8| s OV
Formul a (50) wherein R err{

wharein

is N(Me)propargyl, Rerr]

and Rerr] is H a

is Owe,

m}' B Retr] re b ARG o

is Ove, Rerr] is H Rerr] i

Ove, Rlerr] is Hand R err] is H -184- a conpound of Formul a (50)
is [err]- [err], Rerr] is OV, Rerr] is H Rerr] i
Rlerr] is H and R qid lardas rHe §sq{corrpound of Formula (50) wherein Rlerr] i

wherein R err]

s Ow,

[err], Rerr] is Ovw, Rerr] is H, Rlerr] is OW, Rerr] is Hand Rerr] i
H 10 a conpougde&f ft&fd%'fa%ﬁmlém@'o?' thl—@:i:{]Rii' gs(err], Rerr] is Ow,
Rlerr] is H, R[err] M ﬁér Rqas sy I S k& %npound of

For nul a (50 wherel Mf)ls 1%, lﬁ R‘f]eflr] |s‘dv§ ®Rlerr] is H,
Rlerr] is , R[er a1'=\’é|‘iFiferr3-]s Hs H a conpound of Formul a (50)

wherein Rierr]

S [err] CH err]cPr, R[err] Is Qve, Rerr]

OVe, Rlerr] isarFgupound of,fgrmplks r(50) swherein

wherein R err]

Is Hand R err]

10

15

20

25

30

35

40

is #4d 53 Me and R®*® is H;

Is H Rerr] is

é8nd of Fornula (50)
i s [NfGH2CHBDMeI Bt | R4OVis MeperrdP iis W, REerid ome, OVE,

a compound of Formula (50) wherein R3 is
N (CH2CH20Me) Pr, R%42 jg Me, RAP is H, RS is oMe,

ful

rR49 is Me and R%® is H;

compound of Formula (50) wherein R3

is N(CHzCH0Me) -

CHacPr, R%2 is Me, R?P is H, R*C is oMe, R%9 is Me

and R is H;

compound of Formula (50) wherein R3

is

NHCH (CH3) CH2CH3, R%2 ig Me, R?P is H, R%C is OMe,

R4d is Me and R%® is H;

compound of Formula (50) wherein R3
R%2 g Me, R*Y is m, RAC is OMe,
is H;

compound of Formula (50) wherein R3

R4 ig Me, RP réc
is H;

is H, is OMe,

compound of Formula (50) wherein R3

is -NHCH(Et)2,

R4d rie

is Me and

is NHCH(cPr)ga,

R4d rie

is Me and

is ~NHCH(Et) 3,

R4 is oMe, R is H, R%C is oMe, R?*] is H and R%®

is H;

compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, %2 is ome, R?P is u, R*C is

OMe, is H and R%® ig H;

compound of Formula (50) wherein R3 is cyclobutyl-
amino, r%2 ig ome, RP is H, R%C is oMe, R* is w

and R*® is H;
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2S a conpound of Formula (50) wherein Rlerr] is NHCH(cPr)[err], Rerr] is
Ove, Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 30 a
conmpound of Forrmula (50) wherein R e rr] is CWE err] S
H Rerr] iwoosBsssR err] is H and R[Hll'mml"nl"&I‘Hmﬁoundl’g‘E a (50)
wherein Rlerr] is NHCH(Et)[err],

Rlerr] is O, Rerr] is M and R[err] Is H a conpound of Fornula (50)
wherein Rlerr] is N(Et)[err], Rerr] is O, Rerr] is H Rerr] is QOw,
_R[erz.r] 'f, :\/E &néb ﬁﬁrdllcgfgﬁbb:mﬂha(mmuﬁdiﬂ;ﬁorgmla (50) wher%g Rierr]
i's et hyl pi peri bl Ok erg4bi er - -
Ove, Rerr] is M <a§rgpe>5 grr |is4fa corrpﬁ(%(m% offﬁ:or’rmﬁlha %%Oéﬁ erein
Rlerr] is cyclobuﬁyl %ﬁnﬁnﬁ d err CWE Rlerr] is H Rerr] is Ow,
Rierr] is rr S ou of .Fornmul a (50) wherein
Rlerr] is;[vgr?]cm%c(&}nﬂ °FRL' 1R °r) ‘”’rh§r n%rﬁ is Ove, Rerr] is M
and Rlerr] is H Fé)@ﬁﬁaaﬁazofk r:mmueraa weedbi R*B[ ésroMe,s [err],
Rlerr] is Ok, R a¥d iissgHan® #?%]id 31;0Me, Rlerr] is Me and Rlerr] is H 15
a conmpound of Formula (50) wherein Rlerr] is N(Me)CH err]cPr, Rerr] is
Ove, Rerr] is dbmghaid bfl Fotiila R{s0)r vhetebh R diREMe) chgcbk

10 R*2 is oMe, R is B, R*C is oMe, R?9 is H and R%®
is H;
a compound of Formula (50) wherein R3 is N(Et)CHacPr,
R is oMe, R*P is 1, R*C is oMe, R*9 is H ana R%®
15 is H;
a compound of Formula (50) wherein R3 is N(Pr)CHzcPr,

r%2 is ome, R%P riC R4 is H and R%®

is H;

is H, is OMe,
20
a compound of Formula (50) wherein R3 is N(Me)Pr, p%a
is oMe, R is u, R%C is OMe, R*? is H and R?® is
H;

25 a compound of Formula (50) wherein R3 is N(Me)Et, gr4a

is oMe, 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)Bu, gr%2
30 is OMe, R*P is H, R*C is oMe, R*d is H and R%® is
H; :

a compound of Formula (50) wherein R3 is
N(Me) propargyl, r%2 is oMe, R¥P is H, RYC is oMe,
35 R4 ig H and R?® is H;

a compound of Formula (50) wherein R3 is
N (Et)propargyl, r%2 is oMe, R4® is H, R%C is oMe,
r49 ig 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, RYC is

oMe, R*? is H and R?® is H;
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a conmpound of Formul-a (50) wherein Rerr] is N(Et)CHerr]cPr, 20
Rlerr] is O, Rerr] is H Rerr] is Ow, Rerr] is M and Rerr] is H a
conmpound of Forjigbgsshss0) Wherein Rlerr] is N(Pr)CHerr]cPr, Rierr] is Ow,

Rlerr] is H Rerr] 1s O, Rerr] is M and 25 Rl err] péfruddorn
conmpound of—Fpﬁmfa"—(‘EOT“WﬁéT"e‘n Rlerr] is N(Me)Pr, Rerr] is Ow, éferr]

Is H Rerr] s s Me and Rerr] is H 30 a conpound of Formula
(50) wher ei ni% l m‘! ﬂ , Rlerr] is Ove, Rerr] is H Rerr] is Ow,
Rlerr] is M 35 a conpound of Fornula (50) wherein R[err]

I's N(Me) Bu, R[er'r‘]'.uls Ove, Rlerr] is H Rerr] is Ow, Rerr] is M and -

err] is H, r
EENE)Lropargy| &, G 8% E agéﬁﬁ?) $§ 355?3 &JQ§é§H%gF r] is Me and
Rlerr] is H - 186- CH2 ?rpd%de@fo Br il a {SH) Rﬁer-’eﬁ rOMQ[:eRr i s
N(Et)propal_?gy R erer H asd(]!fée i ernr] is H Rerr] is Ok, Rerr] is M and
Rerr] is 5 a conpound of Fornmula (50) wherein Rlerr] is [err], Rerr]

is Owe, R err]aisougouRdepf] Fosmaldke,(5B) ewhdrdin B8 aad Rlerr] is H a
conpound of Formul N(@@tﬂwmd‘ Ri4er gL d)ﬁe,[ 4] éslﬁ rRiC igl 8&&] Rlerr] is

Ove, H, H; d
Que, Rerr] Lo B ih beageasiery] s ertl TS Ha compoun

10 a compound of Formula (50) wherein R3 is
N(CH2CHz0Me)Et, r*@ jg ome, R?P is H, RYC is OMe,
R4d is H and R*® ig H;

a compound of Formula {50) wherein R3 is
15 N(CH2CH20Me) Pr, R%*2 i ome, R*P is H, RYC is OMe,
R4d rie

is H and is H;

a compound of Formula (50) wherein R3 is N(CH;CH0Me) -
CHacPr, R%2 ig oMe, R*P is H, R%C is OMe, R%* is ®
20 and R%*® is H;

a compound of Formula (S50) wherein R3 is

NHCH (CH3) CH2CH3, Rr?2 jg oMe, R4P is H, RC is OMe,
ad
R

is H and R*® is H;
25
a compound of Formula (50) wherein R3 is NHCH(cPr)g2,
r%2 ig oMe, R?P is H, R2C is oMe, R*Y is H and R%®
is H;

30 a compound of Formula (50) wherein R is N(CH3CH20Me)2,
R%2 is oMe, RAP is H, RYC is oMe, R*d is H and R%®
is H;
a compound of Formula (50) wherein R3 is NHCH(Et)gz, g2
35 is oMe, R2P is H, R3S is oMe, R%*? is Me and R%® is
H; :
a compound of Formula (50) wherein R3 is N(Et)2, Rr%*® jig
oMe, R?P is H, RYC is oMe, R*Y is Me and R%® is H;

a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is ome, RP is H, R*C is
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terr], R err]

Ove, Rerr]

Is Ove, R err]

IS H“gerr is Owe, R[err]

conpound of VoY%

H Rerr] is Qw, R[((E‘I‘SI‘Oi \INgeR/EI gnd Iulll Il, I"ITW

(50) wherein Rerr] is [err]- CH[err]cTDr

Rlerr] is OWw, Rerr] is Me and R err]

wherein Rierr]

Owve, Rlerr]

Rlerr] is NHCHGCRE

is Me and 35

is [err], RE

Rlerr] -187-

is 3

err]

iIs Ove, Rerr] is H,
y

is H a conpouﬁdCQF‘P%F‘thP% Ramhlandp

H Rerr] i19

15

20

25

30

35

a

compound of Formula (50)

oéqﬁﬂﬁdu1'5(55?1

is H Rerr] is Ow, 15 . Rl err]
Rlerr] is H a conmpound of Fornula-(50) wherein R err] is [err], Rerr]
is Me and Rerr] is H 20 a

‘,Hm[err] | BCEAUROOM2A, ] i s

R["er

wherein R3 is

N (Et) CH2CH=CH2, R%2 is OMe, R4P ig H, R is oMe,
r*d ig Me and R%® is H;

compound of Formula (50)
rR42 ig oMe, R?P is H,
ré® ig H;

compound of Formula (56)
rR%2 is oMe, R?P is H,
r%e ig H;

compound of Formula (50)
R2a R4b
R4e

is OMe,
is H;

compound of Formula (50)
is oMe, R%P R
H;

is H,

compound of Formula (50)

is oMe, R*P ig H, RAC

H;

compound of Formula (50)

is oMe, R%P ig m, R4S

H;

compound of Formula (50)

is H, R

wherein R3 is N(Me)CHzcPr,

R4c is OMe, R4d is Me and

wherein R3 is N(Et)CHacPr,

r4c is OMe, R4d is Me and

wherein R3 is N(Pr)CHacPr,

4c R4d

is OMe, is Me and

wherein R3 is N(Me)Pr, gr4a
is OMe, R%d jis Me and RYC is

wherein R3 is N(Me)Et, gr42a
is oMe, R*? is Me and R%® is

wherein R3 is N(Me)Bu, gr42
is oMe, R*9 is Me and R?® is

wherein R3 is

N (Me) propargyl, r%2 ig OMe, R4b is H, R4C ig OMe,
r49 ig Me and R%*® is H;
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S NEand

a conmpound of Formul a
PS Ove, Rerr] is H,
is H a conpound of Formula (50)
r44 [ Mo 2RheRte is M, Rlerr] is H Rerr]

Is Me an R[err] s H a corrpound of Formula (50) wherein

‘\‘E%?}é l:?z%rlrn] RBSLF’C Hﬁﬂls Ove, Rerr]
S re|n Rl err]

is gsferr’]s gle R[e’r%] '|§'OVES r i} i $oME

Rlerr] is H 40 a céﬂ@o&ndxﬁﬂ?orrrula (50) wherein Rlerr is NHCH(Et)[err],
err] is ovve Rerr] is M and R[err]
anFqT@rlF’] sJ-N(Et)ierr], Rlerr] i
Ove, Rlerr] is H RNéMe)CHEzCHIMBI2 ,RRART 1siomdve RARIiR[ By IR

$ s gHoma, conpound
of Formula (50) whegeédn; R3ud Sy g@ehykpjgperid-1-yl, Rerr] is M, Rerr] i



10 Owve, R[err] Is Hand Rerr] is Me; a conpound of Formula (50)
wherein R err] is cyclobutyl- am.no, Rlerr] Ts M, Rerr] is H, R[err] is

CR][\/g’rrF[|e;r][elr"§(1;4 errR][elr;] I\/:es gbferr] Ij@ﬂiﬁiﬁ ?iﬂﬁ;f;%r? 'S H and

Rlerr] is Me; 20 a conmpound of Forrrul Is [err], Rerr]
iIs Me, Rerr] is H Rerr] is Ow, R[err] is Hand err] s Me; acorrpound
of Formula (50) wherein Rerr] is N(Me)CH err]cPr, 25 Rlerr] is M,
Rlerr] is H R:erampcundonE, Fegmrld (58) Hibeweiml @?r}sl s Me; a conpound of
Formul a (50) mherelmmpprnpargylw( w?%%mg,ca‘lb R[;em]n‘icslybomg[ err] is H,
Rlerr] is QOw, R[eerI% E O Is Me; a conmpound of Fornula
(50) wherein Rlerr] ( )a%ierr]c "Rlerr] is Me, Rlerr] is H Rerr]

is Ove, Riesr] 'éorﬂiﬂo%?ﬂ eE&Fmis '\(%0)3%&%‘}{%[9‘199 of Formula (50) wherein

Rlerr] is N(Ive Pr, ergp 1 s Ovegac R#err] is H
and Rlerr] is Me; iﬁdg( ?rpound‘5 rru’a?(‘%ﬁ)' %her’esfﬁ[RFerr gis N(Me)Et,
Rlerr] is M, R[erqua,s %eifier]ands isfMerr] is Hand Rerr] is M;
- 188- a conpound of Forrrula (50) wherein R[err] is N(Me)Bu, Rerr] is
Me, Rlerr] is & coymaund pf Bl €50) whereim®? therN}CHzﬂleMe)-

10 CH2CH=CHz, R%2 is oMe, R*P is H, RC ig OMe, R%G

is Me and R%® is H;

a compound of Formula (50) wherein R3 is
N(CHaCHz0Me)Me, R*2 ig oMe, R*P is H, R%*C is OMe,
15 R49 is Me and R%® is H;

a compound of Formula (50) wherein R? is
N(CH2CH20Me) Et, R%2 ig oMe, R*P is H, RYC is OMe,

20 R4d is Me and R4e is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, r%2 ig oMe, R3P is H, RS is OMe,

R4d is Me and R%® is H;

25 a compound of Formula (50) wherein R3 is N(CH2CHpO0Me) -
CHacPr, R%@ ig oMe, R*P is H, RYC is oMe, R*? is
Me and Rge is H;

a compound of Formula (50) wherein R3 is

30 NHCH(CH3) CH2CH3, R32 is oMe, R?P is H, R%C is Owme,
R4d is Me and R4e is H;
a compound of Formula (50) wherein R3 is NHCH(cPr)g,
R48 ig ome, RYP is H, R%C is oMe, Rd is Me and
335 R ig n;

a compound of Formula (50) wherein R3 is N(CH2CHz0Me)2,
rR32 ig ome, R R4S ig oMe, R%¢
ri® ig H;

is H, iz Me and

a compound of Formula (50) wherein R3® is NHCH(Et);, g%2
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Me; 5 a conmpound of Fornula (50) wherein Rlerr] is N(Nb)propargyl R[err]
iIs Me, Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is M,; acorrpound

of Formula (50 vvhereln R (Et) propargyl,

qerr] 15 n i s oo BT lql llmlllfmerrl 'S Wk sCHBR of
Formul a (50) V\,hereln Rlerr] *isc[ekr]|n err] is , Rlerr] is H Rerr] is
15 Ove, Rlerr] is H and R[err] Is Me;, a corrpound of Formul a (50)
wherein R err] is [err]- [erg] rr] is Me, Rerr] is H Rerr] is Ow,
Rlerr] is Hand R] efs|OMes RE® 28 m, m)"]r?pmmdmef, R i e 5Q8 mh®rain Rlerr]
is [err], Rerr] idsie, R[err] is H Rerr] is O, Rerr] is Hand Rerr]
is Me; 25 a conmpound of Formula (50) wherein Rlerr] is [err], Rerr] is M,

err] is H, e Mg rBLRk H $]:d a ound of
EE)r nu}a (50 %e§%+né%[ ergpls 3%;' (o) %?.re% ]elfér M%)ﬁ/g ﬁQR[me)lfsr] is H,
Rlerr] is . R er?™e; &5 &ﬁdHR[%rr]lq ;f;?e; cbﬁ’rﬂ!ﬁu@doﬁ BokmHa (50)
wherein R err] is [err] CH[err]cPr Rlerr] is M, Rerr] is H Rerr] is
OWe, err] is H3 s Me; a co ound of Formula (50
whereﬂl R[]err] |°§°‘[‘%‘?‘f’3 cﬁ;&? f@ L%d) gp R% is Owe, (R[)err]
is Hand Rerr] |SW1LR3' I&Gnﬁbﬁ%dlﬁa Ii@rMELaR‘t%O)S\Hie Fan[err] is
NHCH(Et)[el®], R[ erofe, B¥% is H and R*® is Me;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 ig Me, R is u, RYC is oMe, R4 is m

and R%® ig Me;
15

a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CHz, R%® ig Me, R*P is H, R%C is OMe,
R*9 15 H and rR%® is Me;

20 a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CHz, R%2 j5 Me, R?*P is H, R%C is OMe,
r4d rie

is H and is Me;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,
25 R%2 ig Me, R*P is H, RYC is oMe, R4Y is H and rR%®
is Me; .
a compound of Formula (50) wherein R3 is N(Et)CHacPr,

R%2 is Me, REP RYC ig oMe, R* is H and Rr%®

is H,
30 is Me; :

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

r%2 ig Me, REP réc R¥ ji5 H ang r2®
is Me;

is H, is OMe,
35
a compound of Formula (50) wherein R3 is N(Me)Pr, g4a
is Me, R?P is H, R4S is oMe, R?Q is H and R?® is
Me;
40 a compound of Formula (S0) wherein R3 is N(Me)Et, gria

is Me, R?P is H, R%C is oMe, R?? is H and R?® is
Me;
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is Me, Rerr] is H Rerr] is OB, Rerr] is Hand Rerr] is Me; a conpound
of Formula (50) viherein Rlerr] is NHCH(cPr)[err], 5 Rerr] is M,
Rlerr] is H Rerr] is C]VE“ ywRerr] is Me; a cog'bound of
Formul a (50)waiaesséin R er r | [{ERIERIGIRHI Fﬂmﬂ]ﬂl Rlerr] is MECTRPEI4; s
Rlerr] is Ove, Rerr] is H andiisfetrfais 16 Ove; a conpound of
Formula (50) wherein R err] is 2- ethylpiperid-1-yl, Rerr] is M, Rerr]
is H Rerr] is O, Rerr] is Hand Rerr] is Ow; 15 a conpound of
Formul a (50) vhefomippuRfieof |Forsnudwc|(BbltwHeredni RS, idneiMe]) Bus ##2 Rlerr] is
H Rerr] is Ow, err] L4bH_a er ' d 2 agnd_of Formul a
(50) wherein R[err}%i,{sae[e}jrar],lSRFlgrrE%l |{54 I\%ﬁé'%grr}glfgaﬁgng[ erﬁ s Owe,
Rlerr] is Hand Rerf] is Owe; a conpound of Fornula (50) wherein Rlerr] is

25 _ [gr]al &:;%Ldi S& MeoraRer (o} SukdreBeeRB] 14 s. OV, Rlerr] is Hand
|1 S ;
:
| S

by

err ac r 5 ei, n e .1 S
EEI\/E) ]CH[err] cPr, rrgggg%\féd:ﬁlﬁjzg%?] g??‘ﬂ%bef?]zﬁﬁ[gz g S B¥8¢r] is Hand
Rlerr] 30 i isgH cnfbundis8f MEbrmul a (50) wherein Rlerr] is
N(Et)CH err]cPr, Rlerr] is Me, Rerr] is H Rerr] is Ow, Rerr] is Hand
Rlerr] is Ove;a 3®mpospspoliromlpolfl) avismingRare#n Rlerr] is
N(Pr) CH erij cPr, RMNe(Et) prepakgylR] @*R] isme), RPers]nj *Mas Bierr] is H and
Rlerr] 1s OV 188 {o i ang R 1o Me;

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

15 oMe, R*Y is H and R*® is Me;

a compound of Formula (50) wherein R3 ig N(CH2CH20Me) -
CH2CH=CHz, R%2 is Me, R?P is H, R%C is oMe, R%9 is

H and R*® ig Me;
20

a compound of Formula (S50) wherein R3 is
N(CH2CHo0Me)Me, Rr%2 ig Me, RP is H, R%C is OMe,
R4 ig ¥ and R%® is Me;

25 a compound of Formula (50) wherein R3 is
N(CHaCH20Me)Bt, r%2 is Me, R?P is H, R%C is OMe,

R49 is H and R*® is Me;

a compound of Formula (50) wherein R3 is
30 N(CHpCH20Me) Pr, R%2 ig Me, R?P is H, RYC is oMe,
Rgd is B and rie i Me;

a compound of Formula (50) wherein R3 is N{CH2CH20Me) -
CHzcPr, RA2 is Me, R?P is B, R%C is oMe, R*d is &
35 and R*® is Me;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH2CH3, R%2 is Me, REP is H, R%C is oMe,

R22 is H and RC is Me;

40
a compound of Formula (50) wherein R3 is NHCH(Et)p, gr%3
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40 a conpound of Formula (50) wherein Rlerr] is N(Me)Pr, Rerr] is M,
Rlerr] is H Rerr] is Ovwe, Rerr] is Hand Rlerr]_is Owe; -190- a
conpound of Fornula (50) wherein Rlerr] is N(M)Et, Rerr] is M %err] S
H Rerr] isWom3sserr] is H and ikl i 2 conpBERESBIEY il a
(50) wherein R err] is-NM)Bu, R[mmI““IHI“H _ " is H Rerr] is Ow,
Rlerr] is Hand Rlerr] is Ow; a conpdund of Fdrntila (50) wherein Rerr] is
10 N(Me) propargyl, Rlerr] is Me, Rerr] is H Rerr] is Ow, Rerr]
is H and err] is Ve a g@@dnpaupd F a £8a). rej etr] is
N( Et)propg[rgyl? Rl e ] T's e, gr’rf‘ci:sngH, ’e%r])?’%\%&ﬁ% ic] Rlerr]
Is Hand R err] is Ove; a conpound of Formula (50) wherein Rerr] is [err],
Rlerr] isdl\/é% Ili:i[eé:ﬁ oxirdeg%f Wai %s&)vﬁghéi{e&hrh3;§sfrmd(c$%?5p&is Oﬁ; 20
a compoun or my ) in errdai.s [err]-qaerr e i's :
R[er?}) is H R[err]l.z?asM’@v@“,e' @fgr ]18?%' I-Facnd'sR%’yFr]R‘i;s ’G\AI@: and Rg conpound
of Formul a (50) mhe}%anT{err] is [err], Rerr] is M, Rerr] is H Rerr]
is Owe, err] _is Hand I i ~y & .Conpou of 50) . wherein
Rerr] isR[ 30 la °°'“1f%‘%‘%‘}g F[SJFF'T'&FSY%%’, “ﬁteéﬁ%f‘ ?g P ‘\EF%‘:?P; , Rerr]

is Hand Rlerr] is gﬁ/me,an: deutid BFS Fos iadtea g%é)imeraaimnﬁfeis] i s
. e;?

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

s oMe, R*d ig H and R%® is OMe;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R42 ig Me, R?P is H, R%C is oMe, R%d is 1
and R*® is OMe;

20 a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CH2, R%2 ig Me, R%P is H, R%C is OMe,
R4 is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
25 N(Et)CH2CH=CH2, R*2 ig Me, R?P is H, RYC is OMe,
r2d Rr4e

is H and is OMe;

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

r%2 is Me, R?P ric R4 is H and rR1®

is H,
30 is OMe;

is OMe,

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

R%¥2 is Me, R?P is H, R%*C is oMe, RY is H and R%®
is OMe;
35

a compound of Formula (50) wherein R3 is N(Pr)CHzcPr,
is OMe;

is H, is OMe, is H and
40 a compound of Formula (S0) wherein R3 is N(Me)Pr, gr%a

is Me, R4b is H, R3C isg OMe, R4d is H and R?® is
OMe;
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[err], R[err] is Me, Rerr] is H, R[err] is Owe, 35 Rlerr] is Hand
Rlerr] is Ove; a conmpound of Formula (bU) wWherein R err] is [err]-

Rerr] i s o 85%4834%0@0[1@@;“ Rt> 'uherein R orr PETASPRIR
Rlerr] is M, Rerr] is H 191- Rlerr] is Hand Rerr]

is Owe; a conpound of- Formula (50) V\/nerern Rlerr] is NHCH(cPr)[err],
Rlerr] is M, R[err] is H Rerr] is Ow, Rerr] is Hand Rerr] 5

Is Owe; acorrp r 3] LS Ragrr] is M,
Rlerr] is H, er Fggm}éoo\/gukﬁl l (%? thrdé%fl{ EN Pg}eﬂ a conpound of
Formul a (50) V\/nererlrﬁ Meer R t}Fe‘PM? e#P]Hrénd\/B RF-Err] is H,
Rlerr] is C]VE er e'|s Hand Rlerr] is Ow; 15 a conpound of Fornula
(50) wherer rj is N err rr err i s H, R[err] S
OME, R[err] %{%‘RP %R%‘H’E““é\?e (RQ?CU%BQHN YBY,58f 2 wher ei n
Rlerr] is NHCH(E'[)[ﬂ’Me,, Bris usREC iR ome] R bﬂs R[ard]R‘-"l“-Siﬁll\/e Rlerr]
is Hand R err] is Q&; Ove; a conpound of Formula (50) wherein R err]
is 2- ethylpiperid-1-yl, Rerr] is d, Rerr] is H Rerr] is Ok, Rerr]
Is Hand R erra q:@n;@rdnd% aomnﬁmursa)oWhEmnulné" @80) wherein Rerr] is
cycl obutyl 10 N(Me) propargyl, r4® is Me, R*® is H, R%C is OMe,

R*d is H and R*® is OMe;

a compound of Formula (50) wherein R3 is :
N(Et)propargyl, r%2 ig Me, R*P is H, R%C is OMe,
15 R%9 is H and R%® is OMe;

a compound of Formula (50) wherein R3 is
NHCH(CH3) CH(CH3)CH3, R%2 is Me, R4P is H, RYC is

2 oMe, RY9 is H and R?® is OMe;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2CH=CHz, r%2 is Me, R*® is H, R%*C is oMe, RY is
H and R*® ig OMe;

25 a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, R%2 is Me, R?P is H, R4S is oMe,

R4d is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
30 N(CH2CH20Me)Et, R%*2 ig Me, R4P ig H, rRYC is OMe,

R4d is H and R4e is OMe;

a compound of Formula (50) wherein R3 is
N(CHzCH20Me)Pr, Rr%2 ig Me, R?P is H, RYC is OMe,
35 r*? ig H and R%® is OMe;

a compound of Formula (50) wherein R3 is N(CH2CHoOMe) -
CHacPr, R%2 ig Me, R?P is H, RYC is oMe, Rr%d
and R¥® is OMe;

is H

40
a compound of Formula (50} wherein R3 is
NHCH (CH3) CHaCH3, r%@ is Me, R*P is H, R*C is oOMe,
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amno, Rerr] is d, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is
Owve; 30 a conmpound of Fornul a (50) Wnereln Rlerr]Ts [err], Rerr] is d,

Rlerr] is H Rerr] is Ow, Rerr] and err |s OVe; nd of
Formul a (50WOPR8n Rlerr] is 35 I ﬂl is a&u&?ﬁ&% is H,
Rlerr] is Ow, Rerr] is H and R[e ound of Fornula (50)
wherein Rerr] is N(Me)CH err]cPr, R[err] |s O R[err] iIs H Rerr] is
Ove, Rerr] is Hand R err] 40 is Owe;, a conpound of Formul a (50)
wherein Rlerr] is ﬁe%ﬁean?cﬁﬁ is) ghe; Rlerr] is d, Rerr] is H,
Rlerr] is Ow, Rerr] is H and F{er@; is Ove; a _conpound of Formula (50)
wher ei n R[err]a@mn(qnn)icn[fef'@}'retﬂra 0) wherglm Ry iissNHCH(e¥oNz] is H,
Rlerr] is O, Rl em® iig Heang® oy 1, R$SOMs: oMe CatOWRUy0indardeul a (50)
wherein M}ir] I s NgViemer., R[err] S O Rlerr] is H Rerr] is Ow, Rerr]
Is Hand Rerr] is 10 Owve; a conpound of Formula (50) wherein Rlerr]
iQ[s N( iVE) Et, R ®rd¢dmpgcund ongefrfnlla s(sid) Rgeféinus? Qe N (BHgCHIONS 4\—{ a;Id

err] is Owe; 15 g40 n be 4e50 rejsa R e Me) Bu,
Rlerr] is d, Rerr; ng Réﬁ]gw&% %ar %Iﬁ%g%%% is Owe; 20
a corrpoundl(pf For mu O?‘E?) wherein R err] is N(M)proparagyl, R[err] is d,

Rlerr] is Fin§r£JmﬂdﬁngN%f Formula (50) wherein R3 is NHCH(Et)y, g%a

is Me, R?P is H, RC is oMe, R??Q is H and R%® is
OMe;

15 a compound of Formula (50) wherein R3 is N(Et)y, r42 jg
Me, RP is H, R%C is oMe, R*9 is H and R%® is OMe;

a compound of Formula (50) wherein R3 is NHCH(Bt)z, gr%@
is c1, R is H, RC is oMe, R¥d is H and Rr%® is
20 OMe;
a compound of Formula (50) wherein R3 is 2-
ethylpiperid-1-yl, r%2 is c1, rR*P is H, R%C is

25 OMe, R4d is H and r*e ig OMe;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R%2 ig c1, R?P is H, R%C is oMe, R%* is H
and R%® is OMe;

30 a compound of Formula (50) wherein R3 is
N (Me) CHaCH=CH2, R%*2 is c1, R*P is m, R%C is oMe,
R4 ig H and R*® is oMe;

a compound of Formula (50) wherein R3 is
35 N (Et) CH2CH=CH2, Rr%*2 is c1, r4b g H, RYC is oMe,

%2 ig B and R*® is OMe;

a compound of Formula (50) wherein R3® is N{(Me)CHacPr,

r%@ ig c1, R?P is H, RAC is oMe, R*? is H and R?®
40 is OMe;

a compound of Formula (50) wherein R3 is N(Et)CHzcPr,
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Rlerr] is H and R[err] i s Qvb; _a-conppound—ef—Formul a (50) wherein Rlerr] is
25 N( Et ) pr opar gyl , Rlertl is. O, Rerr] is H Rerr] is O, Rerr]
is Hand Rerr] is Owe; a cofy m'nlgmllvml (50) wher ei n err! is [err],
Rlerr] is O woupssss is H Rj Sl Rl err] Rlerr]
is Ove; a conpound of Formul a*58)" hhet ei®n R[err] is [err]- [err], Rlerr]
is O, Rerr] is H Rerr] is O, Rerr] is Hand Rerr] is Ow; 35 a
corrpound of Formula (50) wherein Rlerr] is [err], Rerr] is d, Rerr] is
(50) ahet ei n Rlerr ot uf &%) 'i%”%s??{%*’cii% E} 4% 3 AR For 2
M ,
Rlerr] is Hand R err] is Ow,; -193- a conpound of Fornula (50) wherein

Rlerr] is [errd ,coﬁibeﬁﬁa b sGmuB[aer(é&) I»&léi\a.lﬁ[ﬁﬂis m;[p ,_err] is Hand
Rlerr] is @V, 5 a gg of4bFerruIa4c50) wher el err £rr]
CH err]cPr;” Rerr]® cr}'R[tgr ] 1BsHHRR] dfr PMes le’R[“ef**‘!a‘-]1 "'Fs H and

e 7

Rerr] is O, ac&ﬁps ?‘uﬁ of Fornula (50) wherein Rerr] is 10 [err],

is d, d Ove;
compound of F FFRoREE)S %@%&UELR@W%?%@%@ Hedlf i 1o
Rl err] isll(-)l, R[err%;;@l R[%Hu]R%:H:MRR ris ¥ and R¥®jss OVE;

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

is c1, rR*P is H, RYC is oMe, R is H and rR%C is

CMe;
15

a compound of Formula (50) wherein R3 is N(Me)Bu, g42

is €1, R®P is H, R%C is oMe, R4 is H and RY® is
OMe;

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

a compound of Formula (50) wherein R3 is
25 N(Et)propargyl, r*® is c1, R%P is u, R%C is OMe,
R*d is H and R?® is OMe;

a compound of Formula (50) wherein R3 is
NHCH (CH3) CH(CH3)CH3, Rr%2 is c1, R®P is H, RYC is

30 oMe, R?% is H and R?® is OMe;

a compound of Formula (S0) wherein R3 is N(CH2CHyO0Me) -
CH2CH=CH2, R%? is c1, R?P is H, R*C is oMe, R4 is

H and R3® is OMe;
35

a compound of Formula {50) wherein R3 is
'N(CHzCH20Me)Me, r43 j5 c1, RP is H, RUC is OMe,
R4d rie

is H and is OMe;

40 a compound of Formula (50) wherein R3 is
N(CHaCHzOMe)Et, r%@ ig c1, R?P is H, RYC is OMe,
R?*? is H and R*® is OMe;
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a conmpound of Forrmula (50) wherein Rerr] is [err], Rerr] is d, Rerr]
Is H Rerr] s Owe, R[err] Is—H-and Rl.err] is Ow; 20 a conpound of
Formula (50) wherein Rerr] is NHCH(Et)[err] R[err] is d, Rerr] is H,

Rlerr] is OWORPEE] is H and O\/!"'@mllﬂlm . a corrpouﬁﬁ""&ﬁ”%?zﬂula
(50) wherein Rlerr] is N(Et)[err err] is H Rerr] is
Owe, Rlerr] is Hand Rerr] is

| comfouid "0"' Fornul a (50) wherein
Rlerr] is NHCH(Et)[err], Rerr] is O, Rerr] |s H Rerr] is Ow, Rerr]
is Hand Rerra d:&n&de of FHm@l&O(mU%eS}El (50) wherein R3 is 2-

et hyl pi perid-1-yl, I\F‘i[c.@fzrcrl-lzbﬁle?&7 ém“ Q),Hgmer%” R[Rgrcﬂyglgm%;(r:”)bhtsyr

and Rerr] is H a Qg{rpound
amino, Rlerr] is OF Ri& A apd B R2Oeiis Ow, Rierr] is Hand Rlerr] is
H, 40 a corpound of For myl a ( 501 whereln R[erregl is [err], Rerr] is d,
Rerr] is H ReTPuadont Fermpty {80) H"’Qﬁaeﬁ} $1is & (QH2CH9aMe) - a

conpound of For mul EHRPr, vméP'em ®& e iis hereiS ¥ omel, R44dg Hlerr] is

H Rierr] is Owe, R ghie sgtogad Rlerr] is H aconpound of FormJIa (50)

wherein Rerr] is N(I\/E)CH[erlr_ﬁ)cPr Rlerr] is d, Rerr] is H Rerr] is

Ove, Rlerr] is;HgbiReoE Fb§ 195 af Formul a (50) wherein

Rlerr] |SRP‘Et)CH[%deﬁ|g§_I3)B{{ a&lls %Egrr,lbls Rngrr] Is Ove, Rerr]
e

is Hand rrj is OMe,
R4 ig B and R4e is OMe;

a compound of Formula (50) wherein R3 is NHCH(cPr)g3,

R*2 is c1, rR*P is H, R*C is OMe, R%d is H and R%®
15 is OMe;

a compound of Formula (50) wherein R3 is N (CH2CHZ0Me) 2,
R is c1, R*P is m, R%C is oMe, R%9 is W and R%®
is OMe;
20
a compound of Formula (50) wherein R3 is NHCH(Et)z, pia

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

25 a compound of Formula (50) wherein R3 is N(Et)2, r42 ig
c1, R*P is H, R*C is oMe, R?? is H and R%® is OMe;

a compound of Formula (50) wherein R3 is NHCH (Et) 2, ri2a

30 is c1, R% is H, RS is oMe, R%9 is H and R?® is
H;

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

35 oMe, R*? is H and R?® is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, R42 jg c1, R4P is H, R4C is oMe, R4Y is u
and R?® ig H;

40 a compound of Formula (50) wherein R3 is

N(Me)CH2CH=CH2, R%2 is c1, R?P is H, R%C is OMe,

R4 is H and R%® is H;
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S H a corrpound of Forrrula (50) wherein Rerr] is N(Pr)CH err]cPr, 15

Rlerr] is d, Rerr] is H—Rper+}—is OV, Rerr] is Hand Rerr] is H a
conmpound of FormJIa (50) vvher_eln Rlerr] is N(M)Pr, R[err]cjr sgi gR[err] S

H Rerr] i sWOER err] ,E’
Formul a (50) whereln Rl er
r

is 20 H;
'%mgmm;r] is d, R[grffnf)guﬂ R err]
is Ove, Rerr] is Hand R

rf] its M = conpound of Forrmula (50) wherein
Rlerr] is N(Me)Bu, Rlerr] is G, Rerr] is H Rerr] is O, Rerr] is H
and Rlerr] is H 30 aco und . of a (.50 Wnereln Rlerr] is

N( Me) pr opar gy!3 cﬁf“gﬂ’l mﬁ[lér fg{rsniﬁeé{; s Qye, Rerr] is Hand
Rlerr] is H a conpdf e|Re| an[fé-rrﬂ i $53CMe,

N( Et ) pr opar gyl , R[af*fi]lsSHGnd@[géru s H Rerr] is ovve Rlerr] is H and
Rlerr] is H a conmpound of Formula (50) wherein Rerr] is [err], Rerr] is
a, R[e(rjr]fllséai-lcolﬁbezgii 68 Fdimula (SQVEwhda{e[&hl‘kTI:Bs ht(moicﬁﬁ@pfd i's gl a
conpound of Fornul 34 er, rrlag s r r r i's

Rlerr] is H, R[err]?‘ Q%]\g]lﬁ 1f§34419§58&Hand‘ﬁ][erR{‘g seH a
conmpound of Forrrula( 0) whereln Rlerr] is [err], Rerr] is d, Rerr] is
H Rerr] 105 qv%onéound of %&rnﬁ:ha' ?56_5 %r&:ﬁrﬁi :|.§ I“;Et)CHchr,

R*? ig 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(Pr)CHacPr,
15 R*® is c1, 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)Pr, gé2
is c1, R*P is H, R*C is ome, R*Y is H and R%® is
a compound of Formula (50) wherein R3 is N(Me)Bt, g4a

is c1, r%*P R3S is oMe, R%9 is H and R%® is

H;

is H,
25
a compound of Formula (50) wherein R3 is N(Me)Bu, g%a

is c1, r?P r4C r%9 ig H and R%® is
H;

is H, is OMe,

30 a compound of Formula (50) wherein R3 is
N{Me)propargyl, r%® is cl, R*P is H, RYC is OMme,
R4 is ® and rR'® is H;

a compound of Formula (50) wherein R3 is
35 N(Et)propargyl, r42 is c1, R*P is H, RYC is OMe,

R4d is H and r%® is H;

a compound of Formula (50) wherein R? is
NHCH (CH3) CH(CH3) CH3, R%2 ig c1, R*® is H, R%C is

40 oMe, R* is H and R?® is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHaCH=CHz, Rr*2 is c1, R*P is H, R%C is ome, R is

-195-



a conpound of Fornula (50) wherein Rlerr] is [err], Rerr] is d, Rerr] is

H Rerr] is O, Rerr] is Hand Rerr] is H 10 a conpound of Fornmnul a
(50) wherein Rerr] is [err], Rerr] is d, Rerr] is H, | .S, OVve,
Rlerr] is HW@8/ & r] is H 15 a conpound of Formula (50)" %&é?ﬁ{enr]

is [err]- CHerr]cPr, Rerr] is A, Rerr] is H Rerr] is O, Re+r+] is H
and Rerr] is H a conpound of Fornula (50) wherei Ls 20

[err], Rerr] is O, Rerr] is H Rerr] is Ow, Rﬂm!(m¢! I#IM&WFH] S
H, a conmpound of Fornula 450) wherein Rerr] is NHCH(cler n r] is
d, Rerr] is H FRet?d Bs &eHiRerr] is Hand Rerr] 25 is H a
conpound of Formula (50 :gherein err] is Lerr%, Rlerr] is d, Rerr] is

H Rlerr] is EWE?mPiEEi%°'E?quHHB %}rﬂh?§$ﬁg R3018 coppound of Formul a
(50) wherein R3 isN HaOMe) MR4ar? 1 CIR] &*P| iBsHH R dir PMes OVe, Rl err]
is Hand Reerr] ispff 85 uwareom®6und ®f Fornula (50) wherein Rlerr] is
N(Et)[err], Rerr] is d, Rerr] is H Rerr] is O, Rerr] is H and

Rlerr] is H a conpeund of rodmtha (660)whdiasiel R3Rferr] is NHCH(Et)[err],
Rerr] is d, R[erﬁ](chicﬁioﬂ)@tﬁ] gha %1,R[R@br]is' 8, Fqustﬁrér'] s 40

H - 196- R4 is H and r%®

is H{
10

a compound of Formula (50) wherein R3 is

N(CHaCH20Me) Pr, R4 ig c1, R% is H, RIC is OMe,
R% is H and rR%*® is H;

15 a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHacPr, R%2 ig c1, R?P is H, R%C is oMe, R* is
"and R%*® is H;
. a compound of Formula (50) wherein R3 is
20 NHCH (CH3) CH2CH3, Rr%2 is c1, R?P is H, R*C is OMe,
R4d is H and R4e is H; '

a compound of Formula (50) wherein R3 is NHCH(cPr)2z,
R%¥ ig c1, r*P is H, R%C is oMe, R?? is H and r%®
25 is H;
a compound of Formula (50) wherein R3 is N(CH2CH20Me)2,
R4 ig c1, 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 NHCH(Et)z, p4a
is c1, R4P is H, R%C is oMe, R*Y is H and R%® is
H;
35 a compound of Formula (50) wherein R3 is N(Et)z, ri2

is c1, R is H, RS is oMe, R*? is H and R%*®
ie H;
a compound of Formula (50) wherein R3 is NHCH(Et)2, r?%2

is c1, r%P is H, R%C is owMe, R%49 is F and R*® is
40 H;
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a conpound of Formula (50) wherein Rerr] is 2- ethylpiperid-1-yl, Rerr]
is A, Rerr] is H Rerr] is O, Rerr] is Fand Rerr] is H 5 a
corrpound of Formul a (50) vvherel_n ‘R[ err] I's cyclobutyl- am no, e |s a,

Rlerr] is H WQ¥38368i s Ok, i err] is H aPCHHSIBOI
lmm@'ﬁ Rlerr] is d, Rerr] |s H,
..—b-s

Formula (50) wherein Rlerr]
Rlerr] is O, Rerr] is F and# conmpound of Forrrula (50)

wherein R err] is [err], Rerr] |:Js Cl, Rerr] is H Rerr] is Ow, 15 .
err] is F and err].is d of Formul a (50) wherein err] is

EENE)]CI-l[err]clﬁ’ 8;’ E%(j "';;;mregéj)n whereip B nyr’js ) - R[errﬁ[ls }: and

Rlerr] is H 20 a E5H¥ I&%S’(ﬂ%eR?mﬂ[HeO\/? i $8

N(Et)CH err] cPr, RbEéI;]R 1@ F Bharr}®iss ; Rlerr] is O, Rerr] is F and

Rlerr] is H 25 a conpound of Forrmula (50) wherein Rerr] is

N(Pr) CH ers] cRr coRbeﬁEg ) frmuﬂ?ber(s%)ﬂi)md:&,em[ R?ris icq,c@agu};\{qer Ir:)] i SR[ F a]nd
err] is H a co 4a&qr, a ad r, err

R[ ! is d R[Wgtrw X q,s”grﬁr k ggﬁ E[ ﬁf 'S Fhand err] is H a

corrpound of Forrrul&flSB) v@dge?gl[n R[err] i's N(I\/E)Et R[err] is d, Rerr] is

e'y."
i
i

|=.,—_r.-

H Rerr] is Qw, "‘Rl 3 H, a conpound of
Formul a (5 \ﬁnéﬁpg‘P ‘1@‘ }ﬁr&l R gy | Jlerr] is H Rerr]
is Ove, R¥r] is ﬁ H 'rC]HZusR hsc@mﬁundl@fH,F(Br Afuka ¢%9) wherein

Rlerr] is N(I\/E)prop foys, FR{rﬁTIRPelsE».(k Rlerr] is H Rerr] is Ow,

a compound of Formula (50) wherein R3 is
N(Et)CH2CH=CHz, R*2 is c1, R*® is u, R%C is OMe,
15 R4d is F and R%*® is H;

a compound of Formula (50) wherein R3 is N(Me)CHzcPr,
rR%2 is c1, R is H, RYC is oMe, R?*Y is F and r%®
is H;
20
a compound of Formula (50) wherein R3 is N(Et)CHgzcPr,
r%2 is c1, R*P is H, R%*C is oMe, R4Y is F and R%®
is H;
25 a compound of Formula (50) wherein R3 is N(Pr)CHacPr,
R%2 is c1, R?P is u, RS is oMe, R?Y ig F and r%®
is H; ’

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

30 is c1, R*®P is u, R%* is oMe, R%*d is F and rR?® is
H;

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

15 is c1, R is u, RS is oMe, R*Q is F and R?® is
H;

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

is c1, R*P is H, RS is oMe, R*Q is F and R?® is
H;
40

a compound of Formula (50) wherein R3 is
N (Me) propargyl, r*® is c1, R*P is H, R%C is oMe,
r%4 ig F and R%® is H;
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Rlerr] is Fand Rerr] is H -197- a conpound of Formula (50) wherein
Rlerr] is [err], Rerr] is d, Rerr] is H Rerr] is Ow, Rerr] is F and
Rlerr] is H a conmpound of Formula (50) wherein Rerr] is err4 err]
Rlerr] is CIWOR28868) is H Rerr] is OVE, R[err] i s Fandkf TYPOBU 1 10 a

conpound of Formula (50) whe r] Rlerr] is d, Rerr] is
H Rerr] is O, Rerr] is ;H“lmwmmmrﬂ i; a corrpound of Forrrula (50)
wherein Rerr] is 15 ery err] is H Rerr] is Ow,
Rlerr] is Fand Rerr] is H a conpound of Forrrula (50) wherein Rerr] is
[err], Rerr] is d, Rerr] is H Rerr] is Ow, 20 Rlerr] is F and
Rlerr] is H a conpound of Formailea ((S@O)WMﬂmmq?[mrr] is [err]-

CH err]cPr, Rlerr] nuqcE(cHi] en (dud)THY, RReryd d:ls b, grrgae g F 25 :
and Rlerr] is H a rrpﬁulad of For 4@ 50 wher'ei n Rf'err] |s [err], Rerr]
Is O, Rery] |sFE%[err] § Hand Rlerr] is H 30 a

d of Fo 5 is d,
Rerr] is r A arpoad B F) “rnlﬁ fsr°r’] gﬁeﬂr 19 Ml anal oo
Formil a (50) wher eiH2RHaFH2, 83 ¢ig 101,380 is H,R[%rcr lisioM&€) R W er] is H,

Rlerr] is Owe, R[emr]anusRFeaﬂgl mwerr] is H a conpound of Forrrula (50)
wherein Rerr] is NHCH(Et)[err], Rerr]

10 a compound of Formula (50) wherein R3 is
N(CH2CH20Me)Me, R%2 jg c1, R*P is H, RC is OMe,
R4d rie

is F and is H;

a compound of Formula (50) wherein R3 is
15 N(CH2CH20Me) Et, R%2 ig c1, R4P ig H, R%C is OMe,
rR%d is F and R%® is H;

a compound of Formula (50) wherein R3 is
N(CH2CH20Me) Pr, R%2 ig c1, RP is H, R4S is OMe,
20 R*d is F and r%*® is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHzePr, R%@ jg cl1, R®*P is H, R%C is OMe, R% is F

and R*® is H;
25

a compound of Formula (50) wherein R3 is

NH (CH (CH3) CH2CH3, R%2 is c1, R?P is F, R4S is OMe,

r4% is H and R%® is H;

30 a compound of Formula (50) wherein R3 is NHCH(cPr)3,

R* i c1, R?P is u#, R%C is oMe, R?*? is F and RrY®
is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me) 2,
35 R%2 is c1, R%P is H, R%C is oMe, R%d is F and Rr%®
is H;
a compound of Pormula (50) wherein R3 is NHCH(Et) 2, ri2
0 is c1, rR*P is H, R%C is oMe, R*9 is F and R%® is
H;

a compound of Formula (50) wherein R3 is N(Et)2, r%3
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s d, R[err] Is H, R[err] is OMe, Rerr] is Fand Rerr] is 40 H a
corrpound of Formila (50) wherein.Rerr] is N(Et)[err], Rlerr] -198- S
ove - RI

Cl, Rerr] is H Rerr] i @)"I[I'IF ang[s[”e]rr?sié?@rﬁﬁg?ﬁ@?gna of

For mul a (SO)W@% Rl er Sl

Rlerr] is Ow, Rerr] is Cpess H, a conpound of Fornula (50)
wherein Rerr] is 2- ethylpiperid 1-yl, Rerr] is d, Rerr] is H Rerr]
i's 10 Owve, & Qe and err 3 a conpoun of Fornul a (50)
wherein Rerr] is? yﬁiotﬁltylls gmﬁqé‘?[ﬁfghﬂf thGs R@ed Rs H Rlerr] is
Ove, Rerr] is Owsalg R err] is H a conpound of Formula (50) wherein
Rlerr] is [err], Rerr] is d, Rerr] is H Rerr] is OWw, Rerr] is Ow
and Rlerr] is H 20 a corrpound of Fornula (50) wherein Rlerr] is [err],
Rlerr] is d aR[Oe‘,JPP]mdsOﬁ—IFcR[mﬁ.n] (58) GMereRheR? ]msmmss(mr)d RRéfr] is H a
conpound & For nuk 0)p4ther, ery aa) CH 485, R err]
Is A, Rerr] is ﬁé E[?erI} %'seg(/tag{l errﬁélglﬁF a%i er?ﬁdR Hl a_compound
of Formul a (50) wher ei n Rlerr] is N(Et)CH[err]cPr Rlerr] is d, Rerr] is
H Rerr] is Odmp Bhﬁar$f'?bfaM§aaE§0 Bvherein RBE{sl2is H a conpound  of

Formul a (50) V\/ner@tﬁ d-fl h ﬁ-l[errc]lcpﬁngRlerl_{] sz . Rlerr] is H
Rierr] ISWOVE’ %ere,fi’ is OMegarFSL%R ‘1 :Ls H

a compound of Formula (50) wherein R3® is cyclobutyl-
amino, r%2 jg c1, R is B, R%C is oMe, R4 is oMe

4
and R is H;
15

a compound of Formula (50) wherein R3 is
N(Me) CH2CH=CHz2, R%*2 ig c1, R* is H, R%C is OMe,
R*d ig OMe and R%® is H;

20 a compound of Formula (50) wherein R3 is
N(Et) CH2CH=CH2, Rr%2 is c1, R? ig #, RC is oOMe,
r4d ig oMe and R%® is H;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,
25 r*2 is c1, R is u, R%C is oMe, R*d is F and R*®
is H;
a compound of Formula (50) wherein R3 is N(Et)CHacPr,

R ig c1, rR? is W, R?C is OMe, R is OMe and
30 rR%® js m;
a compound of Formula (50) wherein R3 is N(Pr)CHacPr,
rR%*@ is c1, R is H, RYC is oMe, R%*Y is OMe and
s rR%® is H;
a compound of Formula (50) wherein R3 is N(Me)Pr, gé2a
is c1, R?*P is H, RYC is oMe, R? is OMe and RYC is
40 a compound of Formula (50) wherein R3 is N(Me)Et,K g4a
is c1, R is H, RIC is oMe, rR¥ is OMe and R%® is
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35 a compound of Fornula (50) wherein Rlerr] is N(Me)Pr, Rerr] is d,
Rlerr] is H Rerr] is O, Rerr] is Ow and Rerr] is H 40 a conpound

f Fornula (50) wherei i s N(Me)Et, Rlerr] is d,
Rlerr] |s CVMOGES] s OV dnd Rlerr] 15 -190. ht & cBipemaREl’

Formula (50) wherein Rlerr] is N(Me)Bu, err] is H Rerr]
iIs Ove, Rerr] is Ovw and R err] is 5 lmlm'!,"m m d of Forrrula (50)
wherein R3 is N(Me)propargyl, Rerr] is & err 1SS is Owe,
Rlerr] is Ow and Rferr] is H 10 a conpound of Fornula (50) mhereln Rl err]
is [err], Rerr] is d, Rerr] is H Rerr] is O, Rerr] is Ow and
E[[err} is?j 15R[@o acfg[farﬁmﬁmt@o)(mnwﬁr?mﬂéﬂmbaus i@;r] [err],
err] is err err errdai s n & H a
conpound of g Forrrulz é%’) Rher &Fn R[qurr] ﬁ% R4d14 [ogﬁ ]andR?!err]]sis a,
Rlerr] is H Rerr] is Qw, R[err] |s CNE and Rlerr] is H a conpound of
Formul a (50) e&&k ﬁcf”]FB % ELlthﬂlsR[err] Is H Rerr] is
e&é

Ove, 25 err bcpnpounqcof Formul a (50)
wherein Rerr] is [ ﬁ rﬁF@F?}’l ﬁ?[cérr'r aIS 19 Erfert S MOMVe, Rlerr]
is Owve andlg{err] iB*‘His OMe and R 1s H;

a compound of Formula (50) wherein R3 is
NH (CH(CH3) CH(CH3)CH3, R*2 is c1, R?® is u, R%C is

oMe, R4 is oMe and R%® is H;

15 a compound of Formula (50} wherein R3 is N(CH2CH20Me) -
CHCH=CH2, r%2 is cl1, R?P is H, R%C is oMe, R%? is
F and R*® is H;

a compound of Formula (50) wherein R3 is
20 N(CH2CH20Me)Me, R%2 is cl, R*P is m, R%C is OMe,

r%d ig oMe and R?*® is H;

a compound of Formula (50) wherein R3 is
N(CHoCH20Me)Et, R%2 ig c1, R is H, RYC is oMe,
25 R4d is OMe and ri® is H;

a compound of Formula (50) wherein R3 is
N(CHCH20Me) Pr, R43 jis 1, R4b is H, R¥® is oMe,

30 R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is N(CH2CH20Me)-
CHacPr, r%® is c1, R*P is H, R%C is oMe, R*9 is
oMe.and R%® is H;

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

a compound of Formula (50) wherein R3 is NHCH(cPr)2,
40 R%2 ig 1, R4P is H, R?C is OMe, R%*% is OMe and

R4e is H;
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30 a conpound of Formul.a (50) wherein Rerr] is [err]- CHerr]JcPr, Rerr]
is G, Rerr] is H Rerr] |§ ovve R[err] iIs Ov and Rerr] is H 35 a

d of F I 50) wheif d
i Rperr] 1 sMaESH orr] o b llﬂl{!w 2 Compour B HEMl & (50)
err] is d, Rerr] is H,

wherein Rerr] is NHCI-l(cPr)[e‘r"i’]”‘: “"210
Rlerr] is QOw, R[err] s Ove and R[err] s H -200- a conpound of

Formul a (50 rr err err] is
OME, R[EI(‘I‘])I\g.l %Fﬁffe]rpr‘ Z%}u[lg (}'%) I:\':h"ec,xo ound %%?éﬁ? )R[wher]ei n
Rerr] is NHCH(Et)Pe Pris ﬁeerAjb ig & R e.rsrpMes Fi[seDM]a asd OVe, R[err]
Is Ove and R[err] Réel—hsaﬁporrpound of Fornul a (50) V\/nerel n Rerr] is
N(Et)[err], Rerr] 10 . 1is d, Rerr] is H Rerr] is Ow, R[err] i's
%_l?réd) I[?[ & ]r la E?mbpixadceﬁmumdxlaf (50y ml_ll{e%e(l@kiv\t@rmcﬂ(@[:?ﬁ r g4 e and
t)[err err S aé Bl | S € i s an
Rlerr] is 15 C?;i JL?[? # ﬁnﬂ”’g[ 0) W@ﬂ(\ﬁ/‘eﬁn %ﬁ]"qs 2-
et hyl pi peri d- 1- yI I-Ilfi[err] is Br, R[err] is H Rerr] |SC]VE Rlerr] is Ow

and Rerr] is H ﬁano?gol;g}%\ cif FQBMI%:QEQ) g\h%q&ﬁrhg) er ,rlai S

cycl obutyl - am no err err err | Rlerr] is Ow
and Rlerr]ids H  is c1, r*P is H, R*C is oMe, R%? is OMe and R%®

ls H,

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

s is Br, R is H, R%*C is oMe, R?9 ig OMe and R?® is
H;

a compound of Formula (50) wherein R3 is 2- _
ethylpiperid-1-yl, r%2@ ig Br, r?P ig m, RYC g

20 OMe, R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is cyclobutyl-
amino, %2 is Br, R*P is H, R4S is oMe, R%d is OMe
and R%® is m;

25 a compound of Formula (50) wherein R3 is
N (Me) CH2CH=CH2, R%*2 is Br, R%P is H, R%C is OMe,
r%d is oMe and R%® is H;

a compound of Formula (50) wherein R3 is
30 N(Et)CHCH=CHz, R%® is Br, R*P® is u, RYC is OMe,

R*d is OoMe and R%® is H;

a compound of Formula (50) wherein R3 is N(Me)CHacPr,
r%2 is Br, R*P is H, R%C is oMe, R%? is F and R%®
35 is H;
a compound of Formula (50) wherein.R3 is N(Et)CHpcPr,
r42 ig Br, R is H, R%C is oMe, RYd
rR%® is H;

is OMe and

40
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25 a conpound of Forrmula (50) wherein Rerr] is [err]y R[er.r] I's Br,
Rlerr] is H Rerr] is Ow, R[err.]__i_erVbar‘rd Rrerti is H a conpound of

Efreglrji a| 25%)\75\6@%@??] Rl[grOVleI an ‘i -@fbound o] Eﬁgﬁh) %4I(;0;_I
wherein Rlerr] is N(NE)CI—l[err]cPrR‘m\m l s err] is H Rerr] is

Owve, Rlerr] is Fand R err] 35 ; a conpound of Formul a (50)
wherein Rlerr] is N(Et)CH err]cPr, R[err] is Br, Rlerr] is H Rerr] is
OVve, Rlerr] isa QénpanedRber Formsld (540 wkliein R3a1%0m94_4 %észormJl a (50)
wherein Rlerr] is N(43r)CH errllm?r %era]: LS r% LS R[err] S
OVe, Rlerr] is OveondiB B8Ft|Ris i§ b d 2 #£9%50) wherein
Rlerr] is N(M)Pr, eds]His Br, Rlerr] is H, R[err] is Ove, Rerr] is Ow
and Rlerr] is H a conpound of Forrrula (50) wherein Rerr] is N(M)Et,
Rlerr] 10 5 & qospRundRrpérFermela, (50D ewhprein @k isRNEMe) Prs k%% and Rlerr]
is H a conpound ofjgF@armuRk4P (H9)u WMiéceiia Bher ra4d s sNoe) Bya ﬁeerrs] s Br,
Rlerr] is H, R[err]HlsC]VE R[err] is Ove and Rlerr] is 15 a
conmpound of Formula (50) wherein Rerr] is N(Me)propargyl, Rerr] |s Br,
Rlerr] is H R efdnpdundOdE, F&EmiXd (59) Ovbeteth R{®rifk] Ni(ﬂeHZt?q;ﬁa

10 is Br, R*P is H, R?C is oMe, R*} is OMe and R%® is

H;

a compound of Formula (50) wherein R3 is N(Me)Bu, g42

s is Br, R?P is H, R%C is oMe, R%? is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is
N(Me)propargyl, R*2 is Br, R®P is H, RS is oMe,

20 R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is
NH (CH (CH3) CH(CH3)CH3, R*2 ig Br, R®P is H, R%C is
OMe, R4d is OMe and R4e is H;

25 a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CHaCH=CH2, R%2 is Br, R is H, R%C is oMe, rR49 is
F and R%® is H;

a compound of Formula (50) wherein R3 is
30 N(CH2CH20Me)Me, R%2 is Br, RP is H, RS is oMe,

rR4d ig oMe and R*® is H;

a compound of Formula (50) wherein R3 is
N (CHCH20Me)Et, RrY3 jig Br, R3P ig H, R is oMe,
35 r%d ig oMe and R?® is H;

a compound of Formula (5C) wherein R3 is
N(CH2CH20Me) Pr, Rr%2 jis Br, R?® is H, RYC is oMme,

40 R4d is OMe and R4e is H;

a compound of Formula (50) wherein R3 is N(CH2CHyOMe) -
CHacPr, r%2 is Br, r*P is H, R4C is oMe, R%Y is
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acorrpound of Formul a (50) wherein Rerr] is [err], Rerr] is Br, Rerr] is
H Rerr] is O, Rerr] is Ow aneH%eu_]_ s H 25 a conpound of Forrrula

(50) wherein err] is [err]- [err], ﬁew]lsBr err] S
Ove, Rerr] iv@?? § Rlerr] is H a Eormul a (S%C)ﬁ‘%ereln Rl err]
s 30 [err], Rerr] is Br, ymw Is OWe, Rerr] is Ow
and Rerr] is H a conpound of FornuPa é R[err] is [err], Rerr]
is Br, Rerr] is H Rerr] is Ow, 35 New]lsamamjﬂew]isH
a corrpound of Formyl a %SQ) wereln Rlerr] is [err], Rerr] is Br, Rerr] is
H Rerr] is Ow, dR[err] is H 40 a conpound of Fornul a
(50) wherein eH |s[eH CH er ﬁ% Rlerr], is Br, Rerr] is H Rerr]
is Ove, Rlerr] %%Emgﬁh Ek herging 1Eonpound of Formul a (50)
wherein Rl err] |s [@‘F}“Cﬁ?é@i}cﬂb B Br ] Rt§> ks W R iissomde, 5

Rlerr] is Gw and I%[‘*é’rrl]g onel-gncalé@rmgug of Formula (50) wherein Rerr] is
NHCH(cPr)[err], Rerr] is Br, Rerr] is H Rlerr] is O, Rerr] is OW and
Rlerr] is H 18 comgeuadausd E&r&ﬁﬂdﬂxba)(ﬁﬁarémbemﬁlmsFﬁnﬂﬁGcPE$z[err] Rlerr]

is Br, Rlerr] is Heddlerrl is e, Blepad |5 Qe gad Rlerr] 1S H

R%® is u;
10

a compound of Formula (50) wherein R3 is N(CH2CH20Me)3,

réa r4b R%C ig oMe, R¥ is OMe and
gde

is Br,
is H;

ig H,

1S a compound of Formula (50) wherein R3 is NHCH(Et)z, gr42

is Br, RAP rc R%d is oMe and R%® is

H;

is H, is OMe,

a compound of Formula (50) wherein R3 is N(Et)z, gp%a

20 is Bz, R?P is H, R2C is oMe, R?*? is OMe and R%®
is H;

a compound of Formula (50) wherein R3 is NHCH(Et) 2, 343

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

25 H;

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

30 oMe, R*d is oMe and R%® is H;

a compound of Formula (50) wherein R? is cyclobutyl-
amino, R%*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) CH2CH=CH2, R%2 is Me, R?P is H, R*C is oMe,

r4d is oMe and R%® is H;

a compound of Formula (50) wherein R3 is
40 N(Et)CH2CH=CH2, R*2 is Me, R?P is H, R is OMe,
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15 a compound of Formula (50) wherein Rerr] is NHCH(Et)[err], Rerr] is
Br, Rlerr] is H Rerr] is GVE‘“REELL]_ISO\/Eand Rerr] is H, acorrpound
of Formula (50) wherein R[er i S N(Et)[errI\R[err] 20 Rl err]

is H R err]WQ8oasss R[err] is H a corrp‘fﬁfﬁlf’?f?“?for nul a
(50) wherein R3 is NHCH(Et)2 gmﬁﬁ’ﬂ Is H Rerr] is OWw, Rerr]
iIs Ov and Rerr] is 25 H atco f Formula (50) wherein R err]
is 2- ethylpiperid-1-yl, Rerr] is M, Rerr] is H Rerr] is Ok, Rerr]
is Ove and Rlerr] g‘!sil-il,s Medan@npPring gf, Formula (50) wherein Rlerr] is
cyclobutyl- amno, Rerr] is M, Rlerr] is H Rerr] is O, Rerr] is Ow

and Rl err] lsaraoxep%@d:@,rfpwmupé Esv)wwh@réﬁﬂ)nmfg &e%ﬁge E [err]

Rlerr] is M, R[err4] i.S Rl err] is H a
conpound of Forrrul a M\ﬁ'\R#elnﬁ[%r i is4¢Me, R [1§rF]an1iz[ rr] is M,
R err] isH R[err |s'0ve - 203- R[err] s Ove and R[err] Is H a

d of F I N s M,
Rierr] is H °r%$‘?a&%oésﬁ’9°@% 31140 kngZaliad 42 HERShueat 2L (o mound
of Formul a (50) wiribiis Ne,i B (Eﬁ)ﬂ—lﬁﬁ;al@m;]ﬁ%ﬂ%m&[mﬂ] is H,

Rl err] |510C]VE, Rl et49 issg®e and Rlerr] is H 10

a compound of Formula (50) wherein R3 is N(Pr)CHacPr,
ra R4b réc R4d
rée

is Me, is H,

is H;

is OMe, is OMe and

15 a compound of Formula (50) wherein R3 is N(Me)Pr, g2
is Me, R%P is H, R4C is oMe, RY 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%9 is OMe and R%® is
H;

a compound of Formula (50) wherein R3 is N(Me)Bu, gp4a
is Me, R?*P is H, RC is oMe, R?9Q is OMe and R%® is
25 H;
a compound of Formula (50) wherein R3 is
. N(Me)propargyl, r%2 is Me, R%P is H, R%C is OMe,

20 r49 ig oMe and R@e is H;

a compound of Formula (50) wherein R3 is
NH(CH (CH3) CH(CH3) CH3, rR%® jg Br, R?P is m, R%C is

oMe, R?*d is OMe and R%*® is H;

35 a compound of Formula (50) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, R%*2 is Me, R?P is H, R*C is oMe, R9 is
F and R?® is H;

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

R%9 is OMe and R%® is H;
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a conpound of Formnula (50) wherein R err] is N(Pr)CH err]cPr, Rerr] is M,
Rlerr] is H Rerr] is Ow, Rlerr] +s-OMVeand Rlerr] is H 15 a conpound
of Fornula (50) wherein Rierr] is N(CM)Pr, R[err] is M, err] is H,

é | crafsmw(m)

heren o Fuern) e ere1 AT s 1 R i
ormul a erein

Ove, Rlerr] is Ow and Rerr] is H a cbrrp'ourﬂtl ot
Rlerr] is N(I\/E)Bu R[err] is M, Rerr] is H Rerr] is OW, Rerr] is Ow

and Rlerr] is % anfs&f vj&%r Lagi5Q) wherei n Rlerr] is

N( Me) pr opar gyl errials r Rlerr] is Ow and
REerHO |g Hgy30 ac E J(*'5(%e g?el%*ﬁ[&'r]lfso’feerr] Rl err]
is Br, Rerr] is HR e1$]0MQ;a@ﬂeR f{[JeQrI{, is O and Rerr] is H 35 a
compound of Formula (50) wherein Rlerr] is [err]- [err], Rerr] is M,
Rlerr] is HS Reeceppesnd\ef Fjromip (S0 whede eR?]lﬂs H, a compound of
Fornmul a (50) wher ei N (EfipCHIOMes) P4( p.4a is [girrh PRierH,] RS Mg,omderr] is H
Rlerr] is Ove, Rerghkdis, %Q[ - 204- a corrpound of
Forrmul a (50) wherein R[errc%\(?e err] err] is M, Rerr] is H Rerr] is
e, Rierr] is OB SF Hodnmabl (50f HURIHNES O %ﬂ&%&ﬁ;é@) wher ei n

Rerr] is
10 CHacPr, R%2 js Me, RYP is H, R%C is oMe, R4 i
OMe and R%® is H;

a compound of Formula (50) wherein R3 is
NH (CH (CH3) CH2CH3, R2 is Me, R?P is H, RYC is oOMe,
15 r*d is oMe and R%® is H;

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

g2 rR%P is u, R?C is omMe, R4
se

is Me, is OMe and

R is H;

20
a compound of Formula (50) wherein R3 is N(CH2CH20Me)g2,

R4a Rﬂb R4c R4d

R4e

is Me, is H, is OMe, is OMe and

is H;
25 a compound of Formula (50) wherein R3 is NHCH(Et)z, r%@

is Me, R4b is H, RYC is OMe, Réd
H; and

is OMe and R%® is

a compound of Formula (50) wherein R3 is N(Et)z, r4®

30 s Me, R4b is H, R4c is OMe, R4d is OMe and R4e is

H.

2. A compound of Formula (60)

35
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[err], Rerr] is Br, Rerr] is H Rerr] is Ovw, Rerr] is Ow and Rerr]
is H a conpound of Forrmula (50) wherein Rerr] is [err]- 10
CH err]cPr, Rerr] is M, -Rerr]-isH—-Rer+] is Ow, err] is OVe and
Rlerr] i sWQ9a888&npound of Fornmul a. wherein Rlerr] QT/P%’W"]‘S“R[err] is
Me, Rlerr] is H Rerr] I\SMLMIH ﬂ l‘lllmlﬁrr] is OVE and Rlerr]. is H a
conmpound of Formula (50) HCH(cPr)[err], Rerr] is M,
Rlerr] is H Rerr] is Ow, R[err Ave *and Rlerr] is H 20 a conpound of
Forrmul a (50) wherein Rerr] is [err] Rlerr] is M, Rerr] is H Rerr] is
Ove, Rlerr] is Owe and Rerr] is H 8% a conpound of Fornmula (50) wherein
Rlerr] is NHCH(Et)[err], Rerr] is Rlerr] is H Rerr] is Ow, Rerr]
is O and Rerr] is H and a co ormula (50) wherein Rlerr] is
N(Et)[err], Rerr] 30 is M, Rerrf] isH, tg; is O, Rerr] is Ow and
Rlerr] is H 2. A compound of E I ) 35 -205- ° [err] and isoners
t her eof , stereoisoneric forns %fereol, i Xxtures of stereoisoneric forns
thereof, and 5 pharmaceutically acceptabl arsalt forns thereof, selected
fromthe group: a conpound of Forrmula (60) wherein Rlerr] is NHCH(Et)[err],
Ar FORMULA (60)

and isomers thereof, stereoisémeric forms thereof, or -

mixtures of stereoisomeric forms thereof, and CoTT
5 pharmaceutically acceptable salt forms thereof, S

selected from the group:

a compound of Formula (60) wherein R3 ié'NHCH(Et)z, Ar
is 6-dimethylamino-4-methylpyrid-3-yl;
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) CH2CH=CH2, Ar is 6-dimethylamino-4-

20 methylpyrid-3-yl; —

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

25 a compound of Formula (60) wherein R® is-N(Pr)CHacPr,
Ar is 6-dimethylamino-4-methylpyrid-3-yl; =
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i s 6-di net hyl am no- 4- et hyl pyrid- 3-yl;
wherein R3 is 2

nmet hyl pyri
cycl obut yl -

d-3

ethylpiperld I- y[i Ar 1S 6-di net hyl am no- 4-

10 a conpound of Fornula (60)

15 a co (60) wherein R 99/01824
IS 6 ﬂl‘iﬁﬂ met hyl pyri d- 3- ylﬁh}scorrpound cf
Formul a (60) mhereln R3 is |nethylan1no 4- 20

a conpound of Fornula (60) wherein Rerr] is [err],

nmet hyl pyri d- 3-yl ;
6- di met hyl am no- 4- met hyl pyri d- 3-yl ;
Rlerr] is N Pr)Qé[&pohﬁarof%mﬁ ga?tmé%?ﬁsﬁlmnw)wﬂgr 3yl

a conpound of For

wherein err] iIs

Ar

25 a conpound of Formula (60) wherein

is

- 206-

6- di net hyl ami no- 4- nébﬁ?ﬁﬁ?hY%ﬁ@%%ﬂ 4-peelydRyrid-arY¥ornul a (60) wherein

Rlerr] is N(M)Et,

Ar is 5 6- di met hyl am no- 4- net hyl pyrid-3-yl;
conpound of Forrnula (60), wherein R[err s N(Me Ar
9ﬁ99H9ﬁp9F|%P¥F%H d“EHﬁﬁGU%S qiﬂé;ﬁta AB0YS wher ei n

6- di met hyl ami no? £

Rlerr] is N(S\/e)pr0p&r-whetﬁylamﬁr-w-mamyiwmmﬂylmet hyl pyrid-3-vyl;
conmpound of Forrmula (60) wherein Rerr] is 15
6- di net hyl am no- 4- net hyl pyrid-3-yl;

is [err],

10

15

20

25

30

6-dimethylaminc-4-methylpyrid-3-yl;

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

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

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

compound of Formula (60) wherein R3 is N(CHCH2OMe) -
CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
yi;

compound of Formula (60) wherein R? is
N(CH2CH2OMe)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;

compound of Formula (60) wherein R3 is

N(CH2CH20Me)Et, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;

-207-

N( Et) pr opar gyl
a conpound of Forrmula (60) wherein R3
Ar i sa Geahipueindy bAnFoomd-a 260) wherenmt RY| pyrN¥ (Me3 Byl ; Ar is

a

a
Ar

is



a conpound of Formula (60) wherein Rerr] is [err]- [err], Aris

6- di net hyl am no- 4- et hyl pyri d=3-"yI7 25 a coifpound of Formula (60) wherein
R3 is N(CH2CH2OWMe) M, Ar is 6-4i |2 A~ 4ee, MEt hyl pyrid-3-yl: 30 a
conpound of WPEPARI6& ( 60) \/\hereﬁu’mjmmmmm ], Aris G?QY%PIHW‘&M no- 4-
met hyl pyrid- 3-yl; -207- a i la (60) wherein Rerr] is
[err], Ar is 6-dinethylam no-4- nethylpyrid-3-yl; 5 a conpound of Fornula
(60) wherein Rerr] is [err]- CHerr]cPr, A is

6- di met hyl amaneodpo®idyd P Wdrdulay (s p warauwng3ofgFornul a (60) wherein
Rlerr] is [err], Ar.lS-~0-4i hyl am no-4- 10 ., methylpyrid-3-yl; a
conmpound of Forwﬁéﬁ%ﬁz%ﬁt@i'n’*ﬁ[é?ri'qlé"eﬁlhﬁlﬁ'aﬂ‘?'[%'rr] Aris

6- di met hyl ami no- 4mehydoyrsid-d-31yl ; 15 a conpound of Fornula (60) wherein
Rlerr] is [err], Ar is 6-dinethylam no-4-methyl pyrid-3-yl; a conmpound of
Formula (60) wherein Rlerr] is NHCH(Et)[err] Ar is

6- di met hy$ an2ngoupeard @ Fargul ay (60 whexedmp Bdniis I (THaGH20Me) 60) wher ei n

nyP arr yragday (60 bovzenniapBants of (FExdRatHe | 3
of Formi a (60) whaterd AEar o BepsRiltiots TRk ey 2 T

6- di net hyl am no-4- - '
a compound of Formula (60) wherein R3 is
NH(CH(CH3)CH2CH3, Ar is 6-dimethylamino-4-
10 methylpyrid-3-y1;

a compound of Formula (60) wherein R3 is NHCH(cPr)2 ar
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-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)3z ar
is 6-dimethylamino-4-methylpyrid-3-vyl;
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 is 6-dimethylamino-4-
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met hyl pyrid-3-yl; a conmpound of Fornula (60) wherein R err] is cyclobutyl-
amno, Ar is 6- d| met hyl am no- 4- Wethyl pyriu 3=yt—30 a conpound of Fornul a

(60) wherein err is [err], Ar no-4- -208-

met hyl pyri d- 3* 93 6Q:orrpound of !m ME ein R[err]qu@s”’om"
N(Et)CH err]cPr, Ar is 6-dinet hy *aanOt - yrid-3 5 a conpound of
Forrnula (60) wherein Rerr] is N(Pr)CH[err]cPr Ar is

6- di met hyl am no- 4- net hyl pyri d- 3 yI a conmpound of Formula (60) wherein
Rlerr] is N(Me)Pr, Methelpprid-3-vlg_ met hyl ami no- 4-net hyl pyrid-3-yl; a
compound of Fornmula (60) wherein R[err] s N(Me)Et, Ar is

6- di met hyl am no- 4- net p Of For 60) wherein
Rlerr] is N I\/E)aBﬁomﬁ?m%% %fr&"f’ﬁﬁ‘%‘?q?r géﬂgn&hfrgg{‘ﬁé?ﬂﬁ rNdE§ conpound of
Formul a (60) wherei Ar R |$-dﬂ@%hpl&pﬂ1cg—)4l~meéhy1§yﬁ-dil3n9nhyl am no- 4- 20

met hyl pyrids3-yl; a conpound of Fornula (60) wherein Rlerr] is [err], Ar is
6- di met hyl am no- 4 met hyl pyrid-3-yl; 25 a conpound of Formula (60) V\/nerel n
Rlerr] is [err cpupeind Af |F‘9r®ul;lan{aﬁﬂ")ylmramnmhmdﬁyﬂ(pyrtmizf@r yl; 30 a

conpound of Formul ay{60) aatetfyRi&{dd- 4-§ethy1pyr1d-3-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-yl;

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(CHZCH20Me) -
CH2CH=CH2, Ar is 6-dimethylamino-4-methylpyrid-3-
yl;

30 a compound of Formula (60) wherein R3 is

N (CH2CHgOMe)Me, Ar is 6-dimethylamino-4-
methylpyrid-3-yl;
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[err], Ar is 6-dinmethylam no-4- nethylpyrid-3-yl; -209- a conpound of
Forrrula (60) V\/nereln Rlerr] is [err}s—Ar_is 6-di rrethyl am no- 4-

met hyl pyri d- 3 X a conpound of Fornula (60) wherein R err]

N( CH2CH2OVve ¥R 9’%&?“. s 6-di met hyl am rid-3-yl; Cé""l%?f?ié%i‘nd of
Formul a (60) wherein Rerr] is [err] M’mm JcPr, Ar is

6- di met hyl am no- 4- net hyl pyrid-3-yl; a cbnpbu rmul a (60) wherein
Rlerr] is [err], Ar is 6- dlnethylanrno 4- nethylpyrld 3-yl; 15 a conpound
of Fornula (60) wherein Rlerr] is NHCH(cPr)[err], Ar is

6- di met hyl-am aocdmpmird Iqfy Fodmdlyl (6@ chredndrdfidornul a (60) wherein
Rerr] is [err], dlnet nEthyIpyrld 3-yl; a
conpound of For mul a(CHe?OCHZ"%3§?h %ﬁéﬂ%‘ﬂf’“

6- di met hyl am no- 4-Theet Wﬁﬁd%ﬁy! 25 a conpound of For mul a (60) wherein
Rlerr] is N(Et)[err], Ar is 6 di rrethyl am no- 4- net hyl pyrid-3-yl. a conpound
of Fornula5(60) mhereln err] is 2- ethylplper#d 1-yl, Ar is 6- methoxy
-4- 30 AeCPRRIRAG PL3Formula ¢ (o WHeTSANFRT R a (60) wherein R3 is
CyCl Obutyl - -210- N(CH2CH20Me) Pr, Ar is 6- -dimethylamino-4-

methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N (CH2CH20Me) -
10 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-
methylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is NHCH(cPr)2, ar
is 6-dimethylamino-4-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N (CH2CH20Me) 2,
20 Ar is 6-dimethylamino-4—methylpyrid-3-y1;

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

25 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-
- ethylpiperid-1-yl, Ar is 6- methoxy -4-

30 methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is cyclobutyl-
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amno, Ar is 6- met hoxy - 4- et hyl pyri d- 3- yI a conmpound of Formul a (60)
wherein R err]

met hoxy - 4- meV09939§68i d- 3- y|

is[err], Ar

I s 6- nethoXxy 4rrFthyIpyrid3 5 yl; a

conpound_of Formul a _(60) vvherﬁ"mmmmﬂ”"ﬂ"yltééfﬂﬂe;r]((ég;PWA{rH$9|8{%wfz3h3 .

N( Pr) CH2cPr,

Ar is 20

wherein R3 is
conmpound of Fo

Forrrula (60) wherei'n R err]
-4-net hyl pyrid-3-yl;

10

15

20

25

30

Ar is 6- nmethoxy *4-fetthyPFpysi
(60) wherein R err]
conmpound of Forrrula“( o) wh
-4-met hyl pyrid-3-yl7

6- net hoxy

a conmpound of Formul a

Is N(Me)Pr, Ar is 6- rrethoxy 4rrethy|pyrid3y| 15 a

efein Rlerr] is N(Me)Et, Ar is _6- nethoxy

oftpothcf of‘“el‘—E(lS‘Pﬁiﬁl 3t WY&BKF%?TP‘I‘{lm r] is N(Me)Bu,

- 4-net hyl pyri d- 3- yI a conmpound of Formul a (60)

N( Me 4-methylpyrid-3- yl; 25 a
?‘n%?r#[)ct"é%)a %m%‘?’é‘f'% («g??]‘qﬁgr lP)Bp?‘Bpargyl Ar is 6- methoxy
- 4- et hyl pyri d- 3- W{MGS@Hzﬁﬂe@im,omd ief 6 FonenHozy( 6@)memqn.@|ymaﬁmr] i s
[err], Ar is 6- metﬁo.xy -4- et hyl pyrid-3-yl; -211- a conpound of

is [err]- [err], Ar is 6- nethoxy

a conmpound of Formul a (60) wherein Rerr] is

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

Ar is 6-

a compound of
Ar is 6-

a compound of

methoxy -4-methylpyrid-3-yl;

Formula (60) wherein R3 is N(Pr)CHacPr,
methoxy -4-methylpyrid-3-yl;

Formula (60) wherein R3 is N(Me)Pr, ar is

6- methoxy -4-methylpyrid-3-vyil;

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

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

a compound of

Formula (60) wherein R3 is

N{Me)propargyl, Ar is 6- methoxy -4-methylpyrid-3-

vl;

compound of Formula (60) wherein R3 is

N(Et)propargyl, Ar is 6- methoxy -4-methylpyrid-3-

vl;

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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5 [err], Ar is 6- nethoxy -4-nethylpyrid-3- yl; a conmpound of Formula
(60) wherein Rerr] is [err], Ar is 6- nmethoxy -4-nethyl pyrid-3- 10
yl; a conpound of Fornula (60) whereimRerr]—its—f{ert], Ar is 6- nethoxy
- 4- et hy| py Walospsssgl ; 15 a conpoun wher eiRETR[SEY124; o
[err]- CHerr]cPr, Ar is 6- net hoxﬂlmnuﬂ[ﬁn Immj

* [ *

3-yl; a conpound of
Formula (60) wherein Rerr] is 20 Lter m], s S 6- nethoxy

-4-met hyl pyrid- 3-yl; a conpound of Forrmula (60) wherein Rerr] is
NHCH(cPr)[err] Ar is 6- nethoxy -4-nethylpyrid-3-yl; 25 a conpound of
Fornul a (60) aheswpour efr Forsular (§Q) Ahereif-RivetshokrHa¢HgOMEY pyri d- 3-yl ;

a conpound of For erein er IS NHCH(Et)[err] _Ar_30 S
6- nethoxy -4-nethy 2%#:?%)23 | %Mﬁyo#ﬁb?mgfgﬂ%éﬂvﬁje‘r ein Rlerr]
is N(Et)[err], Ar is -212- 6- net hoxy -4-nethyl pyrid-3-yl; a conpound of
Formul a (60) ' i - yioiwerid-1-vl3 A is

4- met hoxy- 6- n%?ﬁé‘ﬁ%éﬁrﬁéﬁzb%mﬁg gé)dx)l ?J’hgggéﬁpounlg\s of Forrmula (60) wherein
R3 is cycldbutyl - MifHaCH2RMe) Me /et im)6y- Gehboky | pimiethylpyridea conpound
of Fornula (60) wheyein Rlerr] is

a compound of Formula (60) wherein R3 is

N(CH2CH20Me)Et, Ar is 6- methoxy -4-methylpyrid-3-
10 vl; |

a compound of Formula (60) wherein R3 is
N(CHCH20Me)Pr, Ar is 6- methoxy -4-methylpyrid-3-

yl;
15

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
CHzcPr, 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)2 Ar

is 6- methoxy -4-methylpyrid-3-yl;
25

a compound of Formula (60) wherein R3 is N(CH2CHpO0Me)3z,
Ar is 6- methoxy -4-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)2 Ar
30 is 6- methoxy -4-methylpyrid-3-yl;

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

-212-



[err] Ar is 4-net hoxy 6-net hyl pyr+d=-3-_yl; a con a corrpound of Formul a (60)
V\/nerern Rerr] is N(Et)CH[err]cPr

e bR ) hoiycg*@[w[ MR 50 “seair -

Forrmul a (60) wherein Rerr] is N(M)Pr, Ar i's 4- méthoxy 6- met hyl pyrid-3-yl;
a conpound of Fornula (60) wherein Rlerr] is N(M)Et, Ar is

4- met hoxy- 6- met hy| pyt i3y -ZSm&m?}Qqad3thornul a (60) wherein R3 is
N(Me) Bu, Ar is 4-nethoxy-6-nethyl pyrid-3 corrpound of Formula (60)"

wherein Rerr] is 30 . N(Me) propargyl, Ar is 4-methoxy-6-nethyl pyrid-3-
yI; ahcorrpoundaoﬁotll?pdsmd D %mmrea'm R[tjlefféinim? -1%13- \[Aﬁrr] ArR[is |

- met oxy 6- nethy und of Farnmula (60 erein err] is
[err] [er r?yﬁ}Aﬂ) HBArG et RYF d63$“§ Q‘Y]é’yrfd fsound of

Formul a (60? V\/nere|3rﬂ[;err] |s [err] Ar is 4-nethoxy-6-nmethyl pyrid-3- yl;
10 a conpound of Formula (60) V\/nerern Rlerr] is [err], Ar is

4- met hoxy- 6- net hyl pyrid-3- yl; 15 a conpound of For mul a (60) wherein R err]
i s a compound of Formula (60) wherein R3 is cyclobutyl-

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

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

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

a compound of Formula (60) wherein R3 is N(Pr)CHacPr,
Ar is 4-methoxy-6-methylpyrid-3-vl;

20 a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
4-methoxy-6-methylpyrid-3-vyl;

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

25
a compound of Formula (60} wherein R3 is N(Me)Bu, ar is
4-methoxy-6-methylpyrid-3-yl;
a compound of Formula (60) wherein R3 is
30 N (Me) propargyl, Ar is 4-methoxy-6-methylpyrid-3-

yl;

a compound of Formula (60) wherein R3 is
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[err], Ar is 4-met hoxy 6- net hytpyri-d-3-_yl; a conmpound of Formula (60)

wherein Rlerr] is [err]- :ﬁﬂ rr cPr, Ar is
4- et hoxy- 6- net hyl pyri d- I"m#”, f For mul a (60) wherein err] is
[err], Ar isWo%#é8sfoxy- 6- rfet iyl py 25 a conpound '%ﬁT"ﬁ?P (60)
V\,herern Rlerr] is NHCH(cPr)[err], Ar is 4 rrethoxy 6-met hyl pyrid-3-yl; a
conpound of Fornula (60) wherein Rerr] is [err], 30 Ar is

4- et hoxy- 6- net hyl pyri d-3-yl; a conpound of For mul a (60) wherein R3 is

NHCH(Et) 2, Ar - 214NHCH(CH3ECH (RHNEW3 , - Azmbs hydmmsttiosty36y| ; a conpound of

Formul a (60) \Aherern@tgg,ggf,}la%_lg(ﬁt)[err] Ar is
4- met hoxy- 6- nmet hyl pyri ‘conpound of Fornula (60) wherein R[err]

is 2- ethylpiperid-1-yl, Ar is 4, 6-di net hyl pyrid-3-yl; acorrpound of

Fornul a (60) v&reroarpauaaebf]mﬁn@épl(%bwt ¥herdth R3 is RTEAYCH jéi[
4, 6-di rrethyl pyrid- %ﬁé Cii= a_conpound of Fornmula (60) wherein err] s [err],

A is 4, 6-dinet hyl SH3| :Angis 4 -pefipetnds vlethydpurad¢ Byl mher ei n R[err]
is N(Et)CH err]cPr, Ar is 4,6-dimethylpyrid-3- yI a conmpound of Formul a

(60) wherein err |s Ngln% rjcPr, Ar is 6d|rrethylpyr|d3yl 20 a
conpound of F 6 ?’@#"ﬁ'ﬁ?’a‘soé NRRES TR | W ALS; s

N(CHzCHzoMe)Me Ar is 4-methoxy-6-methylpyrid-3-

yl;

10
a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Et, Ar is 4-methoxy-6-methylpyrid-3-
¥l;

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

a compound of Formula (60) wherein R3 is N(CH3CHaOMe) -
20 CH2CPr, Ar is 4-methoxy-6-methylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
NH (CH(CH3) CH2CH3, Ar is 4-methoxy-6-methylpyrid-3-

vyl
25
a compound of Formula (60) wherein R3 is NHCH(cPr)z, ar
is 4-methoxy-6-methylpyrid-3-vyl;
a compound of Formula (60) wherein R3 is N(CH2CH20Me)2,
30 Ar is 4-methoxy-6-methylpyrid-3-vyl;

a compound of Formula (60) wherein R3 is NHCH(Et)2, Ar
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4, 6-di net hyl pyrid-3-yl; a conpound of Fornula (60) wherein Rerr] is
N( Me)Et Ar is 25 4, 6- di net hyl pyri_d-3-yl: a conpound of Fornula (60)
wherein Rlerr] is N(Me)Bu, Ar is 4,6-dinethylpyrid-3-yl; 3%&/0%9%923”(1 of

Formul a (60) WRSPRH Rlerr] is N(Me)propy um 0
4, 6-di net hyl pyri d- 3-yl ; a conpound oﬂmm 3 lﬂll“ﬂﬂ)ulmmr ein Rlerr] is
N(Et) propargyl, Ar is 4,6-dinmethyl pyrid-3-yF; 'a dompouhd of Formul a (60)

wherein R3 is 5 [err], Ar is 4,6-dinmethylpyrid-3-yl; a conmpound of
Formula (60) wherein Rlerr] is [err]- [err], Ar is 4,6-dinethylpyrid-3-yl;
10 a conpound of Foisuéa r(éiﬂx)ox\yhe&ahéuﬁ{l‘ii?ﬁf]xdl-fa yerr], Aris

4, 6-di net hyl pyrid-3-yl; a conmpound of Fornula (60) V\/nereln Rerr] is [err],
Ar is 4,6-dinethyl pyrld 3-yl; 15 a conmpound of Forrmula (60) wherein R err]
is N CI—IZCI—IZOVb)aPlcomp@um¢ af Foammba h{é @y mbebr8ig| B3 ascompeynd of jEornul a (60)

wherein Rerr] is [gr % %8, )g:% Ar |s46d|rrethylpyr|d3yl
a conpound Qf Fornu a %b V\he‘rngF% gr %I gl[err] Ar is
4, 6-di net hyFpyrid-3-yl; 25 a conmpound of Formul a (60) wherein Rerr] is

NHCH( cP d- d of F I 60
\/\/r\er((alcnrg%g;” ’al g&[ne?:UAd Ebﬂlf%uygpwd) ‘% ¥%§?I6R3:§.|g)?un300a cgirpnguﬁd(of)

Fornul a (60) wherei ﬁtlﬁé{?@eﬁﬁ%ﬂ 3 Q M’r is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is cyclobutyl-
10 amine, ar ig 4,6-dimethylpyrid-3-yl;

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

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

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

20
a compound of Formula (60) wherein R3 is N(Me)Pr, ar is
4,6-dimethylpyrid-3-yl;
a compound of Formula (60) wherein R3 is N(Me)Et ar ig
25 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(Me)Bu, pr is
4,6-dimethylpyrid-3-vl;

30 a compound of Formula (60} wherein R3 is
N(Me)propargyl, Ar is 4,6-dimethylpyrid-3-yl;
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I's 4, 6-di nethyl pyrid-3-yl; -216- a conpound of Fornula (60) wherein

err] is N(Et)2, Ar is 4,6-dinethylpyrid-3-yl; 5 a conpound of Fornula
(60) wherei errl is 2- ethylpiperie-—t—y5— A Qs 2, 6-di et rid-3-yl;
a compound or\?’%% a (60) i rrl is cycl obutyl Tﬁ%“%&‘”
2, 6-di met hyl pyrid-3-yl; 10 gjﬁﬂﬁ;ﬁﬂﬂ ﬂ la (60) wherein R3 is [err],
Ar is 2, 6-dinethylpyrid-3- Formula (60) wherein R err] is
N(Et)CH err]cPr, 15 Ar is Ar is 2,6-dinmethyl pyrid-3-yl; a conpound of
Formula (60) wherein Rlerr] is N(Pr)CH err]cPr, Ar is Ar is
2, 6-di met hyl pyrddimpzud oEOFoi\m@IHTDCHmdeErEmnRB ag 60) wherein Rerr] is

N(Me)Pr, Ar is 2, of Forrm a (60) wherein
R3 is N(Me)Et, %@tge%@éggé%w%ﬁsd 426 ﬁ%@wﬁ- HoodnY of(FoamJI a (60)
wherein R[err] |s N(Me)Bu, Ar is 2,6-dinethylpyrid-3- yI a conpound of

Formul a (60) V\,herel n el p.argyl Ar is
2,6-dinmeth Ipyr '3[ °3 ](‘;Srrr%%f’g (sq‘) thegvf%p% d) V\/nerel n R3is -217- .

[err] Ar , 6- m(mbyﬂ|(gﬁ3lCH3 Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is N(CH2CH20Me) -
CH2CH=CH2, Ar is 4,6-dimethylpyrid-3-yl;

10 a compound of Formula (60) wherein R3 is
N (CH2CHz20Me)Me, Ar is 4,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is
N(CH2CH20Me)Et, Ar is 4,6-dimethylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is
N(CH2CH20Me) Pr, Ar is 4,6-dimethylpyrid-3-yl;
' a compound of Formula (60) wherein R3 is N(CH2CHZ0Me) -
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)2,

Ar is 4,6-dimethylpyrid-3-yl;
30

a compound of Formula (60) wherein R3 is NHCH(Et)2 Ar
is 4,6-dimethylpyrid-3-yl;
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yI a conpound of Formul a (60) wherein R[err] is [err]- S [err], Ar
is 2,6- dlnethylpyrld 3-yl; a conpound of Formula (60) wherein Rerr] is
[err] Ar is dInEtHylpyrlu 3—y+—30-—a-conmpound of For wherein
Rlerr] is [eYQﬂ rid-3-yl; a conpoundq%#ﬁﬁégﬁu4a (60)
wherein Rerr] is [err] Wﬂ”@ﬂ m[ﬁ”ﬁbyl pyrld 3-yl; 15 a compound of
Formul a (60) wherein R[err Ar is 2,6-dinmethylpyrid-3-yl;
a conmpound of Forrmula (60) wherein Rerr] is 20 [err], Ar.is

2,6-di nethyl pyrid-3-yl; a conpound of Formula (60) wherein R[err] IS
NHCH(cPr) [ err]a a@mpbsna Sfcbdﬂﬁdlﬁ|(aarlﬁhé%éih R25i 2 E@EYQUNg, 0f g For mul a
(60) wherein R err] Rerr i.s.2, 6-di met hyl pyrid- 3- yl: " a conpound of
Fornul a (60) mhere#nsRé FEPT% Yt is 2,6- di met hyl - pyrld 3-yl; and 30
a conpound of Formul a (60) mherern Rerr] is N(Et)[err] Ar is

2, 6-di met hyd - pyr]| undsand | soners thereof,

st er eoi SOTTEél’I cé/f o?"r?éu%[lﬁecr’%o omula ?(69& esnlp 3r%%)l soneric forms thereof
and pharnaceutlcalﬁ&hﬁéEéﬁﬁ¥&ﬁ1§'§ébtAfomsn§,5-ﬁhmeEhylpwmhérarﬁlsard conpound
is selected fromthe group: 4-((2-butyl)am no)-2,7-dinethyl-8-(2-nethyl -

a compound of Formula (60) wherein R3 is cyclobutyl-
amino, Ar is 2,6-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-vyi;

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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met hoxyphenyl )-[1, 5-a] - pyrazol o-1, 3, 5-tri azi ne; 10 .
4-((2-butyl)am no) -2, 7-di nmet hyl -8-(2 5*d1' —trethyt- 4——

met hoxyphenyl)-[1, 5-a] - pyrazol o- 1,

4- (( 3- pent yWQIHIEEB- 2, 7- di net hyl - 8- (2 "mﬂmm{mﬂ ml FCT/USSOMR1824
met hoxyphenyl)-[1, 5-a] - pyrazol o-1, 3, 5- t#l&Zlme

4- ((3-pentyl)am no)-2, 7-di net hyl - 8 (2-met hyl -
nethoxyphenyl)-[1,5-a]-pyrazo|o-1,3,5-triazine; 20

4- (N-cycl opropy! newy¢H (¢Hy) CHYCHE) O3 ; Zax/ i@ 2P6bJimethylpyrid-3-

8- (2- net hyl - 4- nethogyphenyl) [1,5-a] - pyrazolo 1,3,5- triazine;

4- (N—cyclopropylne N- pr opyl am no) - 2, 7- dlnethyl 25 8-

(2, 5-di net hyl - 4- nethoxyphenyl) [1,5-a] - pyrazolo- 1, 3,5-triazine;
4-(N-al lyl - N 288 %ﬁa o hgb -
(2-met hyl - 4- rrét hoxyp enfﬁ Bﬂo)fﬂﬁhg l%@)r av;rg%%q%g 5?SJ N‘CthF.H%?‘.“‘ﬁ’e 4- (
N-al I'yl - N-§2- net hoS&2SHRG ZamAN'O).SZZYGfkllepsrld 3-y1;

(2, 5-di net hyl - 4- net hoxyphenyl ) - [ 1, 5-a] - pyrazol o- 1,3, 5-triazine; 35 -219-
4- (di al l yl am no) - 2, 7-di met hyl - 8- ( 2- et hyl - 4-

met hoxypheny| - FomBownd % Fasryla $66) tvhepsimeR? is

4- (di al | yl am no) - 2w (edpcreidne) M@, ( Ry 1§'fﬁgjaﬂmeﬂhy§pyr1d—3 -yl;

met hoxyphenyl)-[1, 5-a] - pyrazol o-1, 3, 5-tri azi ne;

4- (N-et hyl - N-( 2- nethoxyethyl)an1no) 2, 7- di net hyl - 8-

(2- net hyl 14- nat kewystsaysdsd -Hoknfrla] {py) adttdreih R35istriazine; and 10

N (CH2CH20Me)Et, Ar is z,s-dimethylpyrid-s_-_yl,-

a compound of Formula (60) wherein R3 is
N (CHCH20Me) Pr, Ar is 2,6-dimethylpyrid-3-yl;

15
a compound of Formula (60) wherein R3 is N(CH2CHz0Me) -
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(CH2CH20Me)32,
Ar is 2,6-dimethylpyrid-3-yl;

a compound of Formula (60) wherein R3 is NHCH(Et)2, 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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4-( N-ethyl -N-(2-net hoxyet hyl ) am no) - 2, 7- di net hyl - 8-

(2, 5-di net hyl - 4- net hoxyphenyl )-[ 1, 5-a] -pyrazolo- 1,3,5-triazine. 15 4. A
conmpound of Formula (70) Terr] and isoners thereof, stereq] Eﬁﬁa or s
thereof, or MAPEF¥E of st s t her eof and pharmaceutically
accept abI e salt forns ther@ﬂ“ ] mwm E romthe group a conpound of
Formula (70) wherein Ris , X[errp 1s -« NHCH(n-Pr)[err], Rerr] is M,
Rlerr] is H Rerr] is M, Rerr] is Hand Rerr] is H 30 -220- a
conmpound of Forrrula (70) wherein Ris O, Rerr] is [err], Rerr] is M,
Rlerr] is H RBerr]?icompoungy arq |igamenshherga r ptpsepisanericconpound of
Formul a (70) whets eHRredt( or RiBtduresSof §tdrdoisBherid fcnlde, Rlerr] is H,

Rlerr] is M, IS a und ormul a (70)
wherein Ris Cﬁ‘g]ﬁé‘;efrr nIHSQ "ﬂceﬂf]maﬁy Wc)‘ep[%gg ﬁ%r% M8 Me, Rlerr]
is H Rerr} ishapeoly éqhae}reims spithdorpepnd is aeleatedrmmcthaf Fornul a (70)
wherein Ris Cbro@;err] is - [err], Rerr] is d, Rerr] is H Rerr] is
Me, R err] 15 is H and R[err] is H a corrpound of Formula (70)
wherein Ris O, Rerr] is - [err], Rerr] is d, Rerr] is H Rerr] is
Me, Rlerr] is ﬂféﬁﬁth&mlﬁpmpgo}+2ég}dlmethyl 8- (2-methyl-4-

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

10
4-((2-butyl)amino) -2, 7-dimethyl-8-(2,5-di methyl-4-
methoxyphenyl) - [1,5-a] -pyrazolo-1,3,5-triazine;

4- ({3-pentyl)amino) -2, 7-dimethyl-8- (2,5-dimethyl-4-
15 methoxyphenyl) - [1,5-a]}-pyrazolo-1,3,5-triazine;

4- ((3-pentyl)amino) -2, 7-dimethyl-8- (2-methyl-4-
methoxyphenyl) - (1,5-a] -pyrazolo-1,3,5-triazine;

20 4- (N-cyclopropylmethyl-N-propylamino) -2, 7-dimethyl-
8- (2-methyl-4-methoxyphenyl) - {1,5-a) -pyrazolo-1,3,5-
triazine;

4- (N-cyclopropylmethyl -N-propylamino) ~2, 7-dimethyl -
25 8-(2,5-dimethyl-4-methoxyphenyl)-[1,5-a]-pyrazolo-
1,3,5-triazine;

4- (N-2l1lyl-N- {2-methoxyethyl)amino) ~2, 7-dimethyl-8-
{2-methyl -4-methoxyphenyl) - [1,5-a]) -pyrazole-1,3,5-
30 triazine;

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

35

-219-



a conmpound of Forrmula (70) wherein Ris C, Rerr] is .NHCH(Et)[err], Rerr]
is d, Rerr] is H Rerr].is M, Rerr] is Hand Rerr] is H 25 a

corrpound of Formula (70) wherein Ris C, Rerr] is - N(Eté.,- sr; err] is
Me, Rlerr] i"OMB8¢88er H.and Rerr] i I—‘) Z"ng?‘?ﬁ“ nd of
Form?l[a (]70|) V\/nerpeqllsn R]I ﬂlﬂm,%m HI'”““'N(H 30R[" ! IISDr) [err], RFerr] i's
Me, Rlerr] is H Rerr] is r]si§Hand Rlerr] is H, acorrpound of
Formula (70) wherein Ris O, Rerr] is -N(n- Bu) [err], Rerr] is M,

X wher H
(I?Eirerlr)gtnljsof F%?rul %ligl%mﬂ glr zld%eth&l N (b fkﬁip fHerr] is a
T‘Frﬁ@fn{ql |S |Ve R[err] |S

NHCH( n- Pr) ( CHM'&F ?’@@)e }ﬂ[)er[ll]' |§SQ I\%Yrﬁc@ﬂR%‘ Ps

Hand Rlerr] is H 40 a conpound of Fornmula (70) wherein Ris O, Rerr] is
- NHCH( Et)[erh <3{§IIJldn§%1-2R[7€&i$eé®l-1 RoCblaideurfg Rerr] 1s o221

H and er Co ornmul'a rern s d, err S -
[err], i $r]mFE ng r‘tl:"s5F|""FF@é"FarzP]Ps loRes- SrllazmeltR[ err] RI[S H] alnd
R[err] |s H; aconpound of Formula (70) wherein Ris O, Rerr] is (S -

[err], R[err]4L FjﬁiNJﬂZ-héthbmﬁiéﬁfﬂ)ddinN?CfF* fdeéﬁ§1Hsa”d Rlerr] is

H, 10 I -
s Ne,aRfé’?Pf? ?Fhll-‘%[e"rn‘u% hSRyLET sl R, 38y

triazine; and

10
4-( N-ethyl-N-(2-methoxyethyl)amino) -2, 7-dimethyl-8-
(2,5-dimethyl -4 -methoxyphenyl) - [1,5-a] -pyrazolo-
1,3,5-triazine.

15 4. A compound of Formula (70)

R3
R N
-
N \\—CH:;
o
H3 N R‘l
re / \
R‘b
——pe,
4d
R \R‘c
20 FORMULA (70)

and isomers thereof, stereocisomeric 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 u, RC is Me, R%d

is H and r*e is H;
30
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15 a conpound of Fornula (70) wherein Ris O, Rerr] is - [err], Rerr] is
Me, Rlerr] is H Rerr] is G——RE@-LLJ_J_S_MM Rlerr] is H a conpound of
Formul a (70) 93 R S CI NH( Et) , err] is M,
Rlerr] is H, |s Me, H& [}h m\niun[err] is H a 8%
Formul a (70) V\,hereln Ris d CH(n-Pr)[err], Rerr] is M,

Rlerr] is H Rerr] isd, Rerr] 25 *is H and R[err] Is H a conpound
of Formula (70) wherein Ris C, Rerr] is - [err], Rerr] is M, Rerr] is

\I:h R[err]R i's ga, cg{n[ﬁbﬁidldﬁf oand1 R e70)] wherHin3g 5 ”Ié[sl Pleof Formél[a (]70)
erein i s Rit €4 1S aR err err
is A, Rerr] is H an% %:%rcﬁ‘é)u {31 33]55a dorrpouh%}gERFor?ﬁj '('}?(‘)L)H wherein R
is d, Rerr] is - ] rr]19|§|ve Rlerr] is H Rerr] is d, Rerr]
is H and R[(grr]aP H, npound_ of Forrrula 70 whereln Ris d, Rerr] is
-N(n- 40 F)’m ‘é‘r“? F@FF‘]‘]-"F‘ EFF£ SLHCIR BP ris is Owe, Rlerr]
is Hand Rlerr] is (Cﬂmome)za E PrpiceLive: , ok B or enit aR(l?O:)s\Mua,raﬁ Ris O,

Rlerr] is - NEt)[eigln &MewrP is ﬁ/lb, Rlerr] is H Rerr] is OW, Rerr] is
Hand R err] is H 5 a conmpound of Forrmula (70) wherein Ris C, Rerr] is

(S) - [err], Raeebhpbsndlof Boemtlal 677 wBkebih A SidRa,RR®rid gt and

Rlerr] is Hp Pr) (CH2CH2CN), R%2@ jg Me, R?P ig H, RYC is Me, r%d
is H and rR*® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(CH2CHz0Me)2, R%2 is c1, R?P is H, R%C is Me, R%4
15 is H and R*® ig §u;

a compound of Formula (70) wherein R is €1, R3 is -
NHCH (CH20Me) 2, R*2 js c1, R*P is H, R4C is Me, %Y

is H and R%® is H;
20

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R*2 is c1, RAP is ®, R%C is Me, RY is
H and R?® is H;

25 a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, R4 is Me, R®P is H, RC is Me, R is H
and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
30 Pr) (CH2CH2CN), R%2 is me, R?P is m, RC is Me, rY
is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
Bu) (CHaCH2CN), r%3 is Me, R?P is H, R?C is Me, Rr%d
35 is H and R?® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (n-Pr) (CHz0Me), R%2 is Me, R®P is H, RC ig
Me, R*d is H and R4® is H;
40
a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, R*® is Me, R*® is B, RYC is oMe, R?J is
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10 a conpound of Fornula (70) wherein Ris O, Rerr] is - [err], Rerr] is
A, Rerr] is H Rerr] is M, Rerr] is Hand Rerr] is H a conpound of
Forrmula (70) wherein Ris d, errl—+s—345-—-— ___NEt)[err S
a, R[erg] i)‘§°PE’38|§{8err] is I\/E,R[R[er]r] ' rrN( i)s[FfCJé"%%g{J]rld of
Formula (70) wherein Ris O, Rerr] ’immmﬂﬂﬁg#m}arr]m[err]a\b, R err]
iIs Me, Rlerr] is H Rerr] is Ok, 20* ¢ | I Hand Rerr] is H a

*

conmpound of Formula (70) 4\gne_rein Ris d, Rerr] is -Nc- _
Pr)(CHerr]CHerr]engnd Berdap Hs O, Rlerr] is H Rerr] is M, Rerr] is H
and Rlerr] is H 25 a conpound of Forrmula (70) wherein Ris C, Rerr] is
-NHCH (n- Pr) ( eHFerpgak ot Reamplai 670 wiRredp] Rj s 101 ,RRSr ip s OVe, Rlerr]
is Hand Rerr] i sNECH i20Med apprifdioMeorAR as (F0)rR4haseomeR is O,

Rlerr] is 5NHCH(nR‘Fd)igg—|g§Brh€e/eg_sﬂerr] is d, Rerr] is H Rerr] is
Me, Rerr] is Hand Rerr] 1s H .a conpound of Forrmula (70) wherein Ris

A, Rerr] isa- e [ , L] pi , Renr] s H Rerr]
is Owe, R[err]a fs Sund off es?agwd; wrl%‘(;elhoﬁngsg ]_"F(I)ﬂr mljtg( )S70) wherein R
is O, Rerr] is - & i{? erlﬁaai@ e RTerlrﬁ H,sRA™ Rperr] is Ow,
Rlerr] is 40 Mé{ Rt RjseHr pndsRTT i eépnpound of Formula (70) wherein R
is d, R&r] is - -223- [err], Rlerr] is Br, Rlerr] is H Rerr] is
Ove, Rerr] is epmpouid efi Forsuba é&7¢omimrednoR Forchyl ®3(18) -wherein Ris
d, Rlerr] is - NH(CH2CH20Me)CH20Me, R%2 jg Me, R?P is H, RYC is

Me, R*9 is H and R%® is H;

15 a compound of Formula (70) wherein R is Cl, R3 is -
N(CH2CH20Me)2, R%2 is Me, R?P is H, R%C is c1, r%d
is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
20 NH(Et), R%*2 is Me, R is H, R%C is Me, R is H
and R?® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(n-Pr)2, R%2 is Me, R*® is H, R%*C is c1, r%d
25 is H and R%*® is H; '

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (CH20Me) 2, R%*2 ig Me, R*® is u, R?*® is c1, R

is H and R%® is H;

30 ,
a compound of Formula (70) wherein R is €1, R3 is (8) -

NH (CH2CH20Me) CHa0Me, R?2 jis Me, REP is H, R%C is
c1, R* is H and rR%*® is H;

35 a compound of Formula (70) wherein R is Cl, R3 is -
'NH (CH2CH20Me) CHoOMe, R42 ig Me, R*P is u, RYC is

Cl, R4d is H and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -N(n-
40 Pr) (CH2CH2CN) , R%2 is Me, R?P is H, RPC is OMe,
R4 is B and R%® is H;
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5 [err] R[err] is Br, Rerr] is H Rerr] is O, Rerr] is Hand
Rlerr] is H a conpound of Forrrula (70) wherein Ris O, Rerr] is -

N( Et , H, a,
and Rerr] i Bomakssonpe, Mﬂ L@Nﬂ!@[ ) wherein R 1o dctiplhid o
0

N(Et)[err], Rerr] is err] is Ove, Rerr] is Ow and
Rlerr] is H 15 a conpou ) wherein Ris O, Rerr] is -
NHCH(Et)[err], Rlerr] is O, Rerr] is H Rerr] is Ow, R[err] is Ove and
Rlerr] is H 20 a conpound of Formula (70) wherein Ris C, Rerr] is -
[err], R err] &scabipouRbepf]Foumila R76) rvheéxeid R RBe€Y] Ris id and Rlerr] is

H a corrpound of Foruml)a (iﬁﬁ whategi RIR i 1) R*R e£rdmd s 29285 § [err],
Rerr] is d, R[er g{[ rr] is d, Rerr] is H and Rlerr] is H a
conmpound ofjs Forrrula wherein Ris CI Rlerr] is - N(Pr) [err] Rl err]

Is O, Rerr] s %:r-ﬁ’ I S H@an Is H a
corrpound of Foé %?/) Bl{ t 1aR3(C}O) heﬁ[ El]}Ls él rfBg)sR%E , Rerr] is
d, Rerr] is H, 2F§2@Fe 2 Hac, RF»errI}S % R 3$Sa conpound
of Formula (70) wheMeer rRR is Iﬂan Prlsrrs - NHCH(Et)CH err]OVve, Rlerr] is
G, Rerr] is H Rerr] is d, Rerr] is Hand Rerr] is H 40 a conpound
of Fornmul ai 703 adigscrind BEi Boﬁ\ulaR[(enb]wthreiﬂ\IHCl‘rléEd:J),[ ®¥lis Rlerr] is d,
Rlerr] is H Rerrlvd@netuhercdaome, - g24-15 c1, r* is u, RYC is

Me, R4d is H and R%® is H;

a compound of Formula (70) wherein R is €1, R3 is -
15 N(Et)2, r*? ig 1, R*P ig H, RYC ig Me, R4 is H
and R%® is H;

a compound of Formula (70) wherein R is €1, R3 is -N{c-
Pr) (CH2CH2CN) , R%2 ig Me, R?P is H, R%C is OMe,
20 R*d ig H and R?® is H;

a compound of Formula (70) wherein R is C1; R3 is -N{(c-

Pr) (CH2CH2CN), R%2 is c1, R*P is H, R%C is Me, R%D

4e
R

is H and is H;

25
a compound of Formula (70) wherein R is Cl, R3 is -NHCH
(n-Pr) (CHy0Me), Rr%2 is Me, R?P is H, R is oMe,
rR%? is H and R%® is H;

30 a compound of Formula (70) wherein R is Cl, R3 is -NHCH
(n-Pr) (CH0Me), Rr%2 is c1, R*® is H, R2C is Me,
R?9 ig H and R*® is H;

.a compound of Formula (70) wherein R is €1, R3 is -
35 NHCH(Et)2, r%® is Br, R?P is H, R%C is oMe, R*Y is
OMe and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH(Et)2, r%*2 is Br, R4 ig H, RS ig OMe, rR4d g
40 H and R ig H;

a compound of Formula (70) wherein R is Cl, R3 is -
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Hand R err] is H a conpound of Forrmula (70) wherein Ris C, Rerr] is -
NHCH(Et)[err], Rlerr] is M, _Rlerr] is H Rerr] is M, Rerr] is 5 H
and R[err] is H a conpound of For mul a (70) wherein Ris d, Rerr] is -

NHCH( Et ) [ er r'WO 9528886% c err Me, BCTYSIRIRNY and
R[erﬁ] |)[s H‘Yloﬂg co]rrploﬁnd unmﬁ nﬂlmﬁu"(mmw@r]el InSR S CR:I[ R,][Jerr] Is -
NHCH(Et)[err], Rerr] is M, R[er M s H Rerr] is d, R[err] Is Hand

Rlerr] is H 15 a conmpound of Forrmula (70) wherein Ris a, Rerr] is -
NEt[err], Rerr] is M, R[err] is H Rerr] is O, Rerr] is Hand R[err]

Is H and a conpo 28 ei_ab rr] is -
N(Pr) [err], R[rrgr?ids gi ﬁ )%gr]lfs O\?E‘RE[EPLIHS H and
Rlerr] is H acon%) ﬁ‘uali wherein Ris Me, Rerr] is -
NHCH( n- Pr)[err] |s Me, err is H Rerr] , Rlerr] 25
is Hand Rlerf '@ GE‘HEI {7 or‘Yﬁﬂrélgm)l%\H@rve:\éﬁ RSis Me, Rlerr] is
- [err], err] i SNHE 2|.sR f@ear,]m M, HRRYS lisi oMbl and Rlerr] is
H, 30 a compound of ¢qgmi &n(ﬂﬁ}ev@gr}@n Ris Me, Rlerr] is - [err], Rerr]
is Me, Rerr] is H Rerr] is M, R[err] is Hand Rerr] is H 35 a
conmpound of Féra&hﬁodﬂd))of\/\ﬁmmal?w@) NherBhifl &] i Sor NES- Br)- [err], Rlerr]

Me, B d. d
of Fomﬁl[;?j]m') Sm”ér?f R .s ﬁ[ RLgrn i 5, M5a0%, R, ga conpound
Rl err] Rl er r

a compound of Formula (70) wherein R is Cl, R3 is -
N(Et)2, R%® is c1, R is H, RYC is oMe, RYQ is

OMe and R%® is H;
15

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et)2, rR?2 is c1, rR?P is H, RYC is oMe, R%Q is
oMe and R%® ig H;

20 a compound of Formula (70) wherein R is Cl, R3 is -
N(CH2CHz0Me)2, R?2 is c1, R*P is H, R%C is c1, Rr%d
is H and R%*® is m;

a compound of Formula (70) wherein R is Cl, R3 is -
25 NHCH (CH20Me) 2, R%2 ig c1, R*P is H, R%C is c1, r%d
is H and rie is H;
a compound of Formula (70) wherein R is Cl, R3 is -
N (Pr) (CH2CH2CN) , R%2 ig c1, R?*P is H, R%C is 1,

30 - R4 ig H and R?® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
N(Bu) (Et), r%2 is c1, R*P is m, R is c1, R* is

H and R%® is H;
35

a compound of Formula (70) wherein R is Cl, R3 is -
NHCH (Et) CH20Me, Rr%2 is c1, rR?P is B, RC is c1,

R%49 is H and R%® is H;

40 a compound of Formula (70) wherein R is Cl1, R3 is -
NHCH(Et)2, R?® is c1, R%P is H, R%C is c1, R%D is
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is Hand Rerr] is H -225- a conmpound of Forrmula (70) wherein Ris M,
Rlerr] is - [err], Rerr] is d, Rerr] is H Rerr] is M, Rerr] is H and
Rlerr] is H 5 a corrpound of Formul a (70) wherein Ris M, %re”%othf%

and

NHCH( Et ) [ err] WO88%% is C err
R[erﬁ] |)[s H; ]aq(::qgrrpoﬁnd of ForR[rruI a](7mmm‘mﬂ“ml| , R[err] Is - 10
NCEt)[err], Rlerr] is M, Rerr] is H *R[érr'-] i"s Re,” Rlerr] is Hand Rerr]

is H a corrpound of Fornul g5(70) wherein Ris-M, Rerr] is -N(n-
'Pr)(CI—I[err]CH[err]CI‘H} al’ﬂ[@rr]lﬁFsHﬂve Rlerr] is H Rerr] is M, Rerr] 15
is Hand Rerr] is H a conpound of Fornula (70) wherein RIS Me, Rerr] is
-N(n- Bu) [err]2 FPERQNG §’f|\/§°$3@rrq7°|)swhﬁrﬂférkr]lsl SLMR3 Hperr] is H and
Rlerr] is H 20 a cOWHsBURS) of nd e( 78% burensi p4R is N, rifeis] is -
NHCH(n- Pr) (G err] O¥e)andRRéPrigis; M, Rlerr] is H Rerr] is M Rerr] is H
and Rerr] is H 25 a conpound of Formula (70) wherein Ris M, Rerr] is -
NHCH(Et)[err], B[@érﬁﬂodn% Mg, rEERIYd (Iv%>wh&@fﬂh (1) @/eaﬂ[l%rr] is Hand
Rlerr] is H a conp ggor a é& rel R is - 30

rl

g M,
[err], Rlerr] is M, Rerr ﬁ My EaanﬁsR[err] is
H a corrpOtI\J/Egl of For‘fnﬁnéi@slwféfreln R |s |ve R[err] is (S) - [err],

err] is err] is H, err] is 35 Me, err s H and err] is
Eg ] Fi compound ofR;ormula (70) wherein R 1§[C1 ]Rj is - R ]

NHCH(Et)2, R%*2 ig Me, R?P is H, R%C is c1, R¥ i
H and R%® is H;

15 a compound of Formula (70) wherein R is Cl, R3 is -
NEtz, R%® ig Me, R®P is H, R*C is oMe, R%*? is w
and rR%® ig H; and

a compound of Formula (70) wherein R is Cl, R3 is -
20 N (Pr) (CHaCH2CN) , r%2 is Me, RYP is H, RC is OMe,
R4 is H and R%® is H;

a 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 Me, R*4
25 is H and R*® is H;

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

NHCH (CH20Me)2, R%2 is Me, R*P is H, R%C is Me, Rr%d

is H and r® ig H;

30
a compound of Formula (70) wherein R is Me, R3 is -
N (CH2CH20Me) 2, R%8 is Me, R?P is u, R%C is Me, rRYC
is H and R*® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -N{c-
Pr) (CH2CH2CN) , R%2 is Me, R?P is H, RYC is Me, R4d
is H and R*® is H;

a compound of Formula (70) wherein R is Me, RS is -
40 N(CH2CHz0Me) 2, R%2 is c1, R?P is H, R%C is Me, R4

is H and R4e is H;
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a conpound of Forrmula (70) wherein Ris M, Rerr] is - [err], Rerr] is
Me, Rlerr] is H Rerr] is M, Rerr] is Hand Rerr] is H 40 a conpound
of Formula (70) wherein Ris M, Rlerr]lis -226- [err], Rerr] is M,
Rlerr] is HVORPE#sE] is O, ' Rlerr] is H aPEUHERIOHE4 of
Formula (70) wherein R.is @IEHI*“.E!IIMEI{EH NH(Et), Rerr] is M,
Rlerr] is H Rerr] is M, L sand Rlerr] is H a conpound of
Formula (70) wherein Ris Me, Rlerr] is - NHCH(n-Pr)[err], Rerr] is M,
Rlerr] is H Rerr] is d, Rerr] 10 rs Hand Rerr] is H a conpound
of Formul a (#0gombeil PfRFogmlka R Mherein keid|ve RRSrak Ls Me, Rerr] is
H Rerr] is d, ﬂ@”dﬂdmewganﬂ‘la[férdl,kﬁ4u; f;%'amupig o£4cFormJI a (70)

S :

wherein Ris M, errr%s,; err err] Ts H Rerr]
& ]

eS) _-lerrl,
is O, Rerr] is ¥dh g‘§ B 20 a conpound of Formula (70) wherein R

s M, rr] is - [err er s M, err] is H, err] is d, err
is H andR[i[ e%rfmf‘%mg}‘{é:]fcg%ﬂ% 6?°)FM’$£F&n(%‘O$S\M%r§1[3n1R]FS Me, R[REarr]]is
“N(n- 25 PryHGR(ED) 2, RREPT 1oi @ MR Rier B} R He MesrrRfissOVe, Rierr]
is Hand Rlerr] i®s 4hd ®*%0ngound of Fornula (70) wherein Ris Me, Rlerr] is
- N(Et)[err], Rerr] is M, Rerr] is H Rerr] is O, Rerr] is H 30

and Rlerr] ia tbmpound of Formula (70) wherein R is Me, R3 is -

10 N(Et)2, R*® is Me, R®P is H, RYC ia Me, R*® is H
and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -N(n-
Pr) (CHaCH2CN), R%2 ig Me, R*P is u, R%C is Me, R
15 is H and R?® is H;

a compound of Formula (70) wherein R is Me, R3 is -N{n-
Bu) (CH2CH2CN), R%*2 is Me, R*P is u, R%C is Me, r%C

is H and rR*® is H;
20

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (n-Pr) (CH20Me), R%*® ig Me, R?P is H, RAC is

Me, R?*9 is H and R?® is H;

25 a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R*2 is Me, R?P is H, RC is oMe, R%? is
H and RY® is H;

a compound of Formula (70) wherein R is Me, R3 is -
30 NHCH (CH20Me) 2, R%2 is Me, R*® is H, R%C is OMe,
R4 ig H and R*® is H;
a compound of Formula (70) wherein R is Me, R3 is (S) -
NH (CH2CH20Me) CH20Me, Rr%2 ig Me, R4P is H, RC is

35 Me, R%9 is H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH20Me) CH20Me, ri2 ig Me, r%P is H, R4C is

Me, R4d is H and R4e is H;
40

a compound of Formula (70) wherein R is Me, R3 is -
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a conpound of Formula (70) wherein Ris Me, Rerr] is (S) - [err], Rerr]
is d, Rerr] is H Rert}isM Rerr]l is Hand Rerr] is H 35 a

corrpound of F 70) wherein Ris I\/E Rlerr] is - [err]y is d,
Rlerr] is H W}rz?xsg lmm l""l,”m d Rerr] is H 40 amlg‘%)n%@hzn“d of
Forrmula (70) wherein R i N(Et)[err], Rerr] is d, Rerr]
is H Rerr] is M, R[err] |s H-2%7°% * and Rerr] is H acorrpound of
Forrmula (70) wherein R i Rlerr] is -N(c- Pr)([er R[err] |s Me,
Rlerr] is H Rerr] W@Wzoﬁe)z R%2 Reeme] 24P Heand E%‘Zerzre] dls wfda
compound of Fornmul a /@ anRerR®® i Ry.s Me, Rlerr] is -N(c- Pr)([err]),
Rlerr] is d, Rerr] is H Rerr] is M, Rerr] is Hand Rerr] is H 10 a
conpound of For gubdmgoi@k Whef'é?frﬁhl%'(%ol)/ewhﬁéi&{]a is S |
(n-Pr)(CH erg] OVe), N @&th] ksa 143[ Ez@ }k—( Rlcerr ] q\ds Séerr] is H
and Rlerr] is H 15 a anpoun 'Fornuf% 763 mﬁﬁr%$h Rlerr] is
-NHCH (n- Pr)(CI—|[err]a(‘}6‘e)R RE&rE] is O, Rlerr] is H, R[err] |s Me, Rlerr]
is Hand Rerr] is H a conpound of For mul a (70) wherein Ris Mg, Rerr] is
- 20 NHCR( B2 OfFermyly {78) whexrein R dsMe jRS (i rs Ove, Rierr]
is OMe and Rlerr] i SHGH @-Bshpowitf dk Merrrm‘fl%n(dﬁ), pbCrai iR rESME, Rerr]
is - NHCH(E1Q[err], 2 & bhal g4Brig Merr] is H Rerr] is O, Rerr] is 25
Hand Rerr] is H,
a 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 rR?® is H;

15
a compound of Formula (70) wherein R is Me, R3 is (8) -
NH (CH2CH20Me) CH20Me, R%2 ig Me, R?P is H, R4C is
c1, rR*? is ¥ and R%® is H;

20 a compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH20Me) CH20Me, R%3 ig Me, R*P iz H, RC is

c1, R*® is H and rR?® is H;

a compound of Formula (70) wherein R is Me, R3 is -N(n-
25 Pr) (CH2CH2CN) , R%2 jig Me, R®P is H, R%C is OMe,
rR*? ig H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R*® is Me, RPP is H, R%C is oMe, R*d is H
30 and R*® ig H;

a compound of Formula (70) wherein R is Me, R3 is (8) -
NH (CH2CH20Me) CHz0Me, R%2 ig c1, RP is m, R%C is

Me, R?*? ig B and R%® is H;
35

a compound of Formula (70) wherein R is Me, R3 is -
NH (CH2CH20Me) CH20Me, R2 is c1, R*P is H, R*C is

Me, R*® is H and R%® is H;

40 a compound of Formula {70) wherein R is Me, R3 is -
N(Et)2, R%® is c1, R*P is H, R%C is Me, R is H
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a conmpound of Formula (70) wherein Ris Me, Rerr] is .- [err], Rerr] is
Br, Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 30 a conpound
of Formul a (w vvhereln Ris M, Rerrj—its—-Fferr]-Rerr] is Br, Rerr] is
H Rerr] is % err] is H and 35 a corrpomwﬁ‘/m"rmla
(70) wherein RIS Me, Rerr] is - %’ "“H”S'!ru iIs Me, Rlerr] is H,
Rlerr] is d, Rerr] is Hand R[err*l oL d of Fornmula (70)

vvherelansMe Rlerr] is - N(Et)[err] *Rerr] is d, Rerr] is
H Rerr] is Ow, ;B4egtée i %/E M and Rlerr] is H -228- a corrpound of
Formul a (70) V\,hereln RIS Rerr] is - NHCH(Et)[err] Rerr] is d,

Rlerr] is H,a b gh Sy corrpound of
Formul a (70) vvher%gr Bﬂﬁﬁ-l%@bl i (}1) ig‘;pqﬁR[SRP # Jséd% “Rlerr] is H,
Rlerr] |ssc1 R[err o? |§e o¥SFQ§‘f9rruIa (70)
wherein R Rferi‘-f Hsand is H; [err] R[err] is A, Rerr] is H,
Rerr] is CI R[err] is Hand R err] is H a conpound of Forrrula (70)
wherein R |S§\/€°“RPEFF1] OisForNIH)(UPérwll?reﬁ{é?rrl]s Me, k3 & em(e-is H,
Rlerr] is O, 15 Pr) (CHFE2CN) | *4 asdcK ex¥h iisS gH, rR&CCoIMRUING4df Fornul a
(70) wherein R is;ilNey Rhgrgdeiss w,N(Bu) (Et), R[err] is d, Herr] is H
Rlerr] ig0d, Rerr] is H and %[err] Is H 20
a compound of Formula (70) wherein R is Me, R3 is -NHCH
(n-Pr) (CH;0Me) , R42 jg Me, REP jg g, reC

is OMe,
R4d is H and R4e is H;

15 a compound of Formula (70) wherein R is Me, R3 is -NHCH
(n-Pr) (CHz0Me), R4 is c1, R is H, R4C is Me,
rid rie

is H and is H;

a compound of Formula (70) wherein R is Me, R3 is -
20 NHCH(Et)2, rR*2 is Br, R?P ig m, R%C is oMe, rYQ ig
OMe and R?® is H;

a compound of Formula (70) wherein R is Me, R3 isg -
NHCH(Et)2, R4® ig Br, R*P is u, R4C is oMe, rR?Y is
25 H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(CH2CH20Me) 2, r%*2 ig Br, R%P ig H, RIC jig OMe,
R4 ig H and R"‘e is H;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (CH20Me) 2, R%2 is Br, R%P is H, R%C is oMe,

R¥ is H and R?® is H;

35 a compound of Formula (70) wherein R is Me, R3 is -
N(Et)2, R*® is Me, R is H, R4 is c1, R¥ is ®
and R%® ig H;

a compound of Formula (70) wherein R is Me, R3 is -
40 N(Et)2, R*2 is c1, RP is H, RYC is oMe, R%? is
OMe and R4e is H;
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a conpound of Formula (70) wherein Ris M, Rerr] is - NHCH(Et)CH err] Ow,
Rlerr] is d, Rerr] is H Rerr] is d, Rerr] is Hand Rerr] is H 25 a
conmpound of For my 70) mherein RS Ne Rerr] is - NHCH( Rl err]
is d, Rerr] wgs%_/pss err] i 3 B and Rlerr] is h)"’l"'g (’:(%Sr%f)ound
of Forrrula (70) V\,herel n R |s “4] mlllilsﬂ,ll NHCH(Et)[err], Rlerr]
iIs Me, Rlerr] is H Rerr] erw ss*Hand Rerr] is H a conpound
of Formula (70) Mwmﬂanshk New]ls- NHCH(Et)[err], Rerr] is d,
"Rlerr] is H Rerr] is M, Rerr] is 35 Hand Rerr] is H a conpound
of Formula (70) aveempound? ¢f5 FdemuRke(7q) iwherehhiCGhi($s Mesr RP, 1R[.err] is M,
Rlerr] is H Rerr] NacﬂEt)lﬂ ehﬂ]a i daq@leLgrﬁ] g H H 69 gund of
Forrmul a (70) wherein E RL T s - -229- NEt T err] is M,
Rlerr] is H Rerr] e F] S H and R[err] |s H; and a conpound of
Formul a. (70) wherei err]CH err]CN),
Rlerr] is Nb% RféFP“p?%n ; iﬁf Fﬁ%f?g Whﬁf&??] g}i%rr is H a
conpound of Fornul a Yiei2 )3 RIS im qﬂz[:eRr i H, f-%,) [Rélldr]
Rlerr] is Me, R4b isisl HRim: R ssMe; Rlerr] 10 |s H and R[err] is H
a conpound of Forrmula (70) wherein Ris F, Rerr] is - [err], Rerr] is M,
Rlerr] is H R er chbmpsudd,ofRFerimhlas(tb)antheeenrd is Md, &8 is -

10 NHCH (CHz0Me) 2, r%2 ig c1, rR%P is H, R4S is c1, r%d

is H and R%¥® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Pr) (CH2CH2CN), Rr%2 ig c1, R4 is H, R%C is 1,
15 R4 is H and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Bu) (Bt), r%3 ijs c1, R*P is B, R%C is c1, R is

H and R%*® is H;
20

a compound of Formula (70) wherein R is Me, R3 is -
NHCH (Et) CH20Me, Rr%2 ig c1, R?P is H, R%C is 1,

R4 ig H and R%® is H;

25 a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, R%2 is c1, R is H, R%C is c1, R is
H and rRe is H;

a compound of Formula (70) wherein R is Me, R3 is -
30 NHCH(Et)2, R%2 is Me, R*P is B, R*C is Me, R*? is
H and R® is m;

a compound of Formula (70) wherein R is Me, R3 is -
NHCH(Et)2, %2 is c1, R*P is 1, R%C is Me, R%d is
35 H and R%*® is H;

a compound of Formula {70) wherein R is Me, R3 is -
NHCH(Et)2, R*2 is me, R?P is m, R*C is c1, R% is

H and R4e is H;
40

a compound of Formula (70) wherein R is Me, R3 is -
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a conpound of Formula (70) wherein Ris F, R[err] is.- [err], Rerr] is M,
Rlerr] is H Rerr] is M, err] I S Hand RlerrJis H 20 a conpound of

Forrmula (70) wherein Ris F, R e CH err] Rl err]
is Me, R eMQ9%3888 Rierr] is Ml ,mmaml'“m Imuml R[err]%ﬁ{ﬁ”g'(gg%onpound
of Formula (70) wherein Ris F, err] [err], Rerr] is d,
Rlerr] is H Rerr] is M, R[err] S Hand R[err] iIs H a corrpound of
Formula (70) wherein Ris F, Rerr] is - [err], Rerr] is d, Rerr] is H,
Rlerr] is Mg, R amth,63Q42 jg Mé'sld‘lbaag ek4d i oe, aRQ@ITpQLt.fId of Formul a

(70) wherein R |s F R[ge ] NHCH(E [err], R[err] is A, Rerr] is H,
Rlerr] is M, R[err an’d err] is H 35 a conpound of Forrrula (70)
wh R Fao H,

'\, Rier i} o2 %ﬁ] E% T et B A SE G RELR 2 (70} whereln
Ris F, Rerr] i é’rr]@ﬁ[@?r]%ﬁlﬁﬁerﬁ i ks \MMe/Rlerr] is H,

Rerr] is M, R[eRr J.sZHOandR ig 8d Rerr] is H a corrpound of Formul a

(70) wherein Ris F, Rerr] is -N(n- Bu) (Ci—l[err]CI—I[err']_Cl\l),'R[err] is M,

Rlerr] is H, aRiawpdurids ofeFoRfneta | (%) whereinsk H=mfd RPeis]-is H a conpound
of Formula (70) wHMHHnAPR) b5 ®*2 Rleme], RIP-iNHEHR*SPrL(@6] eg9d OVe), Rlerr]

is Me, Rgrr] '31'?;[ HRLg&rMes é\fq{‘ R[err] is Hand Rerr] 1s M 10

a compound of Formula (70) wherein R is P, R3 is -
NHCH (CH20Me) 2, R%*2 is Me, R*P is H, R4C ig Me, r%d

s is H and R%® is H;

a compound of Formula (70) whexein R is F, R3 is -
N(CH2CH20Me)2, R%2 is Me, R is H, RYC is Me, rR%d

is H and rie ;g H;

20 a compound of Formula (70) wherein R is F, R3 is -N(c-

Pr) (CHaCH2CN) , R%2 is Me, R?P is H, R%C is Me, r%S
is H and R‘-le is H;

a compound of Formula (70) wherein R is F, R3 is -
25 N(CH2CH20Me) 2, R%2 is c1, R¥P is H, R4C is Me, R

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -
NHCH (CH20Me) 2, rRé2 ig cl, R4b is H, ReC ig Me, rid

30 is H and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, rR%2 is c1, rR*P is u, R%C is Me, R?9 is

H and R%® is H;
35

a compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R*® is Me, rR%P is H, RYC is Me, R4 ig u
and R*® is H;

40 a compound of Formula (70) wherein R is F, R3 is -N(n-
Pr) (CH2CH2CN) , R332 ig Me, r4P ig H, RS is Me, r4d

-230-




a conpound of Formula (70) wherein RIS F, Rerr] is - NHCH(Et)[err]
Rlerr] is M, Rlerr] is H Rerr] is Ow, Rerr] is Hand Rerr] is H 15 a

Fporr] is r A o Reri] S K and Rerr] is b o RGNS

Formula (70) wherein Ris F, Rerr] is (5 —286 [enr, Rerr] is M,
Rlerr] is H Rerr] is M, R[err] S Hand S a corrpound of

Formula (70) wherein Ris F, Rerr] is - R} HHII“' w Rlerr] is H,
Rlerr] is 25 Me, R[err]4|s H and R err " d of Formula

(70) wherein Ris F, iR Brand iR - 1pefls ], R[err] i s Me, R[err] is H Rerr]
is A, Rerr] is H and err]_is H 30 a corrpound of For 0) wherein R
is F, Rlerr] is&F®© %ﬂzg‘“ﬁ MP) miherxe 1"l%‘l-?r FR%ESU}EH (Nk Rl err]
is Hand Rerr] is HuBHe@efounBidfisaeruri (70, WwRaFeia M, 148 Rlerr]

is - NHCH(n-Br)[err] jsRiedidd r4¢ Mg.gRerr] is H Rerr] is d, Rlerr] is H
and Rerr] is H a conpound of Fornuia (70) wherein Ris F, R[err] Is - 40

[err], Rerr] is Vomp&utd df irdoriul& €id)l wh&r@hn FR[:?érF] k3 ftand Rerr] is

H -231- S) -
[err], R[errifj1 ::grrpwgugﬂ@nﬁiy) HQO&IIQ%P) Idp I%Q[er"?] eﬁé&af;le (R[)err] S

H 5 a conggund of f ¥8r ki A%’al(sﬂl‘)5‘*?\}I%e17“e| r?'SR ¥is F, Rlerr] is -

a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 is me, RP is H, R?C is oMe, R*d is
H and R?® is H;

15 a compound of Formula (70) wherein R is F, R3 is -
NHCH (CHz0Me) 2, R43 ig Me, R g H, R%C is OMe,
rR4d ig H and R%® is H;
a compound of Formula (70) wherein R is F, R3 is (5) -
20 NH (CH2CH20Me) CH20Me, R%2 jg Me, R?P is m, RC is

Me, R*9 is H and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NH (CH2CH20Me) CH20Me, R42 ig Me, R?P is H, RC is

25 Me, R¥d is H and rR%® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(CH2CH20Me)2, R42 jg Me, R is H, R*C is c1, R4
is H and R%® is H;
30
a compound of Formula (70) wherein R is F, R3 is -

NH(Et), R*@ is Me, R?P is H, R%C is Me, R%d is H
and R%*® is H;

35 a compound of Formula (70) wherein R is F, R3 is -
NHCH(n-Pr)2, R%2 is me, R*P is m, R%C is c1, r%d
is H and R*® is H;

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

40 NHCH (CHz0Me) 2, R%2 is Me, R?P is H, RS is c1, r%d
is H and R*® is H;

-231-



[err] ,. R[err] is M, Rerr] is H Rerr] is d, Rerr] is Hand Rerr] is
H, a conpound of Forrrul a"‘(“?ﬁ)"‘wrre"rver—n—FH—s-F Rlerr] is -N(n- 10

Pr)(CH CH H, OvVe [
Hr ;Erd [R[e; r ;er % a corrp mwmmmmﬁiﬁm | \?vher e:?LerRr ?P§IT?5’S%}4{1§%AR[ elr ;] i 'S
N(Et)[err], Rerr] is M, erc 'S Is OWe, Rerr] is H15

and Rlerr] is H a conpound of Formula (70) wherein Ris F, Rerr] is (S -
[err], Rerr] is d, Rerr] is H Rerr] is M, R[err] is Hand Rerr] is

H, 20
o, aRFZYPf”‘F“‘“ﬁS errtar‘gzr% *“&?r%@rﬁlh B 1 d L8 eommound of
Formul a (70) whe™ Me) Gila0Ne, R imy(ke) [Rerr]ls R[.eR fis O, Rerr]

is H Rerr] isdk, ris]HlandHIa .ﬁ[arr] is H a compound of For mul a
(70) wherein Ris F, Rerr] is -N(c- 30 Pr) (CHerr]J]CH err]CN),
Rlerr] is5Mea tRErﬂde]nd ©fHFolala | (70 WMereRherrisims |113aad Rerr] is H a
conmpound of Formﬂm(ci{%@}lzmeienﬁloﬁél SR‘lFa, lg[ﬁér]nﬂs Pc)
(CI—I[err]CI—I[err]Cl}g1 qrdr]l |§ :54 err ﬁerr] 35

is H and R[err] H*%a™cB I'II!orrruIa (70) wherern Ris F, Rerr]
IS -NHCH (n r er |sNE S rr |sOVE
Rlerr] i (Hga)né j’{]ogg‘?'étm% ‘} ﬁ&i lgF’o"’lrﬁli %lé(? WfLrei n Ris F,
Rlerr] zo NHCH 2CN) :I.S Me. is H, R4 is OMe,

is H and R4e is H;

a compound of Formula (70) wherein R is F, R3 is -
N(Et)2, R*® js Me, R?P is B, R%C is oMe, R is &
15 and rR%® is H;

a compound of Formula (70) wherein R is F, R3 is (8) -
NH (CH2CHzOMe) CHaOMe, R*2 is €1, R*P is m, R%C 16

o Me, R*? is H and R4e is H;
2

a compound of Formula (70) wherein R ig F, R3 is -
NH (CH2CH20Me) CHa0Me, Rr%@ ig c1, REP is u, RC is

Me, R* is H and R*® is m;

25 a 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%d 5 W
and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -N{(c-
30 Pr) (CH2CH2CN) , R%*2 is Me, R*P is H, R?C is OMe,
R4 is u and R%® is H;
a compound of Formula (70) wherein R is F, R3 is -N(c-
Pr) (CH2CH2CN) , R%2 is c1, R*P is B, R%*C is Me, R%d

35 is H and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -NHCH
(n-Pr) (CHyOMe) , R42 jig Me, R4P ig H, RC is oMe,
rR*? is H and rR%® is H;
40
a compound of Formula (70) wherein R is F, R3 is -NHCH
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(n- Pr)(CI-l[err]OVE)

Rlerr] is H a corrpound of Forrrula (£0)whereir—R+sF Rerr]

R[R[e%'l]t??gg lﬁlsgve and

NHCH(Et ) [err],
Rlerr] is H
NHCH(Et)[err],

R%“ﬁﬂ?f% is Br, Rerr]

e rorest = R iﬂNﬂH&i

Rlerr] is Br, Rerr]
H and R err] is H;

[err], Rerr] is Br, Rerr] is H Rerr] is O, Rerr]
H, 15 a conpound of FDTFINI(&HQ?E?) wmé‘raelm Rl;sR"ib iR & rkiFsis Meerr],

is Br, Rerr] is H, ﬁciarrs]H|§%e@[5e is Hand Rerr
corrpound of Formnula (70) Wnergln Ris R[err] is - NCEt)[err],

Me, Rlerr] is Hy Biesdin
Formul a (70) wher el i
I-? R err] |s er

Rlerr] is

f‘

Formul a (70) wher ei oM@ |381dFR rl'},
Rlerr] is H Rerr] is Ow, Rerr] i
conpound of For Aufergaoyd wicFermiz |

Rlerr] is H R err] NHCHIEt)B] ert?} is Hy, arfl

i o rdvo')s gt 8

a’n%l}h[& %’
|s- NHCH(Et)[err]
s 30 Owve and

Rda js d, Rerr] is H Rerr] is M, R[err] i

IS

1S

S Hand

10

a corrpound of Forrrula (70) wherein Ris F, Rerr] is -

is Hand Rerr] is

]

il

Rl err]

is H 20 a
Rerr] is .

R[err]

err]

IS

GO, w F%éﬂ!} R 9-8- FEeR JisRerr]

Rem,] r s G a

ré8npe

a corrpound of
48[ err] is d,

ound of
G ’

is H a

is d,
und of

Formul a (70)pwher ei rie ] is - [err err] is d, err] is H,
Rl err] |g Cllo R[err]rh:%sdclfil andBLR[e%r]r] : I. R ] R ]

wherein Ris F,
is H Rerr] is

15

20

25

30

35

40

&

r*d is H and RY®
compound of Formula

R4d rie

is H and

is H 40 a compound of For mul a (70)

is H;

(70) wherein R is F, R3 is -
NHCH (CH20Me) 2, R%2 ig Br, R is H, R%*C is OMe,

is H;

compound of Formula (70) wherein R is F, R3 is -
N(Bt)2, R*2 is Me, R*P is H, R*C is c1, R is ®

and R2® is H;

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

N(Et)2, R*2 is c1,
OMe and R*® is H;

compound of Formula
NHCH (Et) 2, R%? isg

OMe and R4e'is H;

compound of Formula
N(CHCHz0Me) 2, g%

compoun& of Formula
NHCH (CH0Me) 2, rZ

4b

R is H, R4c is OMe

[

R

4d is

(70) wherein R is F, R3 is -
c1, rR?P is H, R%C is oMe, R%? isg

(70) wherein R is F, R3 is -
a ig c1, rR*P is u, R4S is c1, R4
is H and R*® is H;

(70) wherein R is F, R3 is -
a ijs c1, rR2P is H, RS is 1,
is H and R%*® is H;

compound of Formula (70) wherein R is F, R3 is -
is C1,

N (Pr) (CH2CH2CN)

rR%2 iz c1, rR?? is H, R
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R4d

Stbdurd ot BoBRILHAN " Littked lWYe pRIgIrdsis O, Rlerr]

' N(CHaCH20Me)2, R4 ig Br, R?P is H, R%C is OMe,



- 233- Rlerr] is H and R[errl is H a compound of Formula (70) wherein R
is F, R[err] is - N(Bu)(Et), R[err]T§‘CI“R[1=:ff] is H Rerr] is d,

Rlerr]" H and R err] m of Formula (70) wherein R
is F, R[err"YoP%Gssﬁs[err] R[err”' "M’ﬂﬂﬂmwmgs H R er RCHESIMBAY o (] js
H and Rlerr] is H 10 a corrpound of Eortuls ) wherein Ris F, Rerr] is
- NHCH(Et)[err], RHerr] is d, Rerr] is H HRerr] isd, Rerr] is Hand
Rlerr] is H 15 a conmpound of Forrmula (70) wherein Ris F, Rerr] is -

NHCH(Et)[err] Riedd |id 1 Mae REerid gs H Rerr] is Me, Rerr] is H and
Rlerr] is H a conmpound of Fornmula (70) wherein Ris F, Rerr] is - 20

el T AR R
NHCH(Et)[err], R[etr t(?I‘(/le R[é'?r ig Er(§ ] dscCl %err}sls 25

H and R[ S omﬁdHof Forrrula (70) wherein Ris F, Rerr] is
-NEt[err], R[err] |s |ve Rlerr] is H Rerr] is Ow, Rerr] is Hand R err]
is H and 30aacomppmd dfoFormabal (at7(()7(})he\ﬂe&neiznlé?1isnl3 iBlerr] is - N(Pr)
(CH err] CH err] CircHIEY) IcHabRe Mer4R] £ Id) |§4bl,13[1_f:rrn]4m Q@ Rlerr] is H

and Rierr] is H deof Formul'a (70)° wh a.
- [erRE] l(]ﬁ[:arr] !gfdl\/els%[oggauﬂ eo,*ﬁ{g‘r’rf‘ |(s )ove erein R1s Rlerr] is

a compound of Formula (70) wherein R is F, R23 is -
NHCH(Et)2, R*2 ig c1, R is m, RY® is c1, R4 is
H and R?® is H;

15 a compound of Formula (70) wherein R is F, R3 is -
NHCH(Et)2, R*2 is Me, R*P is m, RC is Me, R%9 is
H and R?® is H;

a compound of Formula (70) wherein R is F, R3 is -
20 NHCH(Et)2, rR%*® is c1, R*® is B, R%C is Me, R is
H and R?® is H;

a compound of Formula (70) wherein R is ¥, R3 is -
NHCH(Et)2, R*® is Me, R?P is H, R?¥C is 1, R is
25 H and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -NEtjy,
R%® ig Me, R?P ie H, R%C is oMe, R4d is H and Rr%®
is H; and
30
a compound of Formula (70) wherein R is F, R3 ig -
N (Pr) (CHCH2CN) , R%42 jg Me, R2P is H, R is OMe,

849 ig H and R?® is H;

35 a compound of Formula (70) wherein R is €1, R3 ig -
N(Pr) (CHaCH20Me) , R%2 ig Me, R*P is H, RC is OMe,
r4d ig B and R%*® is H;
a compound of Formula (70) wherein R is Cl, R3 is -
40 N(Et) (CH2CH20Me), R4 ig Me, RP is H, R*C is oMe,
r*d i H and rR*® is H;

-234-




Rlerr] is Hand Rerr] is H a conpound of Fornula (70) wherein Ris d,

Rlerr] is - 40 ‘ [err] Rlerr] is M, Rerr] is H Rerr] is Ow,
Rlerr] is Hand Rerr] is H -234- —a—c—errpound of For mul re|n R
is O, Rerr]Wp3%38%8%rr], Rerr] is M, Rerr] is H Rerr Cr&éjg&(%\ﬂ

is Hand Rerr] is H a m“umﬂl“m Ia (70) V\,herern Ris d, R[err] is
- NMeEt, Rerr] is M, R iIs Ove, Rerr] is Hand R err]
is H, 10 a conpound of Fdr mil a*(70) vvhereln Ris d, Rerr] is - NWePr,
Rlerr] is M, Rerr] is H Rerr] is OVE R[err] i*s H and Rlerr] is H a

conmpound of Forrmula (70 erein err] | NMeBu,
R[(ranr)r] is M, IQ[(SPF“E& 4 th |§% éPr# ’r%qlta%a ﬁze’rr] isuH; a
conpound of Fornul a g eR, i B 3 MeerR[ " ixm BHR™S ftQMe, Rlerr] is
Me, Rlerr] is H R eff]isstQva RRFeua]H;s H 20 and Rlerr] is H a

conmpound of 5Forrru| a (70) wherein Ris O, Rerr] is cyclobutylam no, R err]
is Me, Rerr] is ddmpB{.lﬁﬂrt}fiEbzﬁ\ﬁa Rber rdhereill RNk RIer RB s H 25 a
conmpound of For mul aN&ZQ,\_ V\@m §416:IIS Iﬂe%[n]: if QMe[ ehn]i 15[}@”] is M,

Rlerr] is H Rerr] % e ‘i's M and err] 1s H a conpound of
Formul a (70) wherei APR Rs de err] is - [err], Rerr] is IVE Rlerr] is H,

Rlerr] ts Ove, Rerr] |SI\/Eand Rlerr] is H .
10 a compound of Formula (70) wherein R is €1, R3 is -

NMePr, R%2 is Me, R R is H, R%C is oMe, R4 is H
and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is -
15 MMeBu, R%2 ig Me, R?P is H, R%C is oMe, R is H
and R%® is H;

a compound of Formula (70) wherein R is €1, R3 is -NH-
2-butyl, r%2 is me, R?P is H, RAC is oMe, R is ®
20 and R%® is H;

a compound of Formula (70) wherein R is C1, R3 is
cyclobutylamino, R%2 is Me, R?P is H, RC is OMe,
R4 is H and R?® is H;
25
a compound of Formula (70) wherein R is €1, R3 is -
N (Pr) (CH2CH20Me) , R%2 is Me, R4 is H, R%*C is OMe,
r%d ig Me and R*® is H;
30 a compound of Formula (70) wherein R is €1, R3 is -
N(Et) (CH2CHz20Me) , r%2 js Me, R?P is H, R%C is OMe,

r%d ig Me and R%*® is H;
a compound of Formula (70) wherein R is Cl, R3 is -
35 N(Me) (CH2CHz0Me) , Rr%2 is Me, RP is H, R%C is oMe,
r%d ig Me and R4e is H;

a compound of Formula (70) wherein R is Cl, R3 is -
NMeEt, Rr%2 is Me, R4 is H, R%*C is OMe, r4d ig Me
40 and R4e is H;
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a conmpound of Forrmula (70) wherein Ris O, Rerr] is - 35. [err],
Rlerr] is M, Rerr] is H Rerr] is O, Rerr] is M and Rerr] is H a
conpound of Formula (70) wherein R is C, Rerr] is - NWwEt, Rgm“zj is M,

Rlerr] is HVOR8868 is Owke, err is Me 40 and R[ eF¢T yug 235-
a conmpound of Formul a (70) Rerr] is - NIVEPr Rlerr] is
Me, Rerr] is H Rerr] is lﬂl”mﬂ and Rlerr] is H 5 a conpound
of Formula (70) wherein Ris CI ef r]sis* - NMeBu, Rlerr] is M, Rerr] is

H Rerr] is Ow, Rerr] is I\/E and Rlerr] is H a corrpound of Formula (70)
wherein Ris d, err] 2-buty R{)rr is Me, Rerr] is
H Rlerr] is20fem® R%[“@ﬁir‘]’f %owlénd7 e‘f’lﬁﬁrqlélﬁ 1& € i of Fornul a (70)
wherein Ris d, NePr] R che IMehURYP aig 1D, Hfif’elis]oms,l\tle‘4 RleeMe] is H,
Rlerr] is Ow, 15and rRieRerg] is ME and Rlerr] is H a conpound of Formula
(70) wherein Ris F, Rlerr] is - [err], Rerr] is M, Rerr] is H Rerr]

s Owe, err, IS oy dof ryoul a (70) wherein
Ris F, err 'SNM Srrf[ s (?gié&gﬁ%% gclf(uﬁ _IS Ove, Rerr]
is Hand Rlerr] i8 MSouRd of2 B Rul aip78ie rellﬁ’ Meis F, Rlerr]
is - [err], R[err}indsR MR[Eb'rr] is H Rerr] is O, Rerr] is Hand
Rlerr] is H a conpound of Formula (70) wherein Ris F, Rerr] is -

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

10 2-butyl, R%2 ig Me, R?P is H, RYC is oMe, R%Y is
Me and R%® is H;

a compound of Formula (70) wherein R is Cl, R3 is
cyclobutylamino, r%2 ig Me, R%P ig H, R%C is OMe,
15 R4 ig ME and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
N(Pr) (CH2CH20Me) , R%2 ig Me, R%P is H, RYC is OMe,

20 R4d is H and R4e is H;

a compound of Formula {(70) wherein R is F, R3 is -
N(Et) (CH2CH20Me) , R%3 js Me, R ig H, RYC is OMe,
rR¥d is H and R%® is H; '

25 a compound of Formula (70) wherein R is F, R3 is -
N(Me) (CH2CH20Me), R%2 ig Me, R*P is n, RC is OMe,
R4d ig H and R?® is H;

a compound of Formula (70) wherein R is F, R3 is -
30 NMeEt, R%2 ig Me, R?P is H, R%C is oMe, R%? is H
and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMePr, R%2 ig Me, R*P is H, RYC is oMe, R*d is H
35 and r%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMeBu, R%2 ig Me, R%P is H, R%C is oMe, R*? is H
_ and R%® is H;
40
a compound of Formula (70) wherein R is F, R3 is -NH-2-
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30 NMekEt, Rlerr] is M, Rerr] is H Rerr] is Ow, Rerr] is H and
Rlerr] is H a corrpoundeif—Fer—ma—l—&—(——?—Q}—%erein Ris F, Rerr] is - NWePr,

Rlerr] is M, err Rlerr] is H 35 err]
is H a compol¥ 9963 qﬁor m:hlmﬁmmgygﬁw? is F, Rerr] is ?CWM{@{Q[ err]
Is Me, Rlerr] is H Rerr S Hand Rlerr] is H 40 a
conpound of Fornmula (70) wherein Ris F, Rerr] is -NH2- -236- butyl ,
Rlerr] is M, Rerr] is H, R;err] is Owe, R[er4] is H and I§[err] is H a
compound of For nul a Rel ,whdtels MR, P, iR er H%S 1s50Me, RYY is 1

cyclobutylam no, R eidd r#® Me.gRlerr] is H Rerr] is orve Rlerr] is H and
Rlerr] is H a corrpound of Fornmula (70) wherein Ris F, Rerr] is - [err],

err] is M, rr er |S|\/Eand err
:?[s H;]a conmpoun (%AHPO prisg‘izﬁeﬁgkwﬁgelﬁﬁ eRer l{j err] S[[err}
is Me, Rlerr] is H, R erip Yo N aH&l’Q{e‘Fr‘]sllssFPISa
conpound of Forrrulali”’f’O)lsvaeaedqu'-? lis B; Rlerr] is - [err], Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is M and Rerr] is H 20 a conpound of
Formul a (70) whgr&dnipduinids of, F&EmiTd (i79) - whbddin RRhierr] % ide- Rlerr] is H,
Rlerr] is Owe, R[errld;]yrq (@ﬁzgﬁfbﬁ)erlhhal §Sl-healgrbn’@gu§d }gfc grgﬁé'a (70)
wher ei n R|§0F Rl err isMeandR4elsH,

a compound of Formula (70) wherein R is F, R3 is -
N(Et) (CH2CH20Me) , R4 ig Me, R%P is u, R%C is oMme,

s rR¥d is Me and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
N({Me) (CH2CH20Me) , R%2 js Me, R?P is H, R%C is OMe,
R4d rée

is Me and is H;

20 a compound of Formula (70) wherein R is F, R3 is -
- NMeEt, R%42 js Me, R*P is H, RYC is oMe, R*9 is Me
and R%® ig H;

a compound of Formula (70) wherein R is F, R3 ig -
25 NMePr, %2 ig Me, R*P is m, RS is oMe, R%*Y is Me
and R%® is H;

a compound of Formula (70) wherein R is F, R3 is -
NMeBu, R%3 ig Me, R*P is H, R%C is oMe, R is Me
30 and R%® is H;

a compound of Formula (70) wherein R is F, R3 is ~-NH-2-
butyl, r%2 is Me, R?P is H, RYC is oMe, R4 ig Me
and R?® is H;
35
' a compound of Formula (70) wherein R is F, R3 is
cyclobutylamino, r%2 ig Me, R*® is n, R%C is OMe,
rR4d is Me and R*® is H;

40 a compound of Formula (70) wherein R is Me, RI is -
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25 NMvePr, Rierr] is M, HRerr] is H Rerr] is, O, Rerr] is M and
Rlerr] is H a conmpound of Forml-a-76)-wherein-R+is F, Rerr] is - NVeBu,

Rlerr] is I\/E err] is H Rerr] Me 30 and R[err]
is H a co ?9? For rrula (70) "‘A‘ml%l“ﬁlg"“"l err] i SCTASPWUISH 1t y| |
Rierr] is NE, IS wrs] ks Me and Rlerr] is H 35
a conpound of Forrml a (70) V\/nerel n Ris F, Rerr] is cyclobutylam no,
Rlerr] is M, Rerr] is H Rerr] is Ow, Rerr] isl\/Eand Rlerr] is H 40
a conpound of Formba)«d@cweql ngRai $4 R{4r %%7 [err],
Rlerr] is M, R[ethsﬁl %34 |sOVE err]ls Hand errej’lsH a
conpound of Forrm (‘/6) vﬁé n Iks ¥ Me, Rlerr] |s - [err],

err] is M, , e d err] is H a
(?E)rrpoLnd of I‘—E‘or%['rﬁ(ﬁj1 L;Z %% |1r?] Iﬁsiéoﬁﬁé” %&J‘ gel a:"nr:'rﬁR[ R[]err] is Me,
Rlerr] is>H Rerf RperiMg. iR Hlanﬂl RET ris iOMert;, a
conpound of Fornmu d(iQ)Hv&mtenr? RsiH; Me, Rlerr] is - NMeEt, Rerr] is M,
Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is H 15acorrpound of
Formul a (70) aveemponn® of RMxmuacK(7D)i sherddvbRr isRMeyrgdiss M, Rlerr] is H,
Rlerr] is Owve, R snme)(cHjtmiomeX errR is N, 33b gchn’ngmdiso MF ormula (70)
wherein Rgis M, g@ar Lf—[arid R4® is m;

a compound of Formula (70) wherein R is Me, R3 is -
NMeEt, R4® is Me, R?P is H, R%C is oMe, R is n
and R*® is H;

15
a compound of Formula (70) wherein R is Me, R3 is -
NMePr, R%2 js Me, RP is H, RAC is oMe, R%4Q is H
and R%® is H;

20 a compound of Formula (70) wherein R is Me, R3 is -
NMeBu, R%® ig Me, R?P is H, R%C is oMe, R4 is H
and R?*® is H;

25 a compound of Formula (70) wherein R is Me, R3 is -NH-
2-butyl, r%2 ig Me, R?P is H, R%C is ome, R%9 is H
and R*® is H;

a compound of Formula (70) wherein R is Me, R3 is
30 cyclobutylamino, r*2 ig me, R is H, RYC is oMe,

R4d is H and rie ;g H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Pr) (CH2CH20Me) , R%2 is Me, R%P is H, REC is OMe,
35 R%*d is Me and R*® is H;

a compound of Formula (70) wherein R is Me, R3 is -
N(Et) (CH2CH20Me), R%2 is Me, R?P is H, R%C is OMe,
40 r%d jg Me and R%® is H;

a compound of Formula (70) wherein R is Me, R3 is -
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NMeBu, R[err]

is M, Rlerr] is H Rerr] is O, Rerr] is Hand Rerr] is

H, 25 a conpound of Formula (70) whereim Ris Me, Rlerr] is -NH

Eg)rer{)gtnldsof IYG}%P"&L (7

, Rlerr] is 30

2-butyl,

m%@gi , Rlerr] is H and 9l/of.s§4 H a
cycl obutyl am no, Rferr] wwj# s H Rerr] is OW, Rerr] is H and

Rlerr] is H a conpound of Forrrula (70) V\/nereln Ris Me, Rerr]
R[er;N] is H, err] is Owe, Rlerr] is Me and R err]

Rlerr] is M,

Is H a compound o

is - [err],

(Mg macrqmema#é. nsme,sm%e iy G 9s-ofterr], Rerr]

is Mg, Rlerr] is Hr¥ @pl hei snd¥ée Reegt] is Me and Rlerr] is H 40 a
compound of Formula (70) wherein Ris ME, Rerr] is - -238- [err],

Conpound ofs For e aoriza, bt ﬁﬁ“ﬂape'm’ VSt E A el RanquLe”N]EE'ts Rt err]
u
N 3 is H, eﬁ&m errT ﬂ% éﬁdmﬁ'e ] *8 ¥£ a conpound

Is Me, Rlerr]

of Fornula (70) V\hé’t"él %%We R[err] Is - NWePr, Rerr] is M, Rerr] is
H Rerr] is Ow, Rerr] is M 10 and R[err] is H a conpound of

Formul a (70) vﬂqecrcmmm& of MEoruR{layr r([70) swhenhinBR, 1R[m,r]R3| issMe, Rlerr] is H,
Rlerr] is Ove, R emMerrs ht2ansl MY, erfP is #) RES agcomowdd 9f gornul a (70)
wherein R ¢ Me, R gy kaes;z Nt

15

20

25

30

35

a compound of Formula (70) wherein R is Me, R3 is -
NMeBu, R%2 g Me, R®® is H, R%C is oMe, R%4d is Me
and R® is m;

a compound of Formula (70) wherein R is Me, R3 is -NH-
2-butyl, R%2 jg Me, R4P is u, RYC is oMe, R49 ig
Me and R%*® is H; and

a compound of Formula (70) wherein R is Me, R3 is
cyclobutylamino, Rr42 ig Me, R*P is H, RS is owe,
réd rie

is Me and is H.

5. A compound and isomers thereof, stereoisomeric
forms thereof, or mixtures of sterecisomeric forms
thereof, and pharmaceutically acceptable galt forms
thereof, wherein said compound is selected from: 7-
(diethylamino) -2,5-dimethyl-3-(2-methyl-4-
methoxyphenyl- [1,5-a] -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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2-butyl, Rerr] is M, Rerr] is H Rerr] is O, Rerr] is M and R err]
is H and 20 a conpound of Formuta—(7O)y—wherein Ris Me, Rerr] is

cycl obutyl am no, Rlerr] is M, rr] is O, Rerr] is M and
Rlerr] i s Hw®&93s86 conpound jl‘ﬂl Wﬂl@l‘i‘,{ﬂrﬂ " stereoi SRTRWSIMB o s
t hereof, or mxtures of stere ereof, and pharmaceutically
acceptabl e salt forns thereof, Wwherei n said conpound is selected from 7-
(di et hyl am no) - 2, 5- di et hyl - 3. (2- met hyl -

met hoxypheny| deprésalepy riezmiaahey,i dirdi tabbsn dbowel( lyndfome, post-

(3- CyanopropyE} P@nggyééggégjqi%cédgkneé$ﬁgaé?d&%a% %1s¥ﬁilmmune

di met hyl pheny al - pyr.azol opyr1 m_di ne ceut cal

conposi ti on cGH’BPF%Fﬂw‘f%' bR e chf-??a%‘f‘(rc'@ﬁts&SPénE%’??’t‘Erl and a 35
t her apeut i cal ldisebées] | amoramilanneafrosaconpiitiet deedlingndidordar,3, 4 and 5.

T qan Tt B0 qlut L8810 [l b2 Qié&ﬁ&'ﬁ itHBELGLY . ayriptms, depression,

headache, |rr|ta syn mat1 c stress dl sorder,

supr anucl ear PFRELFTREXEY, ed’s?ﬁﬁﬁeéssicﬁﬁ‘sh%'% r OF BeaBhuee! ated
gastrointesti Idalsediseeasésrt:a]mmepmbmemsostmm ahhanoﬂeﬁihr@cdn sorder, S

drug addicti 0%1&1%“%?&@:[{195‘ otrq.ﬂg yal %ggt oggesg_ | ammat ory di seases,

cardi ovascul ar, or heart-re | sease pr o ! ens, human

i munodefi ci eﬁ@}feFFF?JétYnflé?ﬂq Frd sﬁéﬁﬁir%' & 8¢, SRHARREY),
infertilitlp, Eradkendulperns) amyatrophicatatersl egderoéds, stroke, ul cers,

anyotrophi ¢ | 3f,208h yEEeheh 05 Sa dVERRUEY-CERE A XU athedtSBE Oghi d1 @ eat ment  of
whi ch can be effected or facilitated by antagonizing CRF,
including but not limited to disorders induced or
facilitated by CRF, in mammals comprising administering
15 to the mammal a therapeutically effective amount of a
compound of claims 1, 2, 3, 4 and 5.

20
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be effected or facilitated by antagonizing CRF, including but netdial i€t
to disorders induced or facilitated by CRF, in mammal s conprigsing
adm nisteripg 15 to the manmmal a therapeutically effective {Ehibgs
conpound of Fcl PEELL, 2, 3, wokLmmrhrBcrUROPROMHY ORGANIZATION
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