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PCT/ US99/ 25234 *166166* Th&—t—-l%I—G—GOﬁ”pﬁm‘Td_V\aS prepared according to the
met hod of Exanple 128 substi hyI cycl opent anol I nof

2-i ndanol_(yiel d: 230 g, 86%’“’" \Mmﬁm\@@ C 'H NVR (3002:\2&'“%%0 d6) S
0.75 (d, J=7widzo 37I1-b .60 ( 2.10 (mPCI/LH)‘9/2=23421 (m
1H. 2.40 (m 1 : 323(s 3H)*166‘56‘37(q J? , 1 H. 7.12 (t, J=9 5
Hz, 2H), 7.21 (m 2H) 7.47 (d, J=9 Hz. 2H), 7. 86 (d. J=9 Hz, 2H), 8.11 (s,
1H. M5 (APCI+) mz 427 (MtH - and (APCI-) mz 461 (M+Cl)-. Anal. calc.
for C 31-1,;FN O S. C, 64.77; H, 5.43; N, 6.56. Found: C, 64.71; H, 5.34:
N, 6.28. Exanpl erh¢dde ¢8ipound was prepared according to the method of Example 128

2-(2- Adarrant 4-fl uorophenyl ) -S-14- (et hvl sul forlvl ) phenvl -pvrid
azi none giutmtlr@(?c@ﬁ%bﬂewdom@ncﬁﬁ@bla? ZRdyodngdi o &qgg!’ﬁ%t%éi? Exanpl e

128 substid-ut t I I I

25% . np 195*?99“%4%@4@@%?%6}%2&?'%&%% Bsﬁgqgsg(m QMEQ@H %Q (m 2H),
1.94 (m 6I—210Qn35i),(ml@wl-l)lH) B4, (1 8y, 332105, 3H). 837 ()= 7.LH)Z,1W) 112 (1t 1=93=9 Hz.
2H), 7.22 (m 7 (d 2 8.11 (s.
1 H. A5 (AIFBOZH)) 7n¥1z(“2172b18(7|\7’n7|@| J=9 %dﬁ% ,&Fgél(g ﬁ? ‘?‘é% I%n(HZ‘”) z 513
(MC ) ) 6 &116c7a11&> H$NZ@SN 5. 79.
Found. G, 60 o Ty e P Iaﬁdﬁ‘f“’é@;&pﬁim o

3- Met hyl cycCoEett Y §.43-N,4-36. Fonwh§e b4 1; H.SSIF-NTétzﬁyI sul fonyl henvl -3 2H -
Pvri dazinone The title conpound was prepared according to the nmethod of
Exanpl e 128 substituting 3-nethyl cycl opent anol in place of 2-indanol
(yield: 155 g, 73% . np 169-171 C. M 300 MHz, DMSO-d6) S 1.05 (dd,
2:1, 31-1), 124(m 1H) 5 2.2§ m211)
3.23 (18, 3H)2- \ -1 T Dl sydazipon

J=9 Hz. S (APCI -)
= e, (11 +H) Th%qxug%mé%ﬁ\d'% mp?e'ﬁgrﬁ%gcc%?d l_ééﬁﬁ?h@met%oé-of@xdﬁ')ale s (APO)
for C, ,H,, F\b&iGiitk 25ddrhatlanolGn plade (2 m&hnoﬁ (giold: Rp £.82540. I IRt97CC. 8. 27: H,

>- 02 N6 Iﬁ?AR (1308 MHz, DMSO-d,) § 1.60 (m. 2H), 1.77 (m. 2H). 1.94 (m, 6H), 2.35 (m, 4H),
3.23 (s. 3H), 4.83 (m, 1H), 7.11 (4, J=9 Hz. 2H), 7.22 (m, 2H). 7.47 (d, J=9 Hz, 2H), 7.87

15 (d. J=9 Hz, 2H), 8.11 (s. 1H). MS (APCI+) m/z 479 (M+H)" and (APCI-) m/z 478 (M-H)-
, m/z 513 (M+Cly. Anal. calc. for C,,H.,FN,0,8.0.25 H,0: C, 67.13: H, 5.73. N, 5.79.

Found: C, 67.06; H, 5.76. N, 5.06.

m

Example 133
20 gﬁ-MethvlcvclonentvII-4-(4-ﬂuorophenvl)—S-I4-(methvlsult‘onvl)ohenvII-B('_’H)-

pvridazinone
The title compound was prepared according to the method of Example 128

substituting 3-methylcyclopentanol in place of 2-indanol (yield: 155 g, 73%). mp 169-171
°C. 'H NMR (300 MHz, DMSO-d,) & 1.05 (dd. 2:1, 3H), 1.24 (m, 1H). 1.63 (m. 1H). 2.00
25 (m. 3H). 2.22 (m, 2H). 3.23 (s, 3H). 5.43 (m, 1H). 7.1 (1. J=9 Hz, 2H), 7.21 (m. 2H), 7.46
(d. J=9 Hz. 2H). 7.86 (d. J=9 Hz. 2H). 8.12 (two s, 2:1. 1H). MS (APCl-) nv/z 27 (M+HY)’
and (APCI-) m/z 426 (M-H)-, m/z 461 (M+Cl). Anal. calc. for C,,H.,FN,0.S.0.25 H,0:
C.64.09; H. 5.49: N.6.49 Found: C. 64.27: H. 5.62: N, 6.46.

*ACTION*
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00/ 24719 PCT/ US99/ 25234 Exanpl e 134

2- (1- Met hyl cycl opentyl)-4-(4-fluorophenyl)-5-[4-(nethyl sul I 1-3(2
H) - pyridazi none A sol ution of QO-?)MN’P?MQ

4- (4-f

| uor ophenyl) - 5-[ 4- (net hyl sul f onyl ) phenyl ] -3(2H) - pyri i 230 (206
my. 0.6 mmlﬁ"?“é? Ibhred according to the method of Exanpl eqﬁ/&??%e% hyl - |
- cycl opentanol (60 ng, 0.6 mml), DVAP (18 ng. 0.12 mmol) and Ph3P (262
ng, I mmol) in toluene (30 nm.) in ethyl acetate (5 nL) was prepared and
added dropwise to a solution of DIAD (0.2 nL, I mmol) in 10 nL of tol uene.

The m xture was stirred at room tenperatyre for 6 hours and then
concentrated in vacuo. The residue Méﬂégronat ographed (silica gel, 19:1

CH2Ql 2- et hyl ageha®icdPopRrhiOMidR. B rofhe ¥ ))-BI[OgM ey Is(IEHIhBRBnRALBETHW t h
reduced DI AD) . second col'umm chronat ogr aphy exanes-ethyl acetate 1:1)
furnished the title product, (yiel dpydezingnre19% . np 107-110 C. 'H NMWR
(DVBO d6, 300 M4z), 8 1. 3 .0 Th  Baradnd M
21-1), 3.22 (s, A%I%“P“???‘éﬁ'?%“.""g&"é‘yhﬁ & ,hy‘#.%“-‘(%?ﬁ%’}’(ﬁﬁ(‘g‘%g’%@gﬁ:9 He,

2H) . 75 86 (206 Mg 9.6 modHrepBedcdRinSio the tipthod/ ExdR@ler) 1. ifmetid1- (M-H) - and
(APCI-) mz 426 (M

-, mz 461 (MCl)' . Exaqu e 135 11:;} 4D fl uorophenvl |
4- ( 4-f | uor eygopdnteol (68 ey 0)o-empla-1 ek \}ﬁw-f)dnwy‘f}hmhn- Se3 e !
pvridazi none. , 20 I - SN r Wwidels & Of
met hyl tri pﬁ'énr}())/l bmtg@éﬁ%@ﬁl?u r#ﬁ??%v%ecg%%f%d , *%%n%fegd agﬁgddgg@édggum
t - but oxi de sbfifidn SODIAD DL, it Mndd)) L1 0ohL SFBlwas. Thf inited wWaestirdd ahioeot es 25

under N, and then cooled to roomterr'{?er ture. STErong- 2\-Nfsluorobenzal dehyde
(1 02 g, 5 ewpayrefasd beenddher (oReeBEHI'R VHYOni 28 P a8 ref | uxed for 2

hours (unt iéhr&nt;ﬂ?ogu'p@ed aheued) § 8¢ i garRpanadiae) 10praliargoimgopiraaiyde) . The
reaction as concentrated i n vacuo
(contaminated with reduced DIAD). A second column chromatography (hexanes-ethyl
acetate 1:1) furnished the title product, (vield' 50 mg. 19%). mp 107-110 °C. 'HNMR
(DMSO-d,. 300 MHz)  1.55 (s. 3H), 1.70 (m, 4H). 2.08 (m. 2H), 2.32 (m, 2H), 3.22 (s,
3H), 7.10 (t. J=9 Hz, 2H), 7.20 (m, 2H), 7.43 (d, J=9 Hz, 2H). 7.86 (d. J=9 Hz, 2H). 8.03

15 (s, 1H). MS (APCI+) m/z 427 (M+H)" and (APCI-) m/z 426 (M-H)-, m/z 461 (M+CI)".

Example 135
2-(3.4-Difl uoronhenvl)-4-(4-ﬂuor0-3-vinvlDhenvl)—S-[4-(mcthvlsulfonvl)phenvH-3(2H )-

pyridazinone.

Exampel 135A

S-Bromo-2-flugrostyrene.

A mixture of methyltriphenylphosphonium bromide (2.14 g, 6 mmol) and
potassium t-butoxide (672 mg. 6 mmol) in 50 mL of THF was refluxed for 30 minutes
25 under N, and then cooled to room temperature. 5-Bromo-2-fluorobenzaldehyde (102 g, 5
mmol) was added and the resulting mixture was refluxed for 2 hours (until the TLC
showed the disappearance of starting aldehyde). The reaction was concentrated 1n vacuo
and partitioned between water and ethyl acetate. The acetate laver was washed with water

and brine. The solution was dried over MgSO, and concentrated in vacuo. The residue
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and partitioned between water and ethyl acetate. The acetate |ayer was
washed with water and brine. The solution was dried over MgSO4 and
concentrated in vacuo. The residue 164 2 7 MAY 2003 WO 0&/7@?9( 2003

PCT! US99/ 25234 was purified by chromatography (silica g&l. i1

hexanes- di etoé) et her) to provide 900 ng (90% of 5-bromypsZfdobiasnast yrene.
Exanpl e 1358050034 (% 4-Di f | uor ophenvl) - 4- (4-f1 uoro- 3-vi nvl phenvl) - 5-[ 4- (

met hvl t hi o) phenvl | -3(2H)- pyridazi none. The bronp-styrene conpound.

Exanmpl e 135A, in 10 nL of THE was added dropwi se to a heated m xture of
magnesi um turnings (120 ng. 5 mmol) and a few drops of 1, 2-dibronpet hane

ot luxea P Pedsdond iy CR o 0o B el LB ) S0 O

Gignard g S bs,@,lngmmryg@}se&ool ed to -78 C and added. dropwi se, to a
solution of 2-(3.4

di f1 uor ophenyl) - 4- met hoxy- 5-[ 4- (et hyl t hi o) phenyl ] -3(2H) - pyri dazi none (540
ng, 1.5 mol) in THE (20 nl). TheLeactiQ@p mMxture was allowed to warmto
roomtenperature for 12 hours Afi?[‘Fr%aTTfS‘ a saturat ed sol ution of NHACI
was agded ang (3 h®ifliotbphe inaiphemi1) ¢ enall-8(AH- provi de
320 ng of crude sulfide. Exarrpl e 135C (3 -1 D|f| uorophenyl) 4
(4-fluoro-3-vinvl phenvl)-5-(4-(net Bﬂ%ﬂ%ﬁavl ) phenvl | -3(2H) - pyridazi none.
20 The sul fideg | i 1@—,{,ﬂgbf2nm20,amd)de@nd at 0 C
was treated wth%@%&%ﬁmp\mﬁd @%Cge\fl@% . After 1.5 hours, 10%
NaHCCB wasiropsdstad adiealed mexturiof magneemtaww (\N-QW :GHnoel) and pévedopeeft  was

concentr at.ed n va resi due ur| silica
ol e ahiatngs POt OGS s ey R FE e FARGTRhORLRRPNE DT 22
ng. 349 . reﬂi’:x%r(lmqm mnﬁ&@ aMl"Zdol&!‘lB r&ﬁn(ﬁnpemrﬂ 2he 6:1g}ﬁrc(x§ageﬂt:12 Hz,
1H), 5.65 (d, J=18 1H), dd. J=12 Hz and 18 7.15 (m
21-1). 7. 5¢IU(lmp WEHSvoolE?l t@o78(°rﬁ ar@H)d edg dpogWiss, 10ja gjutiopef ?zﬁs@ +) mz 483 (MHH)'

and (APCI- g o A0 GO U Ay ) e 95 B A X S0 1 O C

mmol) in THF (20 mL). The reaction mixture was allowed to warm Lo room temperature
for 12 hours. Afterwards, a saturated solution of NH,CI was added and the mixture was

15 extracted with ethyl acetate to provide 320 mg of crude sulfide.

Example 135C
211,4-Diﬂuorgghenvl)—4-(&ﬂuoro-3-vinvlphenvl)—i-M-{methvlsulfonvl)phenvl]—3(2HL

20 The sulfide. Example 135B. was dissolved in CH,Cl, (20 mL) and at 0 °C was

treated with 30% CH;CO,H in CH,CO,H (0.5 mL). After 1.5 hours, 10% NaHCO, was
added and the mixture extracted with CH,Cl,. The extract was concentrated in vacuo and
the residue purified by chromatography (silica gel. 1:1 hexanes-ethyl acetate) to provide
the title compound (yield: 270 mg. 37%). 'H NMR (DMSO-d.. 300 MHz) § 3.22 (s. 3H).

25 5.37 (d. J=12 Hz. 1H), 5.65 (d, J=18 Hz, 1H). 6.77 (dd. J=12 Hz and 18 Hz, IH), 7.15 (m.
2H). 7.57 (m, SH). 7.90 (m. 3H). 8.28 (s. 1H). MS (APCl+) m/z 483 (M+H)" and (APCI-)
m/z 517 (M+CIY Anal. calc. for C..H,,F;N.0,5.0.5 H.O: C. 61.09; H. 3.69: N. 5.69
Found: C. 61.04: H. 3.71; N, 5.54

165



Found: C. 61.04:1-1. 3.71; N, 5.34 165 2 7 MAY 2003 WO 00/ 24719

PCT/ US99/ 25234 Exanpl e 136 2- (3

4-Di f | uor ophenvl ) - 4- (6- et hyl - 3- hept enyl ) - 5- { 4- (et hyl sul oRyMANMSNT - 3(2H
)- pyridazinone A Gignard, prepared as described in Exanple 135 .

substi t uti ngwdo0247p5 onmoet hyl ) 5 1, 3-di oxane (586 ng, 3 nmMDIPCTIUSIPISAEe of
5-brono-2-fl uorostyrene, was added to a solution of

2-(3.4-difluorophenvl) -4-net hoxy-5-[4-(met hyl t hi o) phenyl ] - 3(2H) -

pyri dazinone (720 ng, 2 mmol) in THE (30 nL.) at -78 C. The m xture was |eft
at room tenperature for 14 hours, quenched with a saturated sol ution of

NH, C1 and extracted with ethyl acegaingit e3@btain 900 ng of crude sulfide.
10 The internediate sulfl de product vvas |ssol ved in CH, CI3 (10 m_) and
treated at 02-(XA-hiflkoreRtmslnd : fmethre ghey

hour. The m xture was concentrat ed erhaéﬁi(dg? and the resi due was
partitioned between saturated NaH hyl acetate. The acetate |aver

was dried over aangreﬁ@rraeemdsamd inl Pxangde 63 % cxubspinmiﬂgdb("%ﬁ)mmghxﬁ- crude
sul fonyl derivative. 15 The sul fonyl corrpouqd prﬁpared agfdﬁﬁ

di ssol¥ved ilg- @@’éﬁnéﬁﬁ(’(%@ 3nﬂl¥‘°9h‘dpla$“rqgétbé@“9\n~f¢+‘°2°s TERS YRR oa The
resulting kol & 2% &ﬁhh%éﬁ% [)Q;rmaﬁo;}osl;@(rﬁaﬁlyuma% hiRgeg in vacuo. The
resi due was ex d W t acetat’e to provide 90

2-(3,4-dif |pyﬁdﬂphﬁﬂw7p-ntﬂg Qanfnoll) inyTI8F WIn):L)Eat[B‘(GTeThwhrs(mw dﬂyﬂeflph@ﬁyll] 3(2H)

- pyridazi none con am nat ed rting
di oxane 20 ‘¢8R %ﬁc Qfel)4 oﬂrﬁwﬁ’ﬂ“ﬁ}?eg Vo 4 BHEHIA ﬁoﬁ\cfuﬁﬁé)iqugﬁgsp egr?]rlgcgm ltrﬂgm de
(414 ng, | %ta?m ob&%mgmém&%mﬁtde (112 ng, | mol) in toluene (25
m.) was reflux mnutes and then cooled to roomtenperature. The
crude 1@l dehyde thxrmid'edmarsdlftdherqwt%twélsﬁsd‘éﬁd ip&H:Gld 0 mby andptrazisd@s? The
reaction mxture.,.) t hen trated in
vacuo. The re¥f WYMEI'% sol &?ng nCQW @Z@ﬁ %@pgﬁdw&@%gﬁgﬁth

wat er. 10% @héechirfed@ii VcudirdtBe redidiedaspaaitiokbRiivearsdiucaed Batl€@t&d i n vacuo.

Purification
ethyl acetate. The acetate layer was dried over MgSO, and concentrated in vacuo to

provide 950 mg of crude sulfonyl derivative.

15 The sulfonyl compound, prepared above, was dissolved in acetone (50 mL) and
treated with 2 N HC] (10 mL). The resulting mixture was refluxed for 16 hours and
concentrated in vacuo. The residue was extracted with ethyl acetate to provide 900 mg of
2-(3,4-diﬂuorophenyl)-4-(2-formylethyl)-5-[4-(methylsulfonyl)phenyl]-3(21—1)-
pyridazinone (crude aldehyde, contaminated with some unreacted starting dioxane

20 derivative).

A mixre of isoamyltriphenylphosphonium bromide (414 mg, 1 mmol) and
potassium t-butoxide (112 mg, 1 mmol) in toluene (25 mL) was refluxed for 30 minutes
and then cooled to room temperature. The crude aldehyde was added and the mixture was
refluxed for 14 hours. The reaction mixture was then cooled to room temperature and

concentrated in vacuo. The residue was dissolved in ethy! acetate and was washed with

19
N

water. 10% citric acid, brine. dried over MgSQ, and concentrated in vacuo. Purification

by column chromatography (silica gel, 1.1 hexanes-cthyl acetate) provided the title
compound as an oil (vield: 120 mg. 13%) 'H NMR (300 MHz. DMSO0-d,) 6 0.74 (d. }J=7
Hz. 6H). 1.44 (m. 1H), 1.70 (t. J=7 Hz. 2H). 2.22 (m. 2H). 2.54 (m. 2H): 3.30 (s. 3H). 5.29
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by col um chromatography (silica gel, 1.1 hexanes-ethyl acetate) provided
the title conmpound as an oil (yield: 120 ng. 130,10 'H NMR (300 IVHz.
DMSO-d6) 6 0.74 (d. J=7 Hz. 6H). 1.44 (m 1H), 1.70 (t. ﬁm ?99; 2.22
(m 2H). 2.54 (in. 2H): 3.30 (s. 3H). 5.29 166 Q 7 MNAY 2063 19
PCTI US99125284 o044t 2H), 7.51 (m | H, 7.63 (m | H), 7.78ctaisooksBiHz,
2H), 7.82 (m | H), 802 (s, I H, 810 (d, J=9 Hz, 2H). M5 (APCl+) Mz
473 (MrH)' and (APCI-) mz 471 (MH-, mz 507 (MC) Anal. calc. for
C,5H,6F, N, 03S: C 63.54; H 5.54; N 5.92. Found: C, 63.74; H 5.67; N
5.58. 5 Exanple 137 2-(3

4-Dif| uor ophemyl 1.5 ik 3r10ve s0Rh.QpY) 7 se@e piRaiokh 57 ik Teb S| flanglippheny! |
- 3(2H)-pvridazinone The title conpound g B)ared according to the

net hod of @xdrhHie ZﬂQGM_% Psﬁﬂjt)tmfcz&ﬂﬁ ﬂg‘*b*ycqné;ﬁﬁ 1Yz PR Hin 8% Hni um
b d b 5
1905 o 198G Ret RO (bR CPERER **P%)““N el e

2H), 2.34 §67,H.58.2.65 (in, 2H), 3.32 (s,. 3H), 5.64 (m IH, 752(m
1H), 7.63 (tn. 1H), 7.73 (d, J=9 Hz. 2H), 7.81 (m 11.1), 8.02 (s. 1H),
8.10 (d, J=9 Hz, 2H). MB (APCl+) miz 443 (M+H)‘ and (APCl-) miz 441 (MH)-
15 mz 477 (NI+Cl)-. Anal. calc. fofGpaHAF. N,03S.0.5 H O C, 61.18; H,
4.68; N, 6.20. Found C, 61.48; H=4.80—N, 6.02. Exanple 138 2-(3

4-Di f | uor ophg 5 g bt (methylgut farxdiphemdhy | | - 3( 2H)

g h : Eneprd l
- 20 pvri dazi none The title corrpgygd an . .0|I was prepared according to

the nmet hod of Exanple 136 substit I tri phenyl phosphoni um brom de

in place of 'S?Wthéidn%ﬁﬁ&’xkd%fb@egﬁﬂaﬁtwﬂxbéQfﬂwdme(h}bdefﬂmnﬂé)lm 74%. 'H
NVR (300 MHz, DMSO-d6) 8 0.75 7 Hz. 6H), 2.22 (m 3H), 2.54 (m 2H).

3.32 (05 3pgb5115m_n|_g c;(qﬁqprma{jmplz:gylphcggh({wm |brqq)1de n ;gg:e(o,fn 1 H. 7.72 (d, J=9
He, 71 B 0m{iBioHend DhosBhAfun Sromde @ reldB 53 thal #22%) F8p 128-129 °C. 'HNMR
(300 MHz, DMSO0-d,) 8 0.81 (m. 2H), 0.97 (m. 2H). 2.34 (m. 2H), 2.63 (m, 2H), 3.32 (s,
3H), 5.64 (m, 1H), 7.52 (m, 1H), 7.63 (m. 1H), 7.73 (d, J=0 Hz. 2H), 7.81 (m, 1H), 8.02 (s,
1H), 8.10 (d, J=9 Hz, 2H). MS (APCI+) m/z 443 (M+H)" and (APCI-) m/z 441 (M-H)-,
15 m/z477 (M+Cly. Anal. calc. for CpyHyFsN:0,8.0.5 H,0: C, 61.18; H, 4.68; N, 6.20.
Found: C, 61.48; H, 4.60; N, 6.02.

Example 138
2-(3.4-Difluorophenvl)-4-(5-methvl-3-hexeny])-5-[4-(methvisul fonvl)phenyl]-3(2H)-

20 pyridazinone

The title compound. an oil, was prepared according to the method of Example 136

substituting 1sobutyltriphenylphosphonium bromide in place of

isoamy ltriphenylphosphonium bromide (yield: 170 mg, 74%). 'H NMR (300 MHz,

DMSO0-d,) 5 0.75 (d. J=7 Hz, 6H), 2.22 (m. 3H), 2.54 (m, 2H). 3.32 (s, 3H). 5.12 (m, 2H).
25 7.52 (m. 1H), 7.60 (m. 1H). 7.72 (d, J=9 Hz. 2H). 7.80 (m, 1H). 8.02 (s. IH). 8.10 (d. J=9

Hz, 2H). MS (APCI+) mv/z 459 (M+H)™ and (APCI-) m/z 457 (M-H)-. m/z 493 (M~Cl).

Anal. cale. for C,,H,,F.N.0.S: C. 62.86; H. 5.27, N, 6.10. Found: C, 62.57: H, 5.3, N,

5.81.
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Hz, 2H). M5 (APCI+) mz 459 (MtH)- and (APClI-) nmlz 457 (MH)-. mz 493
(MCl)". Anal. calc. for C4H 1F, NO S: C 62.86; H 5.27, N, 6.10. Found:
C, 62.57; H 5.32; N, 5.81. 167 Q 7 MAY 2003 WO 00/ 2471 I?C“ 234
Exanpl e 139 2-(3 % A*?%G@

4-Di fl uorophenvl) - 4- (5- et hvl hexvl ) -5-f 4- (et hvl sul fonvl ) p ngmgth)

pyri dazi noné"Q'Wé?W‘ltle conpound, an oil, was prepared acco?g?/ng to the

met hod of Exanple 5 135B , substituting 5-methyl hexyl magnesi um brom de for
3-fluoro-4- vinyl phenyl magnesi um brom de, (yield: 28 ng, 10%. '"H NWMR (300
MHz, DMSO d6) S 0.77 (d, J=7 Hz, 6H), 0.88 (m | H), 1.03 (m 2H). 1.20 (m
| H, 1.46 (m 5H), 3.32 (s, 3H), 7.52 ({D9| H, 7.62 (m 1 H. 7.75 (d,
J=9 Hz. 2H), 7.82 (m 1 H), 8.02 (=X 11 (d. J=9 Hz 2H).IVIS

(APCI+) M Z 461 3(MstlorodAthviAP L hetl k05 (MhihylsiTtchy HRnd03(VRC ) -
Exanpl e 140

2- (3-Chl oro-1I-net hyI 2E- propenyl ) - M@Mophenvl) 5-f-(-(am nosul fonyl)y
henyl | - 3(2H) - [ 15 The title d t
the et hod of - Xl eomBands HEQ s PTREred SRt i oo e A8 BE Rt T T 0y 1 ©
2, 4-disf | Uormﬁrkmzmhrrﬁrstrelahgmw,lhel%gnéﬁumromaﬁ%r) nmraaz 154 C. ' H NMR (300
MHz, CDCI3) 8 4. 71 (dr. 8 (4 glIPSI(—)E 3FI) 4.8
(s 2H) 4vigglpbenymagnesipm bragyide 5yigh: %Qjm&JL(i/"jr-izHNi\lLB‘( 9 MEiz D Hz, 1
1. &dDm. 5 d. J=9
I-Iz 20 2&1?%77(@8 J]Z%ZH@B %@?(5171 g'(@qgl 2. 1%@{5&/155 B 7N, ))Z%é 434
(IVH—|) An@;l 3HRalse. (mf q)m) 7@2%{ mFMSG)IﬂS J=€H£5H§BG 82Him. $H94¥ 02Ns. 1916811 Found:
C. 54. 99 3. 83; 3-
en- |-v|)--@Jﬁﬁr:@@ofvﬁe@ﬁl“sl%wzzg%(‘ém iésﬁ‘rdr‘é’}?gﬁl Tr (PP 5? ?H)‘{9’25
pvrid |no +C'5he title conpound was prepared accor d| ng to the method of
Exanple

Example 140
2-(3-Chloro-1 -methyl-2E-propenyl)-+4-(4-fluoropheny)-5-[4-(aminosulfonyDphenyl}-

3(2H)-pvridazinone

15 The title compound was prepared according to the method of Example 124,
substituting 1,3-dichloro-1-butene in place of 2,4-difluorobenzy! bromide (yield: 55 mg.
30%). mp 152-154°C. 'H NMR (300 MHz, CDCly) 8 4.71 (dt. J=15 Hz, 7.5 Hz. 2H),
2.28 (d, J=1.5 Hz. 3H), 4.8 (s, 2H). 4.99 (d. J=1 Hz, 1H), 5.02 (d. J=1 Hz, 1H), 5.85 (1d,
J=4 Hz. 1 Hz, 1H), 6.98 (t, J=9 Hz, 2H), 7.19 (dd, J=9 Hz. 6 Hz. 2H), 7.28 (d. J=9 Hz,

20 2H), 7.86 (s, 1H). 7.87 (d, J=9 Hz. 2H). MS (DCI/NH,) m/z 434 (M+H)". Anal. calc. for
CyH,,CIFN,0,S: C, 55.36; H. 3.94; N, 9.68. Found: C. 54.99: H, 3.83; N.9.34.

Example 141
2.(2.3.3-Trifluoro-2-propen- L -y))-4-(4-flucrophenyl)-5-[4-(aminosulfonyphenyi]-3(2H)-

25 pvridazinone
The title compound was prepared according to the method of Example 124,

substituting 1-methylsufonyloxy-2.3,3-trifluoro-2-propene (mesylate), prepared in
Example 88, in place of 2.4-difluorobenzy | bromide (yield: 10 mg. 4%). mp 173-175 °C.
'"H NMR (300 MHz. CDC1,) § 4.39 (s, 2H). 5.09 (ddd. J=26 Hz. J=3 Hz, =1 Hz. 2H). 6.98
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substituting 1-nethvl sufonyl oxy-2.3,3-trifluoro-2-propene (nesylate),
prepared in Exanple 88, in place of 2.4-difluorobenz) |I bromde (yield: 10
ng, 4% . np 173-175 C. "H NWMR (300 MHz. CDC1,) S 4.39 (@, \ (ddd.
J=26 Hz. J=3 Flz, J=1 Hz. 2H). 6.98 168 Q 7 MAY 2003 V\Dzoz)lag%ylgoga

PCT/ US99/ 25084047t J=9 Hz, 2H), 7.19 (dd, J=9 Hz. J=6 Hz.PCTH)SP9/2E2¥9 (d,
J=9 Hz, 2H). 7.78 (s, | H), 7.78 (d, J=9 Hz, 2H). M5 (DCI/NH3) ml z 440
(MtH)', M5 (F, high res.) mz calc. for Cl9H14F4N303S: 440. 0692 ( M+H) -
Found: 440.0695 (MtH)-. (0.7 ppmerror). 5 Exanple 142 2-(1 1
2-Trifluoro-2;

propenvl) 11414941-15 I240r DPh@Iay 915z, [J46 HanaHn .00 (v HplaHv 778 &, 2H),-7.78 (d,
pvridazinone The title compound was isolated fLomthe sar’?er reaction

m xture (B2 F)1MS RERNHpqa/z 348 dMtH) p M & Bigh res.) m/z cale

2-(2.3. 3-t4ipf lquQrOz 2 1) ﬁ@h@f\

(am nosul f%h@f#lghcg%yﬁ% (%?L%IF—NDH%HF%?? g;gglgy%g e t.tyloza.r%r“{)%ﬁ’ét is aresult of
an SNT attack.) (yield: 50 nmg, 20% . np 230-2-32 C. "1-1 NWR (300 Mz,
CDC,) 5 4,7 (s, 2H. 528(de5I—F 4.5 Hz, 1H), 5.39 (dd, J=45 Hz,

4.5 H, IH), 6.98 (t, J=9 H, —#—'ﬁé—'é‘-ﬂd J=9 Hz, 6 Hz. 2H), 7.31 (d.
30 18 21T St e i) (am ¥ 2" 440
(MeH) . Anaf Sotchol - 58 93; H 2.98, N 9.56. 15

Found: C. 51.88; H, 3.01; N 9.15. pErdagone 143 (3

BWWmeWIgﬁwmm&%m&aww%MWWWH

)- pvridazi non was prepared according to the nethod

of Exanpl enhk2és useau@§£elp5rebt(ng 3lurihdidI-propert | iyl e -(4-Doorogeopihddi n pl ace of
2,4-difluor obenzy brom de and enploying 5 equival.ents of ssium
fony

car bdfat e (ppinepfonghpheny)) 3@éb)apv"ﬁlﬁz“1<9‘f (@83 uge prodyet{farep S DVSO- d6) b
4.77 (d, J= i 5
( Z@n,?ac@)_(%id(. §§?rnc‘]g%°/gbazr,(192g?_|z_?2'% *ﬁh?q\«ﬁ{ éotﬂMHi Clj‘d,zl )SltH) s ‘7H)1 (t,

J=9 Hz. r% 50 (s.
25 2H), 7.528 (dd, J=1591He.5 H2H) H), 8.30 (06.J=45 Hy..4. S\Hs I(PD@PNH )-%Ha’ld 7. 1(9

rnal. ol a2 B o AN P -bn2th! 7 (=81l 3@ oW © S5, oe:

H 3.42:
(DCINH,) m/z 440 (M+H)". Anal. calc. for C\oH,;F,N;O;8: C. 51.93; H. 2.98; N, 9.56.

15 Found: C. 51.88; H, 3.01; N, 9.15.

Example 143
2-(3.3-Difluoro-2-propenvi)-4-(4-fluorophenyl)-5-{4-(aminosul fonvhphenv!l-3(2H)-

pvridazinone
20 The utle compound was prepared according to the method of Example 124,

substituting 1,3-dibromo-1,1-difluoropropane in place of 2,4-difluorobenzyl bromide and
employing 5 equivalents of potassium carbonate (yield: 220 mg, 65%). mp 191-194 °C.
'H NMR (300 MHz, DMSO-d) 8 4.77 (d, J=7.5 Hz, 2H), 4.95 (dtd. J=24 Hz, 7.5 Hz. |
Hz. 1H), 7.12 (t, J=9 Hz. 2H). 7.23 (dd, J=9 Hz, 6 Hz, 2H). 7.49 (d. J=9 Hz, 2H). 7.50 (s,

25 2H), 7.74 (d. J=9 Hz. 2H), 8.1 (s. 1H). MS (DCI/NH,) m/z 422 (M+H)". Anal. calc. for
C\oH, FIN;O,S: C, 54.15; H,3.34: N, 9.97 Found: C. 53.88: H. 3.42: N. 9.76.

Example 144
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Example 144 169 2 7 MAY 2003 WO 00/ 24719 PCT/ US99/ 25234
2- (a- Met hvl - 3-fl uor obenzvl ) -4-(4-fl uorophenvl)-5-[4-(am nosul fonyl ) phenvll

-3(2H)- pyridazinone The title conpound was prepared acco
met hod of Exanple 124 , substituting 3-fluoro-a-nethyl beg%lrMAh gpuge in

pl ace of 2, 4-difl uorobenzyl bromde 5 (yield: 220 ng. 65% 94 C
"H ONVR (300 WRSY2PN50-d6) b 1.76 (d, 6 Hz, 3H), 6.27 (q fcgnﬁzwgsiﬁ)

(t, J=9 Hz, 2H). 7.22 (dd. J=9 Hz, 6 Hz, 2H), 7.49 (d, J=9 Hz, 2H), 7. 51
(s, 2H), 7.72 (d. J=9 Hz, 2H), 8.18 (s, | H. M5 (DA/NH3) mz 468 (MH'
Anal . calc. for C, , HL9F, N303S: C, 61.66; H 4. 09 N, 8.98 Found: C, 61. 36;
11. 3. 96: 3 .

envl net hyl ) -4+ 1= 2 1y f F
gyridazinone The title corrpound vvaﬁxrmag@aﬁeed accor d| ng to the rret hod of
Exanmpl e 124 , 15 substituting 1-brononethyl cycl ohexene in place of

2, 4- di f | uor obenbhyl titlsrcompdend yisepreparedrecarging 2ety mepjod pdExamgple d24  H NI\/R (300

g/Hzlz E),I[VBO dugltlx_‘%tm ﬂ?ugr? %?gkgében(gy_ﬁﬁ@de @%CE%E ﬁ-o(@u%@%éyl%m?ﬁigés 1

7.39 (S, 2kfield: 2202y 85%). —&phlaz 12H)=c 81 SRR $00Miiz. INBSORIY 3 NFB)d. i6iHz, 440

(MtH)'. Anal. calc. for 5 Found: C.
62.47; H, 3Hp6574g:)= NHZQIHW 1E(>Ea1m%|FB %%72’3’6% rl/gl?ﬁ;’ﬂﬁoé 32%1 ‘???&IJ

uor obenzvt 4 Vi4) 4 Ifyomyd Jtvaani ) lm/z 468

3(2H) - pvri azt’z"l r?b7fSi ’wgﬂtqd ?%ZOQHZ%FB%WH)W epgr ed ac)éno?dl ng to the
met hod of BEMaHpl e\nﬁQdalsubs& HUFiMO,2 B686651 14.00 No 848 nEownd: Bedlz3d; Fohl ori de
in place of 2 Iﬂ défl uor obenzyl bromde (yield: 70 ng, 50%. np 192-194 C.
'HNI\/R(30® CDC1;) 6 1.84 (d.

10

Example 145
2-(1-Cvyclohexenvimethy)-4-(4-fluorophenyl)-3-[4-(aminosulfonylphenv!]-3(2H)-

pyridazinone
The title compound was prepared according to the method of Example 124,

15 substituting 1-bromomethylcyclohexene in place of 2.4-difluorobenzyl bromide (yield: 70
mg, 28%). mp 192-193 °C. 'H NMR (300 MHz, DMSO-d¢) 5 1.55 (m, 4H). 1.98 (m
41), 4.64 (s, 2H), 5.53 (s. 1H). 7.12 (1, J=9 Hz, 2H), 7.22 (dd. J=9 Hz, 6 Hz. 2H). 7.39 (d,
J=9 Hz, 2H), 7.39 (s, 2H), 7.72 (d. J=9 Hz, 2H), 8.07 (s. IH). MS (DCI/NH;) m/z 440
(M+H)". Anal. calc. for C,,H,.FN,0,S: C. 62.85; H, 5.04; N. 9.56. Found: C. 62.47; H,
20 5.23; N, 9.14,

Example 146
2-(a-Methvl-2.3 4-trifluorobenzyl)-4-(4-fluorophenvl)-5-[4-(aminosulfonvlphenyl]-

3(2H)-pvridazinone

25 The title compound was prepared according to the method of Example 124,

substituting 2,3 4-trifluoro-a.-methylbenzy! chloride in place of 2.4-difluorobenzy!
bromide (yield: 70 mg. 50%). mp 192-194 °C. '"H NMR (300 MHz, CDCl;) 8 1.84 (d.
J=6 Hz. 3H). 4.8 (s. 2H). 6.54 (q. J=7 Hz, 1H). 6.96 (1, J=9 Hz. 211). 6.99 (m. 1H). 7.18
(dd. J=9 Hz, 6 Hz. 2H). 7.2 (m. 1H). 7.38 (d. J=9 Hz, 2H). 7.86 (d. J=9 Hz. 2H). 7.88 (s.
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3=6 Hz. 3H). 4.8 (s. 2H). 6.54 (q. J=71lz, IH). 6.96 (t, J=9 Hz. 21-1).
6.99 (m 1H). 7.18 (dd. J=9 Hz, 6 Hz. 2H). 7.2 (m IH). i) ngh—%m,
21-1). 7.86 (d. J=9 Hz. 2H). 7.88 (s. 170 27 MAY 2003 WO 0
PCT/ US99/ 25234 111). MBS (DCI/NH3) mz 504 (MeH)' . Anal. t

C24H FAN3O3RO @249 55 14 3.4: N 8.34. Found: C, 56. 84'&15“33/0{2234
7.91. Exanple 147 5 2-(a- I\/bthvl 3

5-di fl uorobenzvl) - 4-(4-fl uoropheny)-5-14-(am nosul fonvl ) phenyl | - 3( 2H) -
pyri dazi none The title conpound mas prepared according to the method of

Ex I 12 h I f
> Gt {1 uohtbb ks JRCI e SO ek Age i Tieea e s E it g R 500
Ve, COOL R, 5 fidndh, b6, hlz,szl@«am, 4.79 (s, 2H). 6.32 (q. J=7 Hz, 1 H),

6.84 (m | 20, 7.02 (dd, J=6 Hz, 1.5 Hz, 2H), 7.18
(dd, J:9Hz 6Hz 2H). 728(d J=9 Hz. 2H), 7.85 (s. | H), 7.9 (d, J=9
Hz. 21-1). MS (DCI/NH,) mz 486 (Mg Agal . talc. for C,1-1, 8F3N3OLS.

C. 59.37: H 3.73; N 8.665. Found-@agé—go H 3.70; N, 8.35. 15 Exanple

148 2 s( ( xMetgWieBvK3.5-difluorobenzyvl)-4-(4-fluorophenyl)-5-[4-(aminosulfonvl)pheny!]-3(2H)-
di f |1 uorobenzyl) - 4-(4-fl uorophenvl)-5- % 4- (am nosul fonvl) phenvl | - 3(2H) -

pyri dazi none The title conpound ed according to the nethod of

| | f
EXZ‘”QI ° ﬁfobzlr:@%tdu%gé%@%m% »g.é%%eﬁy %&oﬁﬁ%@{ohb{é a&i}gd'bfmh%w lg?5l n place o

(300 MHz. mt&)ng& idﬂ'ﬁlo(cda -ty | tdnzy! cBibbide i, p7rao(es>f 2 zfdyﬂuosotsszw zqronndei Hz,

IH)H) 76826((((gtle1q}£@ Mg, 450@1) mp};%%?](‘gn ﬁ%ﬂ wggﬁ%dﬁqg? (gg"j% 37 ( m |

Anal .ot al c3pf Qf79% nH}%NqOﬁﬁ HzClHﬁ% 83 (i, IHH) 3.973t. 1Ab H, 165. 7. E:Dwddj
59.13-J-1. 3.73; nEve 149 Fl uor obenzv

(4-f1 Li or oHhenyvHy, 34)( 14§mm9§dﬂ 6 wbHéﬁ\iﬂ|J—§(P¥|—3Hb\7r8n>&%dﬂhc7n%<d
J=9 Hz, 2H). MS (DCI/NH,) m/z 486 (M~H)". Anal. calc. for Co,H,,F;N;0.8. C. 59.37;

H, 3.73: N, 8.65. Found. C. 59.00; H, 3.70; N, 8.35.

15 Example 148
2—(a-Methvl-3_4-diﬂuorobenzyl)—4-(4-ﬂuorophenvl)-5-[4iaminosulfonvl\phenvl]—3(2_)-

pyridazinone
The title compound was prepared according to the method of Example 124,

substituting 3,4-difluoro-a-methylbenzyl chloride in place of 2.4-difluorobenzyl bromide
20 (yield: 200 mg. 58%). mp 214-215°C. 'H NMR (300 MHz, CDCl,) 8 1.82 (d, J=6 Hz.
3H), 4.7 (s. 2H), 6.35 (g, J=7 Hz, 1H). 6.96 (1. J=9 Hz, 2H), 7 16 (m. 4H). 7 28 (d, J=9 Hz,
2H). 7.37 (m, 1H), 7.84 (d, J=9 Hz, 2H), 7.90 (s, 1H). MS (DCI/NH;) m/z 486 (M+H)".
Anal. calc. for Cy,H,4F,N,0,S: C, 59.37: H, 3.73; N, 8.65. Found: C. 59.13: H. 3.73. N,
8.54.
25
Example 149

2-(3-Fluorobenzvl)-4-(4-fluorophenvl)-3-[4-(aminosulfonvl iphenvl]-3{2H)-pvridazinone

The title compound was prepared according to the method of Example 124 ,

substituting 3-fluorobenzyl bromide in place of 2.4-difluorobenzyl bromide (yield: 160
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The title conpound was prepared according to the method of Exanple 124 ,
substituting 3-fluorobenzyl brom de in place of 2.4-difluorobenzyl brom de
(yield: 160 i'1 2 7 MAY 2003 WD 00/ 24719 PCT/ US99/ 25234 76@%{ 2993
220-222 C. "H NMR (300 MHz, DMSO-d6) S 5.37 (s, 2H), 7.12 {t 2H) ,
7.22 (m SHyvpodr&% (m 5H). 7.73 (d, J=9 Hz, 2H), 8.11 (s, qurcyswng*

(DI /NH3) mz454 (MtH)'. Anal. calc. for C'H17F,N O S: C, 60.92; H 3.77;
N, 9.26. Found: C, 61.06; H 4.22, N, 8.88. 5 Exanple 150 2

(4- Fl uor obenzvl ) -4-(4-fluorophenvl)-5-[4-(am nosul fonvl) phenvl]-3(2H)-pvrid
azinone The title conpound was prepared according to the nethod of Exanple
124, sulnﬁgt BI%§i:ﬂﬁAeE‘EZJTE O'lDENMR Jboomliid)MIOgﬂ,,p&Emts. 2H4 7dﬁ2f(|td59obenzyl

.
Mz 454 (%"’?&F‘é’?: A§‘3§§?‘°°3%'9C§f‘, 17 *S e IR T R b 26 Potnd O A Y 6.

Found: C, 66@66H,4.22,N3.898; N, 8.74. 15 Exarrple 151 2 (2 4 b
Trifl uorobenzvl)-4-(4-fluorobhenyl)-5-f4- am nosul fonvl ) phenvl|-3(2H)-
pvridazi none The title conpound was prepared according to the method of

Exanpl e 124, substituting, 2.4, 6-gkhhblqsgbenzyl brom de in place of
2,4-difl uorobenzyl brom de (yield: 255 , 73% rrp 201-203 C "H NMR
(300 Mz, DM 38-{lworophinyl)B-[s auvhphenylis’ (2Hp-pugidaginongyy 7 38

E ([j)C| }]NEB?Z - ZHZ{QE)U lmq_ré\pdunih%.f preBar?d gc%{,)rd‘?n% F&fgéﬁ%‘ %fBE\Qﬁxe[e( ?64 3—14H) f WS

3.08: N, &u@@niutﬁ@umor@en%bﬁmﬂxde H pl{&c@9‘7 4M1ﬂ80rdﬁhnzﬂ5rﬁxdnpyleld152mg (2 45
Trifluorobenzvl) 4 (4-fluorobhezyl)-5-fA4- %m Qsul fo@ﬂ )_H]Zep J l_‘[:*,2(2|_|)
pvri dazi noi¥ée). mp 237-239°C. 'H NMR(J OMHL DM 035.32 ) t, J=9

2H), 7.22 (m. 4H), 7.38 (m, 4H). 7.47 (dd. J=9 Hz, 6 Hz. 2H). 7.72 (d, J=9 Hz. 2H). 8.10

(s, 1H). MS (DCI/NH,) m/z 454 (M+H)". Anal. calc. for C;;H,,F;N;0.8: C, 60.92; H,

3.77:N, 9.26. Found: C, 60.61; H. 3.96; N, 8.74.

15 Example 151
2-(2.4.6-Trifluorobenzyl)-4-(4-fluorophenyl)-5-[4-( aminosulfonvlphenyi]-3(2H)-

yridazinone

The title compound was prepared according to the method of Example 124,
substituting 2.4,6-trifluorobenzyl bromide in place of 2.4-difluorobenzyl bromide (yield:
20 255'mg. 73%). mp 201-203 °C. 'H NMR (300 MHz, DMSO-d,) 8538 (s.2H). 7.13 (1,
J=9 Hz, 2H), 7.23 (m, 4H), 7.38 (d. J=9 Hz. 2H), 7.42 (s, 2H), 7.70 (d, J=9 Hz, 2H), 8.08
(s. 1H). MS (DCI/NH,) m/z 490 (M+H)". Anal. calc. for C,.H,;F,N,0,8: C. 56.44. H,
3.08: N, 8.58. Found: C, 56.31; H. 3.09; N, 8.40.

25 Example 152
2-@.4.5-Triﬂuorobenzyl)—4-(4-ﬂuoronhenvl)-5-[4-(aminosulfonvl)phenvl]—.‘:Q&

vridazinone

The title compound was prepared according to the method of Example 124,

substituting 2,4.5-trifluorobenzy! bromide in place of 2 4-difluorobenzy! bromide (yield:
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The title conmpound was prepared according to the nmethod of Exanple 124
substituting 2,4.5-trifluorobenzyl brom de in place of 2, 4 d|f| « zyl
brom de (yield: 2 7 MAY 2003 WD 00/ 24719 PCT/ US99/ 25234 1 K 4%66)3
236-238 C. ' H NWVR (300 MHz, DMsO-d.) S 5.35 (s, 2H), 7.13 Hz, ZFD
7.23 (dd, J¥SWBME 1y 2H). 7.39 (d, J=9 Hz, 2H), 7.41 (s '!é'é‘ﬁ)”h%"

2H), 7.72 (d, J=9 Hz, 2H), 8.11 (s, 1H). NS (DI /NH,) mz 490 (M+H)'

Anal . calc. for C ,H SF4AN30;S: C, 56.44; H 3.08: N, 8.58. Found: C,
56.38; H 3.28; N, 8.41. 5 Exanple 153 '2-(2 3

oyr dazi nORERETRERE b Seibsunt VAR GRabBe TURORNE S5 IR BRI Lt fod b

Exanpl e 1249 Hz1fH)swhs{dd, u&9 Ag, 6&43,2n+)t7 39 wonfsblenzzm mpm M) rm (pl 2dp of

2, 4-di fl uorobenzyl brom de (yie ng /3 nP %. "H NVR (300

MHz, Dwso7d'62)(dbl=§ Hpp2idy 8. 11145, IH? %SQQCVNH 9“/F|£9 oYyt )7/’2‘2‘ (*bla or=9 Hz, 6

Hz, 7 7 o 2 7.73 (d, J=9
o c,ii-g Ko, %P%ss ‘T\fs% (E)g 1419 dF'ZF u%HDC 56:3 *‘éH)H(‘_s?zs rthmcal S gor

ClBH 5F4N30 S C 56.44; H, 3.08; N 8 58 Found C 56.32; H 3.24; N
8.31. 15 Exanple 154 .
2-(4,4,4-Trif|uoro-3-nethv|-2E—butgﬁ¥$¥kéé€4-fluorophenyl)-5-f4-(aninosulfo

nvl) nhenvl | - ?Afv%Hﬁﬂﬁbf&x&éﬁ%ﬂ%ﬂ%%oﬂ;hﬁeﬁyi)td -B1-@ARRUIRsh VB Berp | SpB e d
according to € Nne of Exanple I24, 20 substituting

1- br ono- 3-net hyl -4. 4. 4- tr|fluoro 2 phiridazinong pl ace of 2, 4-difl uorobenzyl
brom de (yield: 89 15 1%4DC13) S 2.00
(s, 3H), 4.8 (&¢ “giﬁn&’ ?W(“Elggﬁa“?g)%&géd‘ ‘H)‘M %@é?p@x% “%6.99 (t, J=9
HZ19 2!'(0?j 7su$ﬂm(tﬁx@” )J4=9nﬂdd20beﬁzv|HBron2cﬂ'® in plac2 9f £ d;diuwcBotdnzy] DrYmidd ( yﬁ};bd (s, 1H),
7.97 J=9 Hz, z 4 or
C, , H' F4NL0%8: m&:6o°63 19921$=| 26° %GH%WRBU@@ "?ﬁém%é& 1 ggb&%gghc’ B3 51: N
8.77. Examuoqi198) 723 (dd, J=9 Hz. 6 Hz, 2H), 7.34 (m. 2H), 7.39 (d, J=9 Hz, 2H), 7.42 (s,
3H), 7.73 (d, J=9 Hz, 2H), 8.12 (s, 1H). MS (DCI/NH,) m/z 490 (M+H)". Anal. calc. for
CH,F.N,0,S: C. 56.44; H, 3.08; N. 8.58. Found: C. 56.32; H, 3.24; N. 8.31.

Example 154
2-(4.4 4-Trifluoro-3-methvl-2E-butenyl)-4-(4-fluorophenyl)-35-[4-( aminosulfonylphenyl]-
3(2H)-pyridazinone

The title compound was prepared according to the method of Example 124,

20 substituting 1-bromo-3-methyl-4.4 4-trifluoro-2-butene in place of 2,4-difluorobenzyl
bromide (yield: 160 mg, 48%). mp 155-157 °C. 'H NMR (300 MHz. CDCl;) & 2.00 (s,
3H), 4.8 (s, 2H), 4.96 (d, J=7.5 Hz, 2H), 6.33 (m, 1H), 6.99 (t, J=9 Hz, 2H), 7.19 (dd, =9
Hz, 6 Hz. 2H). 7.29 (d, J=9 Hz, 2H). 7.95 (s, IH), 7.97 (d, J=9 Hz, 2H). MS (DCI/NH,)
m/z 468 (M+H)". Anal. calc. for C,,H,,F,N,0,S: C, 53.96; H, 3.66; N, 8.98. Found: C.

23 53.84; H.3.51: N. 8.77.

Example 153
2.(4-Biphenv)-4-(4-fluorophenvl)-5-[4-(methvlsulfonyl)phenyl]-3(2H)-pvridazinone




2- (4 Bi phenyl) 4

(4-fl uorophenvl)-5-f4-(net hyl sul fonyl ) phenvl | -3(2H)-ovri dazi none 173 2 7
MAY 2003 WD 007/ 24719 PCT/ US99/ 25234 The title conpound Magwma
according to the nmethod of Exanple 62 substituting 4-brondbi pheny

pl ace of 4-iwadorknefl uorobenzene (yield. 0.275 g, 100% . PE/espe23234 C 'H
NVR (300 MHz, DMSO d6) S 3.24 (s, 3H), 7.16 (m 2H). 7.30 (m 2H), 7.42
(m I H, 7.48-7.58 (m 4H), 7.75 (m 41-4), 7.84 (m 2H), 7.91 (m 2H),
8.27 (s. 5 111). M5 (DC1/NH,) mz 497 (MIH)'. 514 (M:NH )-. Anal. calc. for
C,H ,FN 03S: C, 70.15; H 4.26; N, 5.64. Found: C. 69.81; H 4.42; N,
5.41. Exarrpl e I1h title compound was prepared according to the method of Example 62

2- (4- Bronophenvl,) - 4- (4- fl phe yl) vl sul f onyl

) phenvl | - 3 Ffit)’“%ﬂ/‘”o ‘@Pgﬁ%"fi“ P%%l ‘g\ﬁﬁﬁnﬁ\é@gér {)grgeélo%f@:or di ng
to the methgdseh t g &Eng[).imsorhace of

4-i odo- I-f{ago?gbgﬁggw ?yl e ﬁ)‘éb\ﬁﬁb IB‘MS 5L& 32 kpgg&qu IQDIVISO d5) S
3. 24 (s, 3MY). 7221, (H), 7T248)7. >87(n@8u{)rﬁ 72&@1 4H?) Ba4 (rWHJH} 1(rfz,27t’e %af((szH) 7.90

cal o, S or BT BEPRRN k408 (a1 T -8R0 LM e TREgIENO G, P

C, 53.92 H)ls? H.&. 26NN, 5.684FodneatPbes k37, 4262( ¥; Nut.r ophenyl ) - 4- (4-f|
uorophenyl) 5-4- (et hvl sul fonvl )phenyl 1-3(2H )-pvridazinone The title

conpound was prepared according to the nmethod of Exanple 62 20 substituting
1-i odo-4-nitrobenzene in place of 4E5<:91 z 1kg - f1 uorobenzene (yield: 0 45 g,

100%9. np 110-116 C. 'HNNR(300|VHZ_" 6) S324(s 3H) 717(m
2H) , 2dhe \ 3 ' 4 (s, 1
H) , 8.40 (m 2 %3] (DCI/NHB) rrlz 466 483 Anal cal c.
for C93HL6FN3058he (tle spmpund WSPFSPBA@“RP 9’?:(5 ‘helﬂbfg‘?“f’& Mgila‘%é’ *82; H 3.62; N,
8.82. 25 {ufing P8-dib place of g-iodo--fluorobenzene (yleld 0.33 7g 93%)

"-4- Phen(Iféj;/ogﬁeunwl ”omlpFel%?%epl ace 0-51 4- (met hvl sul f onv 7)&3 env 3(2H) -

pvri dazi noH&NMR (300 MHz, DMSO d,) 5 3. 24 (s 3H) 7 14 (m, 2H), 7.28 (m, 2H). (m, 2H
7.75 (m. 2H), 7.90 (m, 2H). 8.25 (s, 1H). MS (DCI/NH;) m/z 499 (M+H)". 518
(M+NH,)". Anal. calc. for C,,H,,BrFN,0,5.0.75 H,0: C, 53.86, H, 3.43; N, 5.46. Found:

15 C,53.92: H. 3.16: N, 5.34.

Example 157
2-(4-Nitrophenyl)-4-(4-fluorophenyl)-5-[4-(methylsul fonv])pheny!]-3(2H)-pyridazinone

The title compound was prepared according to the method of Example 62
20 substituting 1-iodo-4-nitrobenzene in place of 4-10do-1-fluorobenzene (yield: 0 45 g,
100%). mp 110-116 °C. 'H NMR (300 MHz, DMSO d,) 8 3.24 (s, 3H), 7.17 (m. 2H),
7.32 (m, 2H), 7.53 (m, 2H), 7.91 (m, 2H), 8.03 (m, 2H). 8.34 (s, 1H), 8.40 (m. 2H). MS
(DCI/NH,) mvz 466 (M+H)", 483 (M+NH,)". Anal. calc. for C;,H;FN,0,S. C, 59.35; H,
3.46; N, 9.03. Found: C, 59.02; H, 3.62; N, 8.82.

Example 158
2-(4-Phenoxvphenvl)-4-(4-fluorophenvl)-5-[4-(methvisulfonvl)phenvi]-3(2H)-

pvridazinone
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174 2 7 MAY 2003 WO 00124719 PCT/ US99125234 The title conpound was
prepared according to the nethod of Exanple 62 substituting

4- br onodi phenyl ether in place of 4-iodo- | -fluorobenzene 7 g,
22% . np 118-125 C. '"H NWR (300 MHz, DWVSO db) S 3.24 (s, Zﬁi 5H),
7.15-7.33 (Woodt)79 7. 46 (m 2H), 7.52 (m 2H), 765 (m 2HPCTASERSEH 2H)
8.23 (s, 1H. 5 M5 (DCI/NH3) mz 513 (MH'. Anal. cafe. for

C,SH 1FN, 0, S.0.75 H O C, 66.21; H 4.31;1, 5.32. Found: C, 65.98: H

4.25; N, 5.27. Exanple 159

2-(-4-t-Butvl phenvl | -4-(4-fluorophenvl)-5-(4-(nethvl sul fonvt) Phenvl | -3(2H) -
pvridazi none TRBe ifiecamoued sespepamei m@dwge@&lﬁmtfm@aﬁﬁd&m@wé t he net hod of

Exanpl e 62 sybstitytin b e e 4-1 odo-

-fl ng obeﬁ%ﬂ%’“"ﬂé%ﬁ?%g‘ﬂelfe“y(ﬁg@r ‘Bk?éaéF\‘?g%YOd?ﬁeH‘éod? Pfeélﬁ?\//\éa@ %gé cént r at ed in
vacuo. Thergesy t1l1@9ﬁ§©&l o WaBR @Joswhyemsomowvlé ), 7a0¢mCsH), (13. 3 o,

0.07 mmol ) was added. The solution was allowed to ref|ux overnight. Upon

conpl et i 0,15t (m.¥Hr Bétves. DUt BU(m-7H0. 700%e PHik 70048 HARP3 15 18Nt r act ed

with ethyl api.c S t ter r.,ed over
MySOf anM%@ﬁ@Zﬁﬁi)ﬂgg ?H‘g‘vgé & nahngnccr ud\éﬁ’é@ﬁ?) d%wa7§ H;I)\gr |ef ?6eg] lﬁgl ng flash
chr omat oggaphy. 5651 RundeCyés.oey HRb; 8% 2M.et hyl ether/CH Cl, to provide the
desired product (yield: 0.292 g, 84%. np 132-136 C. 'H NVR (300 MHz, DMSO
d6) & 1.34 (s, 9H), 3.24 (s, 3H). 7.14 (m 2H), 7.29 (m 2H). 7.54(m
6H), 7.90 (m 2H), 8.23 (s. 1 H. M@arﬁ 5<NH mz 20 477 (MrH)', 494
(M:NH4) ' . Anal . cafe. for C,,H,,F o) 68. 05 H 5. 29 N, 5. 88 Found:
C, 67.94; X p )

4-f| uor ophenvl ) -5-r4- rret hvl sul f onv 3(2 ne 25 The
titldo corrpound)r é‘”f)F%‘b%ﬁ”é‘ﬂ w&EB?SPﬁF%é‘p?g 'lghglhnéf'{godj O\ff}f g@é e 62

substi tut 'sﬂ&tlﬁtﬁ%qn@ohoﬁhﬂ Wnﬁhﬁﬁie%@ﬂl plate Rl aG6doof -fidorobtiaenel Vof;irumrcobenzene

(yleld 0.254 g, 509. np 214-216 C. 'H NMVR_(300 Mz, O d, 3.24
(s. H) ans@b(mwedzﬁ)he solm@gwmomzemytedm‘@zuq n{hezppulting Sehd Fﬁd‘ ved7 71 (m

211). gjin HDIF @’%L) andzéul((?S.S Im'éi), O.OWm’Ioleas added. The solution was allowed to

reflux overnight. Upon completion, the mixture was poured into 10% citric acid and

15 extracted with ethyl acetate. The organic layer was washed with water, dried over MgSO,
and concentrated in vacuo. The crude solid was purified using flash chromatography
(Si0,), eluting with 5% diethyl ether/CH,Cl, to provide the desired product (vield: 0.292
g, 84%). mp 132-136 °C. 'H NMR (300 MHz, DMSO d,) & 1.34 (s, 9H), 3.24 (s, 3JH).
7.14 (m, 2H), 7.29 (m, 2H). 7.54 (m, 6H), 7.90 (m, 2H), 8.23 (s. I1H). MS (DCI/NH;) m/z

20 477 (M+H)', 494 (M+NH,)". Anal. calc. for C;,H,FN,0,8: C. 68.05; H, 5.29; N, 5.88.
Found: C, 67.94; H, 5.31; N, 5.67.

Example 160
2-(4-Chlorophenvl)—4-(4-ﬂuorophenvl)-S-l4-(methvlsu]fonvl)phenv!]—3(2H¢pvridazinone

25 The utle compound was prepared according to the method of Example 62
substituting 4-bromo-1-chlorobenzene in place of 4-iodo-1 -fluorobenzene (yield: 0.254 g,
83.5%). mp 214-216 °C. '"H NMR (300 MHz, DMSO-d,) 3 5.24 (s. 3H), 7.16 (m, 2H),
7.29 (m. 2H). 7.52 (m. 2H), 7.6 (m. 2H). 7.71 (m. 2H). 7.91 (m. 2H). 8.26 (s. 1H). MS



2 7 MAY 2003 WO 00/ 24719 PCT/US99125234 (DCI/NH, ) mz 455 (M-H)', 472
(MtNH4) -. Anal . calc. for C,,HL6CLFN,03S : C, 60.73; H 3.55; N, 6.16.
Found: C, 60.45. H 3.41; N, 6.05. Exanple 161 5

2-(3- Met hyl phenyl ) - 4- (4-f | uor ophenyl ) - 5- f 4- (met hyl sul f onvl JoMAYI 2083 219 - pv
ri dazi none t}ﬁ { S{Ie corrpound was prepared according to tgerhRbheds of
Exanpl e 62 uting 3-bronotoluene in place of 4-iodo-I|-fluorobenzene
(yield: 0.262 g, 83%. np 213-216 C. '"H NWR (300 MHz. DMSO d6) S 2.39 (s,
3H). 3.24 (s, 3H), 7. 14(m 2H). 7.28 (m 3H), 7.43 (m 3H), 7.53 (m 2H).
7.80 (m 2H), 8.22 (s. . M5 (DCI(NH3) mz 10 435 (M+H)', 452 (M:NH, )" .
anal . cal ﬁpcgggﬁgwgrgm Siip () Phndbeatt e, A SRR C. 06 00,
Vi nvl phen\y-],)a,sg,wﬂe_fd,wuamtemm; B-3.41,(westdtyl stil fonvl) phenvl | -3(2H) - pvri daz
inone 15 The title conpound was prepared according to the nmethod of

Exanpl e 62 substituting 3- brom)styrene in place of 4-iodo-I|-fluorobenzcne
(yield: 0.202 g. 62% np 182-183 £, NYR (300MHz. DMSO d,) S 3.25 (s.
3H).535(d,J12Hz,1H),592 = Hz, 111) 682(m.H), 7.15
(m 2H), 72- Gty IpRd i bt fg | oheny 4 H)-p ; H) .
8.24 (s, IH. I/NH3 niz 447 (M1 |. 20 calc.
for C, 5HL9FN, oq[Eeé)ﬁs‘ES’WRO d pas %?%efacﬁrdﬁ‘giﬁﬁ‘eﬂ‘é‘w#ﬁﬁﬁw&? C, 65.86; H,
4.40; N @bs@?utm?f%%&ol%@& iR place of 4-iodo-1-fluorobenzene (g/leld 0.262 g, 83%). mp

(2-Fornyl phenyl )-4-(4-1luorophenvl)-5-f4- | sul Tonyl) henyl -3(2H) - pvri
dazi none _25-2T61éCtiHNMRA@§0|MPép dc)cﬁo?rg‘?ﬁg3 th?HéS r?éi)h'g anpl e 62

Cypel o o Tt SPh G WAL PGS N RRERED, o “61%%@{/@96’%%4 (s
3H), 1/ 15 4(351(M2H)i4§‘> (ijm) Z&i)al cdlcSfbr C(,H WFBJI;{)),S 7C 654-35: F54.4 haN, BH5,

7.86-7.95 (m 3H). . 8.29 (s, 1H). 10.02 (s. IH. 176 t 7 MAY
?2n63 WO oo‘lozncvfgé@@fhPUﬁg@/ 2‘5%

Example 162
2-(3-Vinvlphenvl)-4-(4-fluorophenvl)-3-[4-(methylsulfonvl)phenvi]-3(2H)-pyridazinone

15 The title compound was prepared according to the method of Example 62
substituting 3-bromostyrene in place of 4-iodo-1-fluorobenzene (yield: 0.202 g. 62%) mp
182-183 °C. 'H NMR (300 MHz. DMSO d,) 8 3.25 (s. 3H). 5 35 (d, J=12 Hz, 1H), 5.92
(d, J=15 Hz, 1H), 6.82 (m, 1H). 7.15 (m. 2H). 7.30 (m, 2H), 7.50-7.60 (m, 4H), 7.74 (m,
1H), 7.91 (m, 2H). 8.24 (s, |H). MS (DCI/NH;) m/z 447 (M~H)". 464 (M+NH,)". Anal.

20 calc. for CoH,FN,0,5.0.50 H,0: C, 65.92: H, 4.42: N, 6.14. Found: C. 65.86; H, 4.40; N.
6.07.

Example 163
2-(2-Formviphenv)-4-(4-fluorophenvl)-5-[4-(methylsulfonvliphenyl]-3(2H)-pvridazinone

25 The title was prepared according to the method of Example 62 substituting 2-
bromobenzaldehyde in place of 4-iodo-1-fluorobenzene (yielc: 0.196 g, 60%). mp 234-
236 °C. 'H NMR (300 MHz, DMSO d,) 8 3.24 (s. 3H). 7 15 (m. 2H), 7.27 (m. 2H), 7.54
(m. 2H), 7.64-7.75 (m. 2H), 7.86-7.95 (m. 3H). 8.01 (m. 1H). 8.29 (s, 1H). 10.02 (s. 1H).
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M5 (DCI/NH3) mlz 449 (MtH)-. Anal. calc. for C 41-N'FN, O S. 0.5011,0: C
63.01: H 3.96; N, 6.12. Found: 63.04; H 3.82; N 5.88. W@?@S
2-(2-Nitrophenyl)-4-(4-fluorophenvl)-5-14- (et hyl sul f onvl env H) - pvr
i dazinone The title conpound was prepared according to the QE%Q%QJ

Exanpl e 62 WOUH1% uting 1- br ono- 2-nitrobenzene in place df4. 3¢ uor o
benzene (yield: 0.307 g. 90.8%. np 236-239 C. "H NWR (300 MHz. DMSO db) S
3.24 (s. 3H). 7.12-7.27 (m 4H), 756 (m 2H). 7.7-8.01 (m 5H), 8.18 (m
IH). 8.35 (s 111) NB (DCI/N'H ) nn/z466 10 (M+H)-. 483 (N%NH )-. Anal.
calc. for 25 H 0: 78: 3.53: N nd C,
58.63; H, §(§§VN|H:) refzg‘é9 (Péiéir}plr’énams‘%fo(%&%’%ﬁ»%é%?ﬁzﬁ' 0:¢, 6307 H!

)-4-(4- fIy@g@p@q@yk%u&igﬂogqupyigpg8§onvl)phenvll 3(2H) - pvri dazi none 15

The titl e conpound was prepared accordlng to the method of Exanple 62
substituting |-brono-3-chl orobenzene |n place of 4-iodo-I|-fluorobenzene

(yield: 0.255 g, 77% np 232-235 Ec: NR (300 Miz. DMBO d') 6 3.23 (s,
3H), 7.14 (m 2H). 7.29 (m 211) 5 8 (m 4H. 7.66 (m 11-1), 7.79
(m 1H. i i

( MENH, ) - H,
Found: C, 60 b tikle c@nﬂ@ndlwas@rewed d@@m@tmwef@%@%ﬁmﬁﬁéh 4 (4

quoroph 5- f4 v e (2 ngzpthe title
conpound S” ‘Fnépa?é c‘&lho nég;r{}t J(])}’{?'E Wih%jgd @or@(&é&%&?gy%@. g’%ms‘hbstl tuting
1.3 dibr ogmbanz;ﬁ@ega myricacH wMRzl(Jocmslmz DMS$O dg SABINE 1. {y2-8120:(m). 216 g.

609 210-212 C. 'H N MHz, DMVBO db) 6. 3. . 7.15

2H)/() 7. 204 H\y 56 oy 2H)77 4800, @g5@m8138|4)“ ‘?*)6%3!02?:‘%}1)&5?6@8“?‘3“‘/3%6% 8.(216 (s.
11-1 / 4 1 Hs | g 3

o e Fw(‘%ﬂs PRULRYE e, Y B 0. BIRNOSTEI O SLIESTN 1o

5.51 1-178.04 7FdvAY: QBDI3VD, D64 24 B1EB8. PCT/ US99/ 25234 Exanpl e 167

Example 165
2-(3-Chlorophenyl)-4-(4-fluorophenyl)-3-[4-(methvlsulfonylphenvl]-3(2H)-pyridazinone

15 The title compound was prepared according to the method of Example 62
substituting 1-bromo-3-chlorobenzene in place of 4-iodo-1-fluorobenzene (yield: 0.255 ¢,
77%) mp 232-235°C. 'H NMR (300 MHz. DMSO d,) 6 3.25 (s, 3H), 7.14 (m, 2H). 7.29
(m, 2H), 7.49-7.58 (m. 4H). 7.66 (m, 1H), 7.79 (m. 1H). 7.90 (m, 2H). 8.25 (s, 1H). MS
(DCI'NH,) m/z 455 (M+H)', 472 (M+NH,)". Anal. calc. for C..H,,CIFN,0,S: C, 60.73;
20 H. 3.55; N. 6.16. Found: C, 60.40; H, 3.43. N, 5.98.

Example 166
2-(3-Bromophenvl)-4-(4-fluorophenvl)-5-[4-(methvisulfonvhphenyl]-3(2H)-pvridazinone

The utle compound was prepared according to the method of Example 62
25 substituting 1.3 dibromobenzene in place of 4-iodo-1-fluorobenzenc (yield: 0.216 g. 60%).
mp 210-212 °C. 'H NMR (300 MHz, DMSO d,) 8 3.23 (s. 3H). 7.15 (m. 2H), 7.29 (m
2H), 7.48-7.55 (m. 3H), 7.69 (m. 2H), 7.90 (m. 3H). 8.26 (s. 1 H). MS (DCI/NH;) m/z 499
(M+H)", 519 (M+NH,)". Anal. calc. for C;,H,,BrFN,0,S* C. 53.32: H,3.23; N, 5.61.
Found: C. 55.12; H. 3.12; N. 5.31



2- (4- Cyanophenyl ) - 4- (4-fl uorophenvl) -544- (et hyl sul fonvl ) phenvl | -3 (2

H) - pvri dazi none The title conpound was prepared according to the nethod of
Exanple 62 5 substituting 4-bronobenzonitrile in place of

4-iodo-1-fl uorobenzene (yield: 0.349 g, 100%. np 273-2788d MAYNEB03300
VMHz, DMSO dlg‘)o(? a4 (s, 3H), 7.11-7.21 (nn. 2H), 7.25-7.861/0smy 224, 7.52
(m 2H), 7.88 96 (m 4H), 8.04 (m 2H), 8.31 (s, IH. M5 (DCL/NH) nmz
445 (MtH)-. Anal. talc. for C 4HL6FN, O S: C. 64.71; H 3.62; N 9.43.
Found: C, 64.50; H 3.53; N, 9.35. 10 Exanple 168

"-(5-MethN, 1-o-thienvl))-4-(4-fluorophenyl)-5-f4-(nmethvl sul fonvl)phenvl | -3(
2H) - pvridazinone The title corrpound was prepared according to the nethod
of Exanple 62 15 substituting 2-brono-5-nethylthi ophene in place of

4-iodo-| - fl uor obenzene (yi el d: o 2Bxemple 16Hoj | rrp 219-224 C. 'H NWR (300
Q/HZ2,9 ?In\{IBOd@C anephe & ¢ 3-T }(e -Jvia’]zyno(u;m 2H) .
mz 441 (MtH)' Theéh‘:'gﬁ c@MgBH{{Dwas ;ﬁﬂﬁlred atcabxamgft@rhe(ﬁ::etllrchd &mxﬂﬁﬁp 67 C. 59.99: H,
3.89; N, 6.36. Found 59.90; H 3.91; N, f?26 20 Exqu&g 169 (3

Bi phénv| ' subsifupting ﬁbmmbgamn)trlle in place of 4-i0do-1-fluorobenzene (yie 49 g,

5-f4- (et ul f ol ) ang 3. 4Ne. 3t v ¢1.99MppUNd was

pr epar ed E(Xdo& dih tb he Helﬂﬁl(({)%‘ ?R/E‘y S@GQ suit}gtl )u ting i

3- br onobi piq,aryyjs 735 (p,hmg ‘pﬁ?(}mI}dO’f' Bs-ﬂl%dmbﬁh.ﬂéhém( YHRBEF:! (6128 MS 78% . np

25 126-134 C. 'H N 7.31
(m 2H) (DC%P?HWWS‘*(*MMFH) Aina!afalf or H?{ &anJ-%IH)H 356@%“ 9 (m 3H).
7.92 7 DO, ' NH3 T2 4y (o 514 ( MeNH,

Anal . '[nal gkg“d gc&gid 1 ,3F§I\3|H% M g: 70. 15) H 4. 26: ‘N H?s 64. FOt(Jnd c)

69.91c H 4.33; N 5.74. 178 27 MAY 2003 WD 00/ 24719 PCr/ US99/ 25234
Exanpl e 170
Example 168

2-@-Methyl-2-thienvl)1—4-(4-ﬂuorophenvI)-S-H-(methvlsulfonvl)pherM]J(ZH)-

vridazinone

The title cor\npound was prepared according to the method of Example 62
15 substituting 2-bromo-5-methylthiophene in place of 4-iodo-1-fluorobenzene (yield: 0.200
g. 62%). mp 219-224 °C. 'H NMR (300 MHz, DMSO d) § 2.45 (s. 3H), 3.23 (s, 3H),
6.80 (m, 1H), 7.17 (m. 2H). 7.29 (m. 2H), 7.52 (m. 3H). 7.89 (m. 2H), 8.33 (s, 1H). MS
(DCUNH,) m/z 441 (M+H)", 458 (M+NH,)". Anal. calc. for C;H-FN,O,8, : C. 59.99. H,
3.89; N, 6.36. Found: C. 39.90: H. 3.91; N, 6.26.

Example 169
Z-Q-Biphenvl)—444-ﬂuoroohenvl)-S-[4-(methvlsulfonvl)phenvl1—3(2H)-pvridazinone

The title compound was prepared according to the method of Example 62
substituting 3-bromobiphenyl in place of 4-iodo-1-fluorobenzene (vield: 0.28 g, 78%). mp
25 126-134 °C, 'H NMR (300 MHz. DMSO d,) 8 3.24 (s, 3H), 7.15 (m. 2H). 7.31 (m, 2H),
7.37-7.45 (m, 1H), 7.51 (m. 4H). 7 64 (m, 2H), 7.68-7.79 (m, 3H). 7.92 (m, 3H). 8.27 (s.
1H). MS (DCI/NH,) m/z 497 (M+H)", 514 (M+NH,)". Anal. calc for C,H.,FN,0,S: C,
70.15: H. 4.26: N. 5.64. Found: C. 69.91; H, 4.33: N. 5.74.



217
5- Di net hvl phenvl ) - 4- (4-f1 uor ophenvl) -5-f4- (net hyl sul f onyl ) phenvl | - 3(2H)
pvri dazi none The title conmpound was prepared accordi ng tz)-'tMaA‘fréz
Exanple 62 5 substituting 5-bronpo-mxylene in place
of 4-i odo- | -Wbuoerebbenzene (yiel d: 0.152 g, 46.5%. np 130-PEBASY2523 VR
(300 MHz, DMSO d6) S 2.34 (s, 6H), 3.23 (s, 3H, 7.07-7.12 (m 21-1), 7.15
(m 1 H, 7.22-7.32 (m 4H), 7.52 (m 2H), 7.90 (m 2H), 8.29 (s, | H. M
(DCI/NH,) mz 449 (MtH)-. 466 (M:NH,) Anal. calc. for C, SH ,FN O S : C
66.95: H 4.72; N, 6.25. Found: C, 66.81; H 4.57; N 6.07. 10 Exanple 171
2-(3 4- D|f|uorophenyl) 4- (4- quorﬁ_mmy_u_LS [ 4-(
met hvl sul fonv )phenvl I - )
4- (4- FI uor oprenyRimsthylphenyl)- ' 1 : =pyri dazi none
was 15 prepared accor d| ng to the g_e_ltlmqw% Exarrpl e 11, starting with
2- benzyl - 4- (4-
fl uor ophenyl nEhdytle coingodnd mes prypased dasardinegh ereymgthad offixapipla @azi none in
p| ac 0
benzill S%%“H“ﬂ%r ORHRAT }ylgne[‘ﬂptaﬁ%f)mll'osfiﬁl ¥ fg)Lrlloyr Phen f/leld?,? R g&?rSI/ azi none
(yield: o 8dB4agc. BRUMRIHE0 Ltz BMSDIPYBRdG4MESHY 2PAILIHAJOGi2ng to the
met hod of Exanple 62 20 substituti i ng
4-(4-f1 udm%ﬁbﬁyw@t hih. )7-25 "[ﬁlm'réﬂ"dy'f uimhD1 T PhEmAT: 8269 1By MIazi none
In pl ace rRphgn ybgul ) y: &l66.95. 12

pyri dé@klﬁﬁlgmandég sul‘a‘@t ?&tk% \lﬁﬁ{dﬁ—)( n?%ﬂo{:awé{&g] ulg?gﬁbenzene in place of
4 |odo- 1. 7%, NJeRobEARRNE, §¢/8 BIH]4.50; B8607.g. 54% . nmp 157-159 C. 'H NMR (300
MF1z, DMSO do) S 3.30 (s, 3H. 3.88 (bs, 2H), 7.04 (m 4H), 7.49-7.66 (m
2H) 1°7.70 (m 2H). 7.81 (m 1H), 8.12 (s, 1H. M5 (DQI/NH ) 25 niz 471
(fit+H)'. 488 (MNH,)'. Anal. cal CExafn e 1Gi-, H'F N O S 0. 25 14,0: C. 60.69;
H, 71 N. 5.84. Found- C, I% 3.7 ample 172 179 2 7
VAY 2003 WO WMJ_ME&Q&M@CHZYD -5-[4- (methv]sulfonvl)phenvl] -3(2H)-
2- (3-Cnhl oro-4-fluorophenvl)-4-(4-f] u zvl)-5-[4-(met hN
| sul fonyl ) phenvl]-3(2H) - 8589&1@

4-(4- Fluorophenylmethyl)—i-[4-(methylsulfonyl)phenyl]-3(2H)-pyndazmone was

15 prepared according to the method of Example 11, starting with 2-benzyl-4-(4-
ﬂuorophenylmethyl)-s-[4-(methylsulfonyl)phcnyl]-3(?.H\-pyridazinone in place of 2-
benzyl-4-(4-ﬂuorophenyl)-5-[4-(methylsulfonyl)phcnyl]-3(2H)-pyridazinone (yield:
0.3319 g. 83%).

The title compound was prepared according to the method of Example 62

20 substituting 4-(4-ﬂuorophenylmethyl)-5-[4—(me1hylsulfonyl)phcny]]-3(2H)—pyndazmone
in place of 4-(4-ﬂuorophenyl)-5-[4-(methylsulfonyl)phenyl]-3(2H)-pyridazinone and
substituting 1-bromo-3,4-difluorobenzene in place of 4-iodo-1-fluorobenzene (yield: 0.085
g. 54%). mp 157-159 °C. 'HNMR (300 MHz, DMSO d,) 8 3.50 (s, 3H). 3.88 (bs, 2H),
7.04 (m. 4H). 7.49-7.66 (m. 2H), 7.70 (m, 2H). 7.81 (m. 1H), 8.12 (s, 1H). MS (DCI/NH;)

25 m/z 471 (M+H)". 488 (M+NH,)". Anal. calc. for C,,H,,F:N,0,5.0.25 H,0: C. 60.69; H,
3.71:N. 5.84. Found' C, 6.39: H,3.76; N, 5.81.

Example 172
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pvri dazi none The title conpound was prepared according to the nethod of
Exanpl e 62 substituting

4- (4-fl uorophenyl net hyl ) -5-[4- (et hyl sul fonyl ) phenyl]-3(2 vj inone

in place of 4-(4-fl uorophenyl)-5-[4-(meth), |sulfonyl)ph n?/%A %ﬁ

1-3(2H) - pyriveaghiqne and substituting 4-brono-2-chloro-| -fdmwssbymzene in

pl ace of 4-i odo-I-fluorobenzene (yield: 0.110 g. 749 . np 153-156 C. 'H NWR
(300 MHz, DMSO d6) S 3.30 (s. 3H), 3.89 (bs. 2H), 7.02-7.07 (m 4H), 7.59
(m 1 H, 7.65-7.72 (m 4H), 8.07 (m 2H). 8.12 (s. 1H). M5 (DCI/NFI3) nlz
487 (MrH)-, 504 (M+NH,)-. Anal. calc. for C,H,CIF,NO S 0.25 HO 10 C

58.65; H 3.5 le 173
2-(2-Thien - (4~ P
) phenvl | -3(2H) - pvri dazi none The tm_tlﬁ_mapound was prepared according to

t he net hod ofaJIEx gg 5 substl :g Q{ ﬂgene pI ace of

1- br ono- 4- f | uoréH E%H%O“Péwéfa‘epéﬁ ﬁig“’ RibA° the %Al% MEIPE 02 1 NMVR (300
MHz. DMS . 3. Bulfenyl 1]-3(28 8pyrivazid 7.42 (d,
o 7 7%%@%1? &(aﬁlﬁop(hgxﬁ‘y')lmetﬂyﬁ [(-tmme{}ryﬁqu Ry )%hﬁny] (IDC?I/))I(\rIHa)Zl lr:?e’z e (
(MEH ', ddplag¢avedid 9 fluorgpghyl)- éa{ﬁxfmem}sul@qy pseml G881)- pmdaﬂsgonf@n H 3.54, N,
6.57. 20 v

2-(4-Tri ﬁ%gm%t%vwﬁﬁeﬂ’y?rf l4ﬂL(°£°l?elnﬁe6]F (1)?) lé%ev(fm 'gd(f4ﬂ('l orobenzene (vield:

met hvl sulgf o, )7M¢nmh133368w I-pmmdamnmm DMso_td;,)ta B3CErhduAd9\es prepar ed

ding to_ the net 62 _substjt
Bt oo 2H0r T PTA8N GretHy FEBREOE 6 gl B et 8 B 24sr BeMSne 25

(y|eId 7 4 H NI N V26 6).0S 3. 25 (s.
3 @% A EEbMV @S*‘f* od 1k 9}{)7 A \QlBt&ﬁ@@?gﬁ?W@\g 9% 05 3.25 (¢
2H) 107, 9. (558 634]—!)33&\3.2 ¢4s .Foudd)C. 5|8’81(Mﬁ¢\||‘§!)53|¢12 489 (MH-. 506 (M-NH,)'
Anal . calc. for C 4HIGF,NO,S: C. 59.02. H 3.3; N, 5. 74. Found: C. 58.75:
H 3.35: N 5.69. 1 7 MAY 2003 WD 00/ 24719 PCTI US99/ 25234 Exanple 175
244- (1-Pvrrovl ) phenvl | -4-(4-1 uor ophigmple t78- f 4- (et hvl sul fonvl ) phenvl 1- 3(2H)

pvrlda2|none
2-(2-Thienv!)-4-(4-fluorophenvl)-5-[4-(methylsulfonvliphenvil-3(2H)-pyridazinone

The title compound was prepared according to the method of Example 62
13 substituting 2-bromothiophene in place of 1-bromo-4-fluorobenzene (yield: 98 mg. 40%).
mp 215-217 °C. 'H NMR (300 MHz, DMSO-d,) § 3.25 (s. 3H). 7.18 (m. J=9 Hz, 3H),
7.29 (m. 2H). 7.42 (d, 2H), 7.75 (d. 1H), 7.93 (d, 1=9 Hz), 8.4 (s. 1H). MS (DCI/NH;) m/z
427 (M+H)", 444 (M+NH,)". Anal. calc. for C,,H,;FN,0,8,. C. 59.14; H. 3.54, N, 6.57.

20 Example 174
2-(4-Trifluoromethyiphenyl)-4-(4-fluorophenyl)-3-[4-(methvisulfonvhphenvl]-3(2H)-

pyridazinone
The title compound was prepared according to the method of Example 62

substituting 1-bromo-4-trifluoromethylbenzene in place of 1-bromo-4-fluorobenzene

25 (yield: 185 mg, 64%). mp 171-173 °C. 'H NMR (300 MHz. DMSO-d,) 8 3.25 (s. 3H).
7.18 (t. 2H). 7.29 (m. 2H). 7.52 (d. J=9 Hz 2H). 7.91 (d. J=9 Hz. 2H). 7.93 (s. 4H), 8.52 (s.
1H). MS (DCI/NH,) m/z 489 (M+H)". 506 (M+NH,)" Anal. calc. for C,,H,,F,N.O,S: C.
59.02: H.3.3; N, 5.74. Found: C.58.75: H. 3.35: N. 5.69.
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The title conpound was prepared according to the nmethod of Exanple 62 5
substituting 1-(4-iodophenyl)pyrrole in place of 1-brono-42fl uorobenzene
(yield: 140 nmy, 50%. np 229-231 C. 'H NMR (300 MHz, DMS (7,MA’$m ,
3H). 6.3 (t, 2H), 7.18 (t, 2H), 7.29 (m 2H), 7.46 (t, 2H) 7.53 (d. J=9 Hz
2H), 7,75 (o obkhr197.91 (d, J=9 Hz, 2H), 8.27 (s, | H. NSTUSEIKM3) iz
486 (Ml -1)-, 504 (MENH,)-. Anal. calc. for C 7HO,FN OLS.0.5 H G C
66.79: H 4.15: N 8.65. Found- C 65.21; H 4.29; N, 8.12. 10 Exanple 176
2-(5-Chloro-2-thienvl)-4-(4-fluorophenvl)-5-f4-(nmeths-1sulf'onvl)phenvl|-3(
2H) - pvridazi none The title conmpound was prepared according to the method
of Exanple 62 15 substituting 2- bﬁhﬂﬂg&ldﬁlorothlophene in place of

: HH NMR (300

.

. SO ' . i e v 29 (m
4H), 7.5 (D, 4H) 791(d 359 Mz, maz,&ngl(s lH) M5 (DCI/NH3) nfz 435
(M*H)-, 452 (MtNH,)'. Anal. calc, for C,H,,FNO.S C, 66.35 H 4.41;
N.  6.45. Fourfdhe tide c6BpaiBd vids prEpaPd agqordsngato thometheehef| Exampie 62

2- (4t|Ieth henvl

uor ophenvi* )45‘3“9% ( %‘Pﬂéﬂ%‘gw‘ PPSR9tey B RAE R0 tgf 79 3 %‘(/orr?b nZne SHeld Mg 11 e
conmpound 3u85). RiEPSLEd °€CCHWRQ3®(D\AHHGDMSUI@Q dof25Exahpl 65 G2H)subs (i t uti ng |
- br ono- 4- net hylbenzene to QI ace of 1-brono-4-fluoraben en:egégI ivﬁld: 79 25
ny. 31% 7%7;901112@) TA6 (4R NwhS%QbérWZFE) TEvES AR, )0 lgdpl= %/ »3H), 5 3.25

(85 21 (s 81]‘-5 &5@ M%@CV%HZ?M?%(}@H Nﬁ%wﬁé‘g‘) gna?%ak?fo,&‘r]]a? Hial (Z:H)i‘or

C.,H , F NCQASFC0,86.535,0: 6. 66.49:41:4 N: N6845. Foundd(. 60"1661 189 M8KL.3 7; N
6.3. 181 2 7 NMAY 2003 WO 00/ 24719 PCT/ US99/ 25234 Exanple 178 2-
4- Fl'Qor ophenvl ) - 4- (2- et hyl - | - hexyl oxy) - 5- [ 4- (et hyl sul f onyl ) phenyl ] - 3( 2H) -

Example 176
2-(5-Chloro-2-thienvl)-4-(4-fluorophenyl)-3-{4-(methyisulfonvi)phenyl]-3(2H)-

pvridazinone
The title compound was prepared according to the method of Example 62

15 substituting 2-bromo-3-chlorothiophene in place of 1-bromo-4-fluorobcnzene (yield: 225
mg. 93%). mp 190-192 °C. 'H NMR (300 MIiz, DMSO-d,) § 2.38 (s, 3H), § 3.25 (s, 3H).
7.15 (t, 2H). 7.29 (m, 4H), 7.5 (D, 4H) 7.91 (d, J=9 Hz. 2H), 8.21 (s. 1H). MS (DCI/NH,)
m/z 435 (M+H)", 452 (M+NH,)". Anal. calc. for C,,HoF N;0:S: C, 66.35: H, 4.41; N.
6.45. Found: C. 66.15; H, 437, N. 6 3.

Example 177
2-(4-Methviphenv])-4-(4-fluorophenvl)-3-[ 4-(methylsulfonyphenvl]-3(2H)-pvridazinone

The title compound was prepared according to the method of Example 62
substituting 1-bromo-4-methylbenzene in place of 1-bromo-4-fluorobenzene (yield: 79
25 mg. 31%). mp 190-192 °C. 'H NMR (300 MHz, DMSO-d,) 8 2.38 (s. 3H), 8 3.25 (s,
3H), 7.15 (1. 2H). 7.29 (m. 4H), 7.5 (D), 4H) 7.91 (d, J=9 Hz. 2H). 8.21 (s, 1H). MS
(DCL'NH,) m/z 435 (M+H)", 452 (M+NH,)" Anal. calc. for Cy,H;oF N;O,S C. 66.35; H.
4.41:N.6.45 Found. C, 66.15: H. 437, N. 6.3.
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pyri dazi none To a solution of 2-ethyl-I-hexanol (65 ng, 0.5 mmol) in THE
(15 nL) at room5 tenperature was added NaH (60% oil suspension) (20 ng,

0.5 mmvol) and after 10 m nutes
2-(4-fluor ophenyl ) - 4-tosyl oxy-5-[ 4- (et hyl sul f onyl )phenylg 73% %Qm dazi no

ne (193 ny, OioR 7r’r;ml) was added. The resulting m xture wagcstd®reds at room
t enperat ure OP4Me next 2 hours. The mixture was quenched with 10%citric
acid and extracted with ethyl acetate. The extract was washed with water,
brine, dried with MgpSO4. and purified by 10 chromatography (silica gel. 2'1
hexanes- et hyl acetate) to provide the desired product (yield: 140 ng,

60% . np 120-122 C. 'H NWR (300 : Qd,,) S0.75 (m 6H. 1.1 (m

6H), 1.20 (quintet, J=7 Hz, 2H), ﬁﬁ%‘ﬂgﬁr— 1H), 3.27 (s, 3H. 4.30 (d. J=6
Hz, 2H), 7. 3(4-Fluoropréhvtizd-(RdthyI- 1ZhdXSlokimn)-S 24=|Dmctﬁv1819fc(ndl)ph]sn91]ﬂQH)2H) 8. 06
(d, J=9 Hz. 2H), 8.18 (s. | H. M (APCI +) mz 473 (MH-; (APC-) mz 507
(MtCl)'. Anal. calc. for 15 C , H guRdegiong 5 4 o C 62. 35 H 6.27; N, 5

87. Found: C. ﬁzaﬁﬁmo vl'su l- -Nexa@mf rﬁé%fmlln%l)%?%{?”@s i 81veboh- 4”(4 fl

uor ophenvl) - 5- 1-3 (2 1-1 pvri dazi none The
titl e conpmyediuvasasmpdeabNad (G0 oil shspgls’((m) tZ@engrélhmmw)fanE»ampll%lmteio
substitutjng_ 3-bronothi ophene in place of 4-flu roben ne. yi el d:
225 g, 9384-fluorpphenyjord spsyiqxy->--( NW#E’YX%“HB“)MH?C“ 8}“&6’)‘”‘%”‘3‘”@% ?’s ="(3H) 7. 15

(t. 2H). ¢ J%anflmvas d%th Vheﬁesﬁxﬂmg%%dﬁwa%ﬂd& @ofnl\(bméerbl).xreﬁoﬁﬁm(n&d 1 H,
7.91 (d, J20 Fz, 2H), 8.13 (dd, 1 H, 8.25 (s. | H. M5 (DA/NH) niz 427

(M+H) ', 42 KoyrivirNi, r1)u~<tur¢\wa$ queg@ed withgl0% @tr]chrquqd@\(gactedowtly,ghrjpcetg_te 1. 4.07:

N, 6.11. Found. C, 47 N, .6 2-(3

Di f 1 uorop %‘n‘i/“l"jmi"a(’ﬁv“i’ ‘éo“f ‘ﬁ%ﬁ I3"165dr('ed‘S‘Q%l"rr%\s/fghvl‘su onv%[?%henvl | - 3(2H) -

pvri da7i neemardddptd (thWelZOOBeM&@&ﬁ\alﬂﬂél&eﬂﬁ'H&w&@B%éd pfbldectt itle

corrpound was prepared accordin to the method of Ex (% @_ﬁtl tuting
5- di f | ubriedbridfoizef@%hemp A24i 2 o WMRYBE0Y e f‘N nE&tdel d: 250

1.1 (m, 6H), 1.20 (quintet, J=7 Hz, 2H), 1.44 (m, 1H), 3.27 (s, 3H). 4.30 (d. J=6 Hz, 2H),
7.37 (1, J=9 Hz. 2H), 7.65 (m. 2H), 7.89 (d, J=9 Hz. 2H), 8.06 (d, J=9 Hz. IH), 8.18 (s.
1H). MS (APCl+) m/z 473 (M=~H)"; (APCI-) mvz 507 (M+Cl). Anal. calc. for

15 C.,H,FN,0,S.0.5 H,0: C, 62.35; H, 6.27; N, 5 87. Found: C. 62 22; H. 6.14; N, 6.22.

Example 179
2.(3-Thienvl}-4-(4-fluorophenyl)-5-[4-(methvisulfonvphenyl]-3(2H)-pyridazinone

The ttle compound was prepared according to the method of Example 62
20 substituting 3-bromothiophene in place of 1-bromo-4-fluorobenzene (yield: 225 mg, 93%).
mp 200-202 °C. 'H NMR (300 MHz, DMSO-d,) & 3.25 (s, 3H). 7.15 (1. 2H). 7.29 (m.
2H), 7.5 (d. J=9 Hz, 2H), 7.6 (M, 1H) 7.66 (dd, 1H), 7.91 (d, J=9 Hz, 2H), 8.13 (dd. 1H),
8.25 (s. IH). MS (DCI/NH,) m/z 427 (M+H)". 444 (M+NH,)". Anal. calc. for
C,H,;FN,0,S8,: C, 55.07: H,4.07. N, 6.11. Found. C, 54.63; H.3.47, N. 6.01.

Example 180
2.(3.5-Difluorophenv})-4-(4-fluorophenvl)-3-[4- {methvlsulfonvlphenvl]l-3(2H)-

pyridazinone
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ng. 96% . np 166-168 C. 'H NWR (300 MHz, DwWsO-d,) S 3.25 (s, 3H) S 7.15
(t 2H), 7.27 (m 2H), 7.4 (m IH. 7.41 (m 2H). 7.51 (d. J=9 Hz. 4H).
7.9 (d. J=9 Hz, 2H), 8.3 (s, 5 1H). M5 (DCI/NH3) nlz 457 4
(Ivl+NH,)". Anal. calc. for C 3H 5F3N,3S: C, 60.13; Hzm\wﬂéﬁ\ 14.
Found: C, 6Qo4&47td, 3.31; N 6.03. Exanple 181 2-(2 PCT/US99/25234

4-Di fl uorophenyl)-4-(4-fltl orophem |)-5-(4-(meth vl sul fonvl)phenvl|-3(2H)-
10 pyvridazinone The title conmpound was prepared according to the nethod
of Exanple 62 substituting 2.4-difl uorobronobenzene in place of

| - brono- 4-f 1 uorobenzene (yield: 40 ng. 15%. np 245-247 C. 'H NWMR (300
MHz. DMSO d, ) The Stdnfoundihs prépafedldrcétding2bithe math&d ¢ftExatidle 627. 54 (m 2H),

7.57 7.9 (d, J=

(DCl / (I\IlrpB)Suli‘FPE‘“ﬂS? 5(Mmr°br°w?her(lﬁnmmp ace Aﬁmm"%‘g?‘ é‘“"ﬁ"ﬁ?"z&, FgF§Réoes o

60. 52: ¢ 3.

4-Di f uorogphen\% ?BIZP?A@% %Eprfg }@(3%345@2 gﬁ\(/iﬁgtdﬁ{/?sabébogw )8p7h£asn(\} I'T-3(2H) - 20

pvri dazi M@Tem, THE 7t4 (. él—k)oMb(umcIWakS lp@de;b’a% Hd 4bcoP (d-dgd He. Ihe8.Avs. hod of

Exanpl e i n i fluo nzen | ac f _

= br bro- 4791 VB G B b B ThE TG0 o8Bt 836 MO8 i (300
MHz, DNB@oda)HG* §l3*36(154 F%lﬂ)d @65445—1(?31 AD.03.7 3 (t. 2H), 7.25 (m 2H),
759(m4H) 9 (d J—9Hz.2H) 8.27 (s, 1 H. 25 M5
(DCI'/ NH,) nL/z 457(M+H) 474(I\/HrNH) Anal . calc. for C ;HF N G3S: C
60.52; H, 3.31; N 6.14. Found 6 80: e 8]3 48; N. 5 89 Exarrple 183
2-(3-Furvl)-4-(4-fluorophenvl)-5- 4= | sul fonvl )phenvl 1-3 (2

H) - Rvridazi nomeDifléiophedyl MAY4-200mBp MDY 0CT- M&ﬂ:ﬁh@ﬂfﬂowﬁwﬂm_ﬂhe title
conpound was prepared according to the nethod of Exanple 62 substituting
3-briénofuran in place of | -bronpPXLi¢azRANShenzene (yield: 175 ng, 73%. np

239242 C. " HoMYR AR PR AL 2 hmedibl of B 1H) 735 (1.

substituting 2.4-difluorobromobenzene in place of 1-bromo-4-fluorobenzene (yield: 40
mg. 15%). mp 245-247 °C. 'H NMR (300 MHz. DMSO-d,) 8 5.23 (s, 3H), 8 7.15 (t, 2H),
7.3 (t. 2H), 7.54 (m, 2H), 7.57 (m, 2H), 7.75 (m. 1H), 7.9 (d, J=9 Hz. 2H). 8.27 (s. 1H).

15 MS (DCI/NH,) m/z 457 (M+HY", 474 (M+NH,)” Anal. calc. for C3H,,F;N,0,8: C, 60.52:
H, 3.31; N, 6.03.

Example 182
2.(3.4-Difluorophenvl)-4-(4-fluoropheny 1)-5-[4-(methvisulfonyDphenyl]-3(2H)-

20 vridazinone

The title compound was prepared according to the method of Example 62
substituting 3,4-difluorobromobenzene in place of 1-bromo-4-fluorobenzene (yield: 170
mg. 70%). mp 109-110 °C. 'H NMR (300 MHz, DMSO-d,) 8 3.23 (s. 3H), 8 7.15 (t. 2H),
73 (1. 2H), 7.25 (m. 2H), 7.59 (m, 4H). 7.83 (m. 1H). 7.9 (d, J=9 Hz. 2H), 8.27 (s, 1 H).
25 MS (DCI/NH,) m/z 457 (M+HY', 474 (M+NH,)". Anal. calc. for C,:H,.FiN,O;S: C, 60.52;
H,3.31; N, 6.14. Found 60.60: H.3.48;N. 5 89

Example 183
2.(3-Furvl)-4-(4-fluorophenvl)-3-[4-(methvisulfonvljphenyl 1-3(2H)-pvridazinone
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7.29 (m 2H), 7.5 (d, J=9 Hz 2H). 7.8 (t, I H 7.91 (d. J=9 Hz. 2H), 8.3 (s
| H, 858 (s, I H. 5 M5 (DCI/NH,) mz 411 (MH-. 428 (MtNH,)'. Anal.
calc. for C,HSF NQOS. 0.5 HO 06146H368N6 KA

59.91. H, 3.54: N, 6 54 Exanple 184 @7 9009

2- (3- Fl uoro- &gd’%%ﬂévphenvl) 4- (4-fluorophenvl)-5-j4-(nmeti hpcl/essohonyi

) phenvl | -3(2 pyri daztnone The title conpound was prepared according
to the method of Exanple 62 substituting 3-fl uoro-4-nmnmethoxybronobenzene in
pl ace of | -brono-4-fluorobenzene (yield- 230 ng, 85%. np 97-101 C. 'H
NVR (300 MHz, D.\MSO-d,) S 3.25 (s, 3H), 3.9 (s, 3H), 7.16 (d, IH), 7.29
(m 3H). 7.5 ( I 5 (DCl/ NH3)
Mz 469 (MrH)- mﬂ}fgﬂ_t'?e(cl%ﬁ&u}d(\gas R}%ﬁ?xrf!dzac[:gr@n]g tgth%%?eﬁrﬁ)d o'Fl)E\arP/ﬁe 350 EHO C
61.53; H, BJbSITmmN; 3Bbrddfbfulan inglace@f 16rorh8:4- ﬂ-hordbeﬁﬂgne(\ylcla Hgmg)?é%ﬁ)l ®pl185 (2
Fl uor opheny|

fl uor ophen%’% 24 1<Ql MWI@QJM%%W%@M %L’%fsz?—bl) 5\9?'(%dyi)hohse([ “5{3 The title
conpound “@%9@&1@%{ oq <acjc-@wﬂg .9 (L e el r@@)q otizExanmph ¢s ), 8581b§11}ﬂ) uting
2-fl uor obronmobenzene i'n of '1- br onmo- 4-f | uor obenzene ield

ny.
5% srrp 9MSL@ZKJI(1NH;)WNW (MG&))M%B(NBPDB@)GIG‘)MBCQ‘CZSF@&H B 0456357H1@ (t,

: 5 , 8.27 (s. I H. M
(ESI) [ i3 ?%_V?PHP 68; R, b POl €. Sﬁ%ﬁ-qb%ﬂﬁgﬁf 03S C 63.01; H 3 68:
N. 6.39. Found. C. 62.91, H 4.06; N, 25 5.99. Exanple 186 f4
(4m nosul fonvl ) phenvl | - 4- (4-f 1 uorophenvl ) -5-14- (et h\ I sul fonvl ) phenvli-3(2H
)- pvridazinone 184 2 7 MAY 2003 vexanaled$49 PCT/ US99/ 25234 The title
conmpound wa P ar ed 3¢t ut i ng
4- ani nosul f RSP Smefickrpien ' e betrrlilzene. np
213-2§p6 C. '"H NWMR (300 MHz. DVSO d6pyéddéimdbe (s, 3H), 7.15 (t, 2H). 7.29 (m

2H), 7.53 (s, 7.55 (s, | 2 98 (d, 2
Hé (s. | |_|§ |\/§|;2 title comp(ound wasl_greparegaccordmg tc@the metl%l'od(ofE‘(aF%le 6Z ( H.

substituting 3-fluoro-4-methoxybromobenzene in place of 1-bromo-4-fluorobenzene
(yield- 230 mg. 85%). mp 97-101 °C. 'H NMR (300 MHz, DMSO-d,) 8 3.25 (s, 3H), 3.9
(s, 3H), 7.16 (d, 1H), 7.29 (m, 3H). 7.5 (m. 4H). 7.91 (d, J=9 Hz. 2H), 8.23 (s 1H). MS

15 (DCI/NH,) mv/z 469 (M+H)", 491 (M+NH,)". Anal. calc. for C;,H,,F:N;0,$.0.5 H,0: C.
61.53: H, 3.87; N. 5.98. Found: C. 61.18: H. 4.01; N. 5.58.

Example 183
2-(2-Fluoropheny|)-4-(4-fluoropheny!)-S-[4-(methvisul fonyl\phenyl]-3(2H)-pvridazinone

20 The title compound was prepared according to the method of Example 62
substituting 2-fluorobromobenzene in place of 1-bromo-4-fluorobenzene (yield: 195 mg.
75%). mp 96-103 °C. 'H NMR (300 MHz, DMSO-d,) § 3.23 (5. 3H). 8 7.15 (t, 2H). 7.3
(m, 3H). 7.55 (m, SH), 7.9 (d, J=9 Hz, 2H), 8.27 (s. 1H). MS (ESI) m/z 437 (M-H)").
Anal. calc. for Cy;H,,F-N,0,S: C. 63.01; H. 53 68: N. 6.39. Found. C. 62.91. H. 4.06; N,
25 5.99.

Example 186
2-[4-(Aminosulfonvl)phenv] |-4-t4-fluorophenvl)-5-[4-(meth Isulfonyl)phenvlj-3(2H)-

vndazinone

184



5 (DCI/NH,) mz 499 (MrH)'. 517 (M,-NH,)-. Anal. calc. for
C,H,FNOS .0.5HO C 55.30; H 3.63; N 8.41. Found: C. 54.4; H
3.79; N, 7.78. Exanple 187 27 MAY ?

2- (3-Chl oro-4-f1luorophenvl)-4-(4-fluorophenvl)-5-f4-(nmeth,, -1sul fonvl)phenv
il-3(21-1)- wi®ogastidazi none The title conpound was prepar edPEEEPAIAY to t he
nmet hod of Exanple 62 substituting 3 -chloro-4-fluoro- | -bronobenzene in
pl ace of | -bronpo-4- fl uo ro benzene (yield: 320 ng. 78% . np 155-157 C.
"H NWR (300 MHz, DNISO-d6) 6 3.23 (s, 3H), 6 7.15 (t, 2H), 7.3 (t, 2H).
7.25 (m 2H). 7.53 (d, J=9 Hz, 2H), 7.59 (t, IH, 7.73 (m 15 1 H, 7.9
(d. J=9 Hz, 2HrhefitR&obipourd JvBs,pr8pa2Ji e(t.Sordxthil)le mivBhof DCEAAh{d} 620 z 473 ( M+H)'
490 (l\/HrNH).AnaI caic. for C 3H 5CF, N % C. 58.42; H 3.2: N, 5.92.
Found 58. sstifgting $-agrmoswiforg |-y renehsprese mia%’ }-bpano-4-fluorobenzene. mp

D chl orophenylded- 'ﬁﬂﬁ@b@ﬂfﬁ??ﬂs@a & AIRESYILS Lom). rabenybily 3(211)

pyrlda2|none e conpoun repare according to the t hod of

Exanpl e 62.55uheH) 7155i(ngH3, 57 didcBHpT.Bbenddne S8 (4, @Hacﬂe: 6f 1H). MS

t-brono-4-fl uorobenzene ield . 8%).. MR (300

e, SDMso(Ia INE. H“’Zﬁsgéfv‘g'é%g‘ 6‘@6\?%@ A““; ENQ‘% g?—i)” H78*51 (d, J=9
t 417 H37799N ¢783 9 He, | H).

I\/B (DCI / NF §§)Nn3}62}i43k41 Fﬁ%d(@ 52&% Vi-NH, )( Anal . cal c for

C,3H 5C ,FN,3BS 0.5 HGO C, 56.45 H 3.09. N 5.72. Found. C. 55.36. H

3.00; N, 5.50. Exanple 189 18: 2 Y. 2993 WO 00/ 24719 PCT/ US99/ 25234
2- (4- Fhwr o- 3- net hvl phenvl) - 4- (4- flg‘oro%wém'rrvl) 5-f 4- (et hvl sul f onyl ) phenyl 1 -

3(2H) - pyri gazicheRe-Hisrdohdrve-LorPestoshemas S4-epahesilfnedpitnpig- 3%t he net hod
of Exanple 62 substituting | -brono-4-fl uoro-3-nmeth ylbenzene in place of
1- br oho- 4- f | uor obenzene 5 (yi el d: RYUISAZIBGNE 7104 pp 168-170 T. '1-1 NMWVR

(300 Mz, Dlvso'lﬂ@ill?ccgngbugé was prepared according to the method of Example 62

substituting 3-chloro-4-fluoro-1-bromobenzene in place of 1-bromo-4-fluorobenzene

(yield: 320 mg. 78%). mp 155-157 °C. 'H NMR (300 MHz, DMSO-d¢) 3 3.23 (s,

3H), § 7.15 (1, 2H), 7.3 (¢, 2H). 7.25 (m, 2H). 7.53 (d, J=9 Hz. 2H), 7.59 (1. 1H), 7.73 (m,
15 1H), 7.9 (d. J=9 Hz, 2H) 7.96 (m. 1H). 8.27 (s. IH). MS (DCI/NH;) m/z 473 (M+H)", 490

(M+NH,)". Anal. calc. for C;H,CIF,N,O;S. C. 58.42; H,3.2: N, 5.92. Found 58.23: H.

2.87; N, 5.70
Example 188
20 2;(3.S-Dichlorophenyl)-4-(4-ﬂuorophcnvl)—S-H-(melhvlsulfonyl)phenv]]-3(2[-1\-
pyridazinone

The title compound was prepared according to the method of Example 62
substituting 3,3-dichlorobenzene in place of 1-bromo-+4-fluorobenzene (yield: 360 me.
78%). mp 289-294 °C. 'H NMR (300 MHz, DMSO-d,) 8 3.25 (s, 3H), 6 7.15 ( 2H).

35 7.27 (m. 2H). 7.51 (d, J=9 Hz. 4H). 7 75 (1. 1H), 7.83 (d, 2H). 7.9 (d, J=9 Hz. 2H). 8.3 (s
1H). MS (DCI/NH,) m/z 490 (M+H)". 507 (M+NH,)". Anal. calc. for

C,,H,,CLFN,0,8 0.5 H,0: C, 56.43: H.3.09. N. 5.72. Found. C. 55.36: H. 3.00; N, 5.50.

Example 189
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3H), S 3.25 (s. 31-1), 7.15 (t. 2H), 7.3 (m 3H). 7.56 (m 4H). 7.9 (d.
21-1). 8.23 (s, 2H). MS (DCINH,) nmfz 453 (MH)-. 471 (M:eNH )'. Anal, calc.

for C,HI8F, NO3S. C 63.71; FI. 4.01; N 6.01. Found: C. : . 06;
N, 5.92. 10 Exanple 190 2-(4-Chloro-3-fluorophenvl )-4-(4-2%3‘?83&&03) -5-f1
4- (et hvl Su{vﬁ)%@‘ﬂﬂ& phenvl | -3(2H)- pyridazinone: The title GgaRossdsmnas
prepared according to the nethod of Exanple 62 substituting

4- br ono- 1- chl or o- 2- f | uor obenzene in place of 1-brono-4-fluorobenzene 15

(yield: 220 ng, 80%. np 102-110 C. 'H NMR (300 MHz, DVBO-d,) 8 3.23 (s,
3H), 7.11-7.19 (m 2H), 7.25-7.32 (m 2H), 7.51 (d, J=5.6 Hz, 2H),
7. 75 7. & 2 =

7.58-7.64 ) ' C o828 (s, | F
552 (AP nudidbheniO8 14 BnethidiBntBone a3 28

2-fl uorophenvl) -4-(4-fl uorophenvl )pyfiddztbnenmet hvl sul 1:onvl ) phenvl | - 3(2H) -
pyri dazi none: _The title conpound was prepared a‘gcgrgi%to he net hod of
Exanpl e 62 subdeifleeenpeundyyas pisPared pcsrinstonthe BFYBeRL & Rlﬁf%l ace of

| - br ono- 4; : e qlmal d. 9 B R8S : (300 MHz.
OVBG o) B B RERRR-1{fh 83 an e i Hage TP1 SR Mbropelaedl.

7.4957. 58y{eld: 235ng, 7T1%8-mp V6810 Q2. NMRI30G MHz, DMSQ-dgd 2.26) , 8. 29 (s.

IH). MB (APCL+). nfz 473 . LA . L HCIE N,O S.oC, 58.41;
H.H) 3.10: (N?%é?éé.(S-éH&ﬂd!J(@%s7_-é§’.ﬂh?>- %%Em &?’r- %zgfgz ﬂ’{)Egéﬁ{)ﬁ’ e‘%ggswe Y 7
MAY 2003 1@@43@7&95'3%?%5%{1 202241,y 270k, calc. for C,H,F.N,0,S. C, 63.71; H.

on

- Adanmant vl oxvcar yl)-4-(4-f1 uorophenvl ) -5-f 4- (net hvl sul

f onvl ) pheh01;IN.3(HFpundo & b3aZi Fha@s; M. §8Rut i on of

4- (4-11 uorophenyl)-5-[4-(met hyl sul fonyl ) phenyl | -3(2H)- pyridazi none,
prepared according to the procedure of Exanple 11 (200 ng, 0.58 nmmol) in 5
CH Gp2 (8 nl) was prepared and stigxaggle IBOAdamant yl fl uorof ormate (172 nuy,

0. 87 | di et hyl i i di 14 0,01 d tri | i
0,87 ol ) gigetiyl aminopyridine (12 18 0107 b TRk ARG, ALLBLAY! 2 ne

ridazinone:

The title compound was prepared according to the method of Example 62
substituting 4-bromo-1-chloro-2-fluorobenzene in place of 1-bromo-4-fluorobenzene
15 (vield: 220 mg. 80%). mp 102-110 °C. 'H NMR (300 MHz, DMSO-d,) 6 3.23 (s, 3t),
7.11-7.19 (m, 2H), 7.25-7.32 (m. 2H), 7.51 (d, J=5.6 Hz, 2H), 7.58-7.64 (m. 1H), 7.75-
7.87 (m, 2H). 7.91 (d, J=5.6 Hz, 2H), 8.28 (s, 1H). MS (APCl+) m/z 473 (M+H)".

Example 191
20 2.(4-Chloro-2-fluorophenyl)-4-(4-fluorophenyl)-5-[4-(methvlsulfonvl)phenvl]-3(2H)-

pyridazinone:
The title compound was prepared according to the method of Example 62

substituting 1-bromo-4-chloro-2-fluorobenzene in place of 1-bromo-4-fluorobenzene
(vield: 65 mg 24%). mp 250-260 °C. 'H NMR (300 MHz. DMSO-d,) 8 3.21 (s. 3H),
25 7.12-7.19 (m. 2H), 7.25-7.32 (m. 2H), 7.49-7.58 (m, 3H). 7.68-7.78 (m, 2H). 7.91 (d,
J=8.7 Hz, 2H), 8.29 (s. 1H). MS (APCl+) m/z 473 (M+H)". Anal. calc. for
C..H,CIF.N,0,S: C, 58.41; H. 3.19: N, 5.92. Found: C. 58.69: H, 3.45, N, 5.78.

Example 192

186



were added. The reaction mxture was stirred at room tenperature overnight.
The reaction mxture was diluted wwth CH C, (50 mM) and washed with 10%

citric acid (50 m), brine (50 mM) and dried over I\/gSO4 mr‘mgrated
in vacuo. The resulting crude 10 residue was purlfl ed u3|
chr omat ogr apiwp 088@ . el uting with 15:1 CH O, : di et hyl 5”593’5;3?“0w de

the desired product (yield: 55 ng, 18%. 'H NI\/R 300 I\/Hz DIVISO de) S 1.66
(bs, 6H). 2.25 (bd, 10H), 3.21 (s. 3H). 7.15 (t. 2H) 7.24 (m 2H), 7.6
(dd, 2H), 7.88 (d, J=9 Hz, 2H), 8.15 (s, IH. M5 (ESI) rn/z 521 (MH)-
Anal . calc. for C1IHISF N O S,: C 64.35 H 5. 20 N, 5. 36 15 Exarrple 193
(2 Trifluordtif ; dyda i ; : » ‘ -

pyri dazi none 20 Exanpl e 193A 2- (2 Tr|fI uoroet th) 4

5-di chl or o- 3(2H) - pvri dazi none 0 BYIQRZIANE "ot hyl hydr azi ne (70% sol uti on
in water. 35.0 fgsol\ghéﬁc&ﬂ(mmo%ﬁe gﬂ)l’-ﬁﬁt-@i@twl§Mf0W@mmlPB@2H)aC' d (51.88 g,

0. 307 not) in ethanol (300 nL retl uxed for hours. The sol vent was
concentr at B)mdaﬁanMQPafWC@rdy’gﬁ%ﬂ@ peftsedirn aBE yamrle W08 anf OB o4t er and

87 9053 04 g A g Pl e el

Trl fl I uor oe.hmm)mﬂna*plyhernsfﬁt iy, dr GV \mrdé 12 kd tnerhiytbazna®nl@ ml1@87 mnVoIMAY 2003 WO
00/ 24719 PCTI US99/ 25234 .
2-(2. 2, 2- THERI28dsdo dm jaaytion rsmair%wmtweé@EWWWPHM%%@ 5T m 60, 7

l ] w ( gLigM Soh t
(500 i) " araPE RRLHLEARARRHE drk1s) ) haWihed wHEI 96 Bhaieatios0n wat er

CH. d, /hexam)esmt(whnmﬁtdaeepvqrmgsaatmcpmtr@.tr:qi instagva. | Thy resyliingrerude was

consuned. ) The reactjo ure. was coole e he pH 5 of
the réhcti Bid H‘?%’Pﬁf?‘ﬁ’f\figé’s‘é\ﬂ EP%‘(CQE?"%O%%%%S'g)?'vﬁl?ﬁ@h@gr oéL?gkﬁllcdlgé "d (159 .
The productmey@sprexnlis e ldefrewiptdauat(hixld: 85 igat 8). 7GIONNR)(300ThRizoDYHO-c phase
was washed vvlth brine R
dg) & 1.66 (bs. 6H) 25 (bd, 10H), 3.21 (s. 3H). 7.15 (t. 2H), 7.24 (m, 2H), 7.6 (dd, 2H),
7.88 (d, J=9 Hz, 2H), 8.15 (s, 1H). MS (ESI) m/z 521 (M-H)". Anal. calc. for C;H,sF

N,0,S,: C, 64.35; H. 5.20; N, 5.36.

15
E\(amgle 193

pvridazinone

20 - Example 193A
2-(2.2.2-Trifluoroethyl)-4.5-dichloro-3(2H)-pvridazinone

2.2,2-Trifluoroethylhydrazine (70% solution in water. 35.0 g, 0.307 mol) was
treated with mucochloric acid (51.88 g, 0.307 mol) in ethanol (300 mL) and retluxed for 5
hours. The solvent was concentrated in vacuo. The crystals obtained were washed with
25 water and arr dried (yield: 50 g: 67.5%). 'H NMR (300 MHz. CDCl,) 5 4.8 (q. J=9 Hz,
2H), 7.85 (s, IH). MS (DCI-NH,) m/z 264 (M~NH4)".

Example 1938
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dried over anhydrous MgSO4 and filtered. The filtrate was concentrated
under reduced pressure. The hydroxy conpound was obtained as a Iight br own
solid (yield: 13.1 g. 94%. 'H NWR (300 Mz, DI\/ISOdG) S 4. 92 ( J=9 Hz,
21-1). 7.9 (s, | H M 10 (DCLINH, ) mz 229(I\/HrH) Exa
2-Trifluoroethvl)-4-chloro-5-(trifluoronethyl sul fonvI oxy) - dazi non
e Anhydrou¥NYZHR (9.04 m 85.32 mol) was placed in a 5 é%hn%qqlﬁgia?]
bottom 15 flask and anhydrous CH2CL2 (200 nlL) was added. The reaction

m xture was cooled to 0 oC under N,. The hal ohydroxy pyri dazi none prepared
in Exanple 193B was dissolved in CH, CL, (100 m.) and added sIovay to the

flask and sti rred, .o The .reactjg

tenperature. (‘-T<Lc(j,2 %" ‘iorﬁ%‘hgﬁé&‘af 9/’0 ’écg ¥ré a"i“ﬁ%ﬁ\l\@g@j@? g]tap%n of the
reaction np)otz;mﬁmrcﬁ%hﬁtg {1082 QUARE NEWerbidiKed v ith walee(500 g lasd ﬂhﬁsat 20

contai ning the product was separated. washed with brine and dried over

MySO, . Theﬂuximélhpunsg TLICI({ rlat GHy@ghexeneséaty! asasaieindiened G dletiriiessure. The
i ol e 50,21 S o IGPR O Gl BULAL gl 15110 3

silica g Fovided t tle
conpound @sheére@ioh- mlkﬁewwmd \Q&lddblﬁbc(u14 vBthrhyd?da%))nc adit( NV, (TROProkittz. CDCI |, )
S 4.85 (q. J=9 Hz. 2H), 7. . M8 (DC1/NH,) mz 35 é? M+NH4) -
Exanpl e 19a3xpagted witlethy] Qf@?atfe(ﬂﬂQ/F’)U ATRhPEAYC Bhasa Wespathse PP By'Bhen

11-3(2 d / 4 A
sl ut 1 on SeCer PR Pas WERoEwh Akt A EUpE Ayl el e

(et hylt hpreésphenmle edrory coragdudd Gﬁ?thmypd 8s d Betmvodwn solid (yield: 13.1 g

L1 1 oty £oH ENME. (90 MFEo DR Gragio) 1 STLEROTAGEY FeRRbVaL rof | i for ]

hour . The Sq pakfzi-tioned 5 between ethyl acetate and water. The
et hyI acedzgg%igsxg\re@\?\gfagq mshed with water, then brine, followed by drying
over MSO4 and filtration. The filtrate was concentrated in vacuo. The
resi due was purified by colum chrEomat 9 aehy (silica gel, 92:8

2.(2.2.2-Trifluoroethyl)-4-chloro-3-(trifluoromethvisulfonyloxv)- 3(2H)-pvridazinone

Anhydrous Na,CO, (9.04 m. 85.32 mmol) was placed in a 500 mL round bottom

15 flask and anhydrous CH,CL, (200 mL) was added. The reaction mixture was cooled 0 0
oC under N,. The halohydroxy pyridazinone prepared in Example 193B was dissolved in
CH,CL, (100 mL) and added slowly to the flask and stirred overnight. The reaction
slowly warmed to room temperature. (TLC (2:1 hexanes/ethy! acetate) indicated
completion of the reaction.) The reaction was quenched with H.O. The organic phase

20 containing the product was separated. washed with brine and dried over MgSO,. The
resulting filtrate was concentrated under reduced pressure. The crude product was isolated
as deep red-brown residue. Purification using a silica gel column (30:70 ethyl
acetate/pentanes) provided the title compound as a dark. reddish residue (14.3 m. 70%).
'"H NMR (300 MHz. CDCl,) & 4.85 (q. J=9 Hz. 2H), 7.9 (s. 1H). MS (DCI/NH,) m/z 378

25 (M+NH,)".

Example 193D
2-(2.2 2-Trifluoroethvl)-4-chloro-5-[4-(methvlthio)phen 11-3(2H)-pvridazinone
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hexanes/ et hyl acetate) to provide the coupled internediate as a pale.
greeni sh-yellow solid (yield: 500 ng, 35%. np 130-139 C 'H NWR (300 MHz,
CDCl,) S 2.55 (s, 3H), 4.87 10 (q, J=9 Hz. 2H), 7.37 (d, _%ﬂb@x , 7.48
(d. J=9 Hz. 2H). 7.82 (s. | H. M5 (DA/NH3) mz 335 (I\ZI{K ; e 193E
242,12 WO 0024719 PCT/US99/25234
-Trifluoroethvl)-4-chl oro-5-14-(net hvl sul fonvl ) phenv1l-3(2H)-pyri dazi none
15 The title conpound was prepared according to the nmethod of Exanple 10,
substituting the coupled internedi ate prepared in Exanple 193D in place of
2- benzyl - 4- (4- fluorophenyl)-5-[4-(nmethvlthio)phenyl]-3(2H)-pyridazi none
(yield: 440 no\ soBkféh.of R trifAd pRare€in EXIR 38A0.58k3.3 BMB0: 416) S 3. 33 (s.
3H), 5.10 (q, J=9 Hz, 2H). 7.90 (d, J=9 Hz. 2H). 8.12 (d, J=9 Hz, 2H).
8.20 (s, (meghylthimphermiibawpyiy agid (879am8,CMS-FPPD.  X1E AH Exanpl e 193F 2-(2 2
2-Triflu )z 4 ( 4z f 5 4- I ; . 3(2H) -
oyt daz RO e B S R R 250
round botldMnfihaels kn okt daoheated taheeflug 29 1topr. viEls maiddesdwasrmaaitionsd at r oom

tenperature then fl uorobenzyl romde (3 .nl) was added and stirred. The
react i on BRR¥CRERY bRFeRte a&‘g \'@YQF'OFE?&H‘I}SW?%&A&)/F) “%ﬁ%ﬁ%l Vﬁlrdw wash @E?Hsurred

resul ting,{nB B11Rad oy PRS- b OMWdFMrdtfoh Ohe Th@tedvds 2orkeRirated in
trifluoroethvl)-4-chloro-5-[4-{meth} |sulfonyl)phenyl]- 3; 2H) - pyri dazi none
pr epar ed vapucl 8BhQreFid A2 DG Dy 00lLM ZRPRTEFApRD Gi1x3 284 92:Bx anpl e 193E was

dissolved in dry THE (25 nl)..and transfer . Jo O ion. The
m xt ure 3)&@%&5@&?8&%? ‘?{8%1963l.he‘fﬁk?e}f@:n%"hg‘ﬁ:g%\gbs% eteﬁgf éeglggp g%"z‘?%i P\di cat ed
that the (yR: 50@R#gNS5v8). flpanbiing cgatieNMR (MM HarEORd J).5The3H)eas?i on was
cooled to room tenperature then 3uenched Wi glg g gat tg& g{laﬁ.&_‘ ol ution.
The 1pr odu@t )=z 3Rt 8 d=8 W £H)- ey 8 dtzat®)- (B (ﬁs‘m; Hf 30r gani ¢

| ayer Wasnm%g?ﬁ;g)xh saturated NH4CI, and brine. The ethyl acetate
solution was dried’over MpSO4 and filtered. The filtrate was concentrated

under reduced pressure. The product was isolated as an orange residue.

Example 193E
2-(2.2.2-Trifluoroethy!)-4-chloro-5-[4-(methvisulfonvl)phenvi]-3(2H)-pvridazinone

15 The title compound was prepared according to the method of Example 10,
substituting the coupled intermediate prepared in Example 193D in place of 2-benzyl-4-(4-
fluoropheny)-5-[4-(methylthio)phenyl]-3(2H)-pyridazinone (vield: 440 mg. 81%). mp
221-222°C. "H NMR (300 MHz. DMSO-d,) 6 3.33 (s. 3H), 5.10 (q, }=9 Hz, 2H). 7.90 (d,
J=9 Hz. 2H). 8.12 (d, J=9 Hz, 2H). 8.20 (s, IH). MS (DCI/NH,) m/z 367 (M+H)".

70 X1E AH

Example 193F

ey

pvridazinone

25 Magnesium turnings (500 mg) were placed in a dry 250 mL round bottom flask.
Anhydrous ether (20 mL) was added under N, at room temperature then fluorobenzyl
bromide (3 mL) was added and stirred. The reaction was heated at 40 °C for 2 hours. All

770

magnesium was consumed resulting in a pale brownish-yellow solution. The 2-(2.2,2

trifluoroethyl)-4-chloro-5-[4-(methy Isulfonyl)phenyl]-3(2H)-pyridazinone prepared in

189



Purification using a silica gel colum (20:80 ethyl acetate/pentanes)
provided the title conpound as a pale yell ow powder (yield: 140 ng, 28%.
"1-1 NWR (300 MHz, 10 CDCI3) S 3.13 (s, 3H), 4.85 (m 2H) 6..93 (m 41-1).
7.49 (d, J=9 Hz, 2H) 7.72 (s, | H). 8.08 (d. J=9 Hz. UB\IH,)
mz 441 (MFS%-. Anal calc. for C,,H'F4N, 0 S. 0.5 HO C %}% %32343 . 81
- N, 6.23. PYA8¢€? 53.45; H 3.81; N, 6.23. Exanple 194 1

(4- Fl uorophenvl)-4-(4-fl

uor ophenoxvnet hvl ) - 5-[ 4- (net hvl sul fonvl )t) henvl | -3(2H) - pvri dazi none

Exanpl e 194A 2- (4-Fl uor ophenvl)-4 5-di brono-3(2H)-pvri dazi none 20

Mucobrom ¢, _aci d sal v ) was
treated wiFHPYS- ]é ?%thagﬂﬁ&i‘ﬁ% 1%&@%‘%@ 'ﬁd “géﬁas F’ﬁedttﬁg nea%%%oljﬂlglonq}xt ure
brought t ahk afikide vdds HRated@Br B HoBRP GLEL (DN GeRined/tthylack@te) ﬂ:ﬁhd&(&lﬂﬁat tHeur i ng t he
course of reaction. the mxture becanme a honbgeneous deep red sol ution,
and upon @eyUddzingne @tams@at@abwgmoaﬁumqéé Tl 8251996 609187 19FA°MThe sol uti on
was poured int e wat er f The

yel | ow brg%pegg%ftq%ﬁ“ quV\%Ch Ft esz?ﬂé)t fr‘kﬁ‘l ﬁg&lkﬁ%' ﬂ{eﬁgpdélglﬁvtvimoéf}la% t('s:dol d water.

and dyi ed wvith e\ﬁ@Qu&til@(ﬂOM)d@dﬁhBo@ax{nBﬁx%r Wis \pdsheti.lwtth sa(tv.ﬂrated NHCI, athem .
1993. 30. 1501, Heterocycles 1985, 23, 2603) ' %&e %z DVBO- d5) S
7.31- 7. 41 being. "Q'hsq)cthyﬁ agrrate yolguory( s dﬂeﬁl oves MgS 45zmd ﬁll‘q)c.d (1 Y2y 2 347

Br,, Br, 8 e BETQ. MENH,
gn:j n’I; g égh'?étrate l%de?’ﬁﬁ% e@ s;nﬁ’é %lbe dr&!luc b dohs %I%tﬁa%arg %;azae?x%‘ dék. )’

PCT/ US99/ Z’iﬁﬂdanolﬁmmg Iaexlib@éB column (20:80 elhyl acetate/pemane>) provided the title

2- (4- Fl uor ophenv| oxV-5-br onp- 3(.214)., I‘Il 3 C honpgeneous
sol uti on ¢gPmpogng %I [ggﬁﬂ%‘hﬂ’)"d% S‘e@rg ?§ %‘ZM}Q?&S) 7%H%one (.7.18 g,
20. 6 1) t ef1f ahy iy aﬂ4<i(’z122~crm g.70reatp®.08M t h

nmet hém (%@%APﬁ ?9(@?9%% Slﬂm m% zﬂ{er ]?, m nutes w tq\rf:aNal - Ikg 833 g.

20,5 ol (@ 50D HSHDENGR) oeHa (Ve vl o261 ReFabts N0 8 Bver o
t | 33 ¢&3( Not |
T oo e 23 Rl AR By gy ot severa

Example 194
\5 2-(4-F1uorophenvl)-4-(4-ﬂuomphenoxvmethvl)-5-[4-(meth\'lsulfonvl)phenvl]-3(2HL

pyridazinone

Example 194A
2_(4-Fluorophenv!)-4,5-dibromo-3(2H)-pvridazinone

20 Mucobromic acid (5.0 g, 19.4 mmol) dissolved in acetic acid (110 mL) was treated
with 4-fluorophenyl hydrazine HCl. and the heterogeneous mixture brought to reflux ata
bath temperature of 115 °C for 15 hours. During the course of reaction. the mixture
became a homogeneous deep red solution. and upon cooling to 25 °C, a crystalline
precipitate formed. The solution was poured into ice water (1000 mL) and stirred for 20

5 minutes. The yellow/brown crystals were filtered off, washed with additional cold water.
and dried in vacuo to provide 5.8 g (86%) of product. (J. Het. Chem... 1993. 30. 1501,
Heterocycles 1985, 23, 2603) 'H NMR (300 MHz. DMSO-d,) 8 7.31-7.41 (m. 2H). 7.57-
7.64 (m. 2H). 8.29 (s. IH). MS (DCI+) m/z 347 (BryBryy M+HY. m/z 349 (Br,,Bry,
M~H)". m/z 364 (Bra,Br,, M+NH,)". and nv/z 366 (Br.,Brg. M+NH,)".
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reaction did not run to conpletion, and so the tenperature was raised to

reflux for 4 hours 10 nore. The reaction was still not conpleted. An
additional 0.1 equival ent of NaOwe solution was prepar e? ?nm‘ﬁ te
flask as above with the quantities: 32 nL of tetrahydrofuran mL of

met hanol , anglo8g@24m of 60% Nall oil dispersion. This NaOVeCBUPUREIIA was
added via syringe to the reaction mxture cooled to 23 C. and then the
tenperature raised to reflux for 4 hours The reaction was still not

conpl ete, and so 15 another 0.1 equival ent NaOWe sol uti on was prepared.
added. and the reaction brought to reflux, as above. After this 4 hours.
the reaction was conpleted. The m xture was cooled to 23 C and diluted to
2000 nL with water. The yellow white precipitate that formed was filtered
of f, washed with additional water Q@iﬂﬁd&ﬁgentrat ed in vacuo to provide
5.39 g (88% of pr "H Nl MMR (300
MHz. DMSO-d6) 6 4.1 .62 (m 2H) 8.22
(s, IlH)- | SI SA(Z(QPCHTO)nOK,EdeﬁuQ%iQJUbHQB? (44ﬂhdmizbényaﬂld5 dibror@O3(2H)-Br  MkH)

Exanpl e 194C 2-(4-Fl uorophenvl) - 4- net

met hvi t hi @y peaiens (73\8p0 B\H"P‘éléE'FPﬂS?f’eabEBe *Fh‘é‘f%*lyﬁfo((%“‘é‘e)f%& id Wﬁéé"’t}f’%par ed

accordi ng 5@ m%gp@rm “(Fllﬁ(‘) l?arﬁi a?{eﬁsﬁﬂlﬁlqes Witk Ratl (0.833 g, 20.8 mmol,

2- (4-fluorophen ronD- H) - pyri dazi none in pl ace
of t - benzyI60%-oibdispesid. rrﬁhmm}oa(:ﬂifbeqnyd fqiaz\len’sd mnﬁmﬁnﬁd@twm@mn@ed

4- (et hvl t_hi o) benzen oni ¢ Cld in Iace 0 ebpronic acid
(yield: 7dondy *)’0“631‘"95% gg?Nﬂcr\ﬁW”(‘éﬁad“ ave Be °‘c’1‘85’1elﬁg‘b ‘gﬂg%w %}‘r 4.02 (s,
3H). 7.35 réa@%n didRoLrun B riFetiodHnd sd uﬁQerﬁﬁhratﬂreawﬁ rHZed tELQéﬂu? fodvha2@03 WO

00/ 24719 PCT/1JS99/ 25234 2H), 7.61 (d, J= dd. J=9.0. 5.0
Hz. 2¢4), 8ndrg The reaction pvas Ml goAR@RRlFtegy An aé@soqaﬂ/ﬁﬂ)f’quwéf%%r‘@ Ms4p 5

244- Fl uor g en p pvri dazi none
The title (Q:Qr'rﬁyw)d%jprm%arecpwase%r gﬂ%s‘égrgétltb\r%wgﬂm @fﬂﬂwi %%JLI&Exanpl e 228
subst i t ut itexeahgiroRydn, 0B8N RE] dlmditaast atel 83nmpbiicdss dialmyldispewsiopl r'ﬁk@}nesi um

O 1
(2:hl5§r I( ge %{1; el gsql_qt?c{nggas a§da§i7v8a synngle t|<\>| the rgactlon mixture coo: led)to ‘$3 2C and (heh

the temperature raised to reflux for 4 hours The reaction was still not complete, and so

15 another 0.1 equivalent NaOMe solution was prepared. added. and the reaction brought to
reflux, as above. After this 4 hours. the reaction was completed. The mixture was cooled
to 23 °C and diluted to 2000 mL with water. The yellow/white precipitate that formed was
filtered off, washed with additional water, and concentrated in vacuo to provide 5.39 g
(88%) of product. (J. Het. Chem.. 1988, 25. 1757) 'H NMR (300 MHz. DMSO-d,) 54.13

20 (s, 3H). 7.30-7.40 (m, 2H), 7.56-7.62 (m, 2H). 8.22 (s, 1H). MS (APCl+) m/z 299 (°Br
M+H)" and m/z 301 (*'Br M+H)".

Example 194C
2-(4-Fluorophenvl)-4-methoxv-5-[4-(methvlithio)phen v11-3(2H)-pvridazinone

25 The title compound was prepared according to the method of Example 6 starting
with 2-(4-fluorophenyl)-4-methoxy-3-bromo-3(2H)-pyridazinone in place of 2-benzyl-4-
bromo-5-methoxy-3(2H)-pyridazinone and substituting 4-(methylthio)benzeneboronic
acid in place of 4-fluorobenzenceboronic acid (vield: 70 mg. 61°0). 'H NMR (500 MHz.
DMSO-d,) § 2.54 (s, 3H), 4.02 (s, 3H). 7.35 (dd. J=9.0. 9.0 Hz. 2H). 7.39 (d, J=8.5 Hz,
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8.8 Hz, 211). 7.31 (d, J=8.7 Hz, 2H), 7.38 (d. J=8.7 Hz, 2H). 7 61-7.68 (m
2H), 7.82 (s, 10 1 H). MS (APCI+) miz 327 (MH)'. Exanpl e 194E

2- (4- Fluor ophenvl ) - 4- et hyl - 5-1 4- (et hyl sul f onvl ) phen\ 0
11-3(2H) - pvri dazinone The title conpound was prepared ac 7(MAJ 129 ahe
met hod of Eﬁﬁ)n@"? ‘;0 15 substituting PCT/US99/25234

2- (4-fl uorophe 93-4-met hyl - 5-[ 4- (et hyl t hi o) phenyl ]-3 (2 H)-pyridazi none

in place of
2- benzyl - 4- (4 fl uor ophenyl )-5-[4-(met hyl thi o)phenyl] 3(2H) - prridaziiione
yi eld. 473 ng, 86%. 'H NWR (300 MHz, CDCl,) 5 2.24 (s. 3H). 3.14 (s,

7. 19 : oy 5 d, 69 (m
7 80'%l %'%‘h)% by *?Ez”?)d%jiédzf ?é E’ff—’\) Hﬁ/éal“ibgﬁ) m&APélg’S'?/ HY and
rrlz 376 (MsNWH):. 20 Exanpl e 194F
2- (4- Fl uorophenvl ) - 4- brononet hvl -i -1 4- (et hvi sul fonvl ) piienvl|-3(2
H) - pvri dazi none To a heterogeneous. refluxing solution of
2- (4-fluorophenyl)-4-methyl -5-[4 @get byl fonyl) phenyl ] -3(2H) - pyri dazi none
(590 ng, 1.65 mmol) and carbon 25 Dél%lb i de (24 nm) was quickly added
N- br gnosucci ni gi(g] : oyl peroxide
(12 ng. 0.03 mol ). After 1 hour t e ctio l%“% f#ﬁﬁ N near 50%
conpl eti on. AdHi%‘i‘Gr?&WPB‘éWzWIPr?}@F 6‘€ f‘ﬁo rf’ﬁ’ewa added, and
the react §Lf$@tltﬁh§,’:rlﬁ§ﬂ larf'\% Esn@tﬂ%&ﬁirde in ﬂ@é&r of c-vrhehé@ﬁﬁd h@i‘urﬂ@ﬁloﬁ@d yletdrot
conplete, and s ?' enzoyl peroxide (4 |) was added. After
30 mi nut e8.83 £h&7% ) aHtNMR ( mmm QDT 1MAY. 22063 c)oyszllﬂ)lé B, Urgbd/ 25234

The' acet ab8 Heallbr e EE EERLE i B Alell RERZRE By A7 e

The gol utiign MBIAHCIAG/z0vEMMISO' filtered, and concentrated in vacuo. The
resi due was chromatographed (flash silica gel et hyl acet at e/ hexanes

gradient 1:1 to 4:1) to provide the product (yield: 530 ng. 5 749 . 'H NWR
(300 MHz, CDCl,) S 3.16 (s, 3H), 4 {SpoagH) - 7.20 (dd. J=8.8, 8.8 Hz,
2H), 7.67-7.74 (m 2H), 7.82 (d, J=8. T 2H), 7.86 (s, | H), 8.17 (d,
J=8.7 Hz, 2H) 2-(MBluotddR&ivt)4-merh 437 4{(ivietHy!sulfonviphens 11-3(2H)-pvridazinone

The title compound was prepared according to the method of Example 10

15 substituting 2-(4-ﬂuorophenyl)-4-methyl-5-[4-(methylthio)phenyl]-3(2H)-pyridazmone in
place of 2-benzyl-4-(4-fluoropheny!)-5-[4-( methylthio)phenyl]-3(2H)-pyridazinone (yield.
473 mg, 86%). "H NMR (300 MHz, CDCl,) 8 2.24 (s. 3H). 3.14 (s. 3H). 7.19 (dd, J=8.8,
8.8 Hz, 2H). 7.61 (d, J=8.4 Hz, 2H). 7.63-7.69 (m. 2H), 7.80 (s. 1H), 8.12(d, J=8.4 Hz,
2H). MS (APCI+) m/z 359 (M+H) and m/z 376 (M+NH,)".

Example 194F

2-(4-Fluorophenvl)-4-bromomethvl-3-[4-(methyisulfonvi)phenvi]-3 (2H)-pvridazinone

To a heterogeneous. refluxing solution of 2-(4-fluoropnenyl)-+-methyl-5-[4-
(methylsulfonyl)phenyl]-3(2H)-pyridazinone (590 mg, 1.65 mmol) and carbon
25 tetrachloride (24 mL) was quickly added N-bromosuccinimide (vield: 308 mg. 1.73 mmol)
followed by benzoy! peroxide (12 mg. 0.05 mmol). After | hour the reaction had only run
to near 50% completion. Additional benzoyl peroxide (12 mg 0.05 mmol) was added. and
the reaction checked after another 1 hour. The reaction was sull not complete, and so

more benzoyl peroxide (¢ mg. 0.017 mmol) was added. After 30 minutes. the reaction was
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Exanpl e 194G 10

2- (4- Fl uor ophenvl ) -4-(4-fl uorophenoxvnet hvl ) - 5- (4- (et hvi sut f onvl

) phenvl | -3(2H) - pyridazi none To a honbgeneous sol ution

2- (4-f1luorophenyl)-4-bronmonet hyl -5-[ 4 02 7 MAY ?903

(et hyl sul f ow@ opa#ieny| | - 3( 2H) - pyri dazi none, Exanpl e 194F. (PEOMSYS%Y. 246
nmml ) and 4-fluorophenol (30.3 ng, 0.270 nmol) dissolved in acetone (4 nl)
was added powdered 15 K, C03 (37.3 ng, 0.270 mol). The m xture was stirred
at 23 Cfor 2 hours. filtered through a bed of Celite(r), and concentrated
in vacuo. The residue was chronatogra hed gflash silica gel, ethy

acet at e/ hescanpdased3: The mistus ves aheledte2prGanddilysd witkiethgaceige. ”Fb%cetar?p 65- 80

B oI ek wa gt 2}”?%*‘?’3}9@215*?60? e g $ubE - 1 plblion Rod B8 7O
J 8 7 Hz. &k MgBOQJillesed, &Qic’bnl:ﬁuraﬁd%vz(cdo ﬂht&feﬁdb&wask&@omah@r(mmﬂﬂ)h mz 469

MtH) -, Anal I f C, , H18F H 3. 97 Found:
(C, 2)1 22: nqaj.pcagccggﬁmyMc%%t%ﬁexanqggmnéi ig%g 1)t pro%de the product (led ?3 oun

(4Fl u h %{ u '3%?% V4 34 'M(?ﬁ@derssst
1su1fonvloﬂﬁgﬁvﬁ?mg éﬂ?‘ﬁﬁk'eygf gzingﬁetﬁTh ? l'e co%pound was prepared
accor di ng 219). 7lee- 7t dHYf 7. BXx@ni8ey HO28)susfs(si thill BAg (BJfd.bkzoPilendd in
pl ace of 4 f uoropheno ield- 94 neg. 88% . np 142-144 C. '"H NWR (300
M1z, cDcl, g(“@&?;) 4.98 (s. 211). 6.49-6.56 (m IH). 6.60-6.73
(m 2H), 715725(m 3H). 7.65-7.75 (m 41-1). 7.93 (s. 1H. 8 07 (d,
J=8.7 Hz. 2H). M5 193 2 7 MAY 2003 WD 00/ 24719 PCTI LS99/ 25234 (APCI+) nlz
469 (NI +H)-. Anal. calc. for C , HIERample!®GC, 61.53; H, 3.87; N, 5.97.
Found; C, 61 ] A 8.(Acihvisdtidad iphenyl]-3(2H)-
uor opWenvI ) - ngﬁé‘f?ﬁoxoiﬁ%\é%ﬁ'? 1 ﬂuc}rgig?eng{(y v“ié‘al) fzf gn\(/l ?Ip%elnv -j?s(eg\ll-i) Jpvr| dazi none
The title conpound was prepared accg[rdlnmgoﬂeo t he net hod of Exanple 294G
substituting phenol in place of 4-fluo n ield:. 67 939 . rrp 42-75
C '1-1 NWVR (3002 Mmogenpmoseluyionsoiz- (2‘8‘5‘(%0&@%]) 45? maghy "EFB“' 6. 83-6. 90
(nt, 2H). ?mgﬂi]gll%%ylgxmengfl']_!)}(ZH)-pyndazmone, Example 194F. (107 mg. 0.246 mmol) and

4-fluorophenol (30.3 mg, 0.270 mmol) dissolved in acetone (4 mL) was added powdered

15 K,CO; (37.3 mg, 0.270 mmol). The mixture was stirred at 23 °C for 2 hours. filtered

through a bed of Celite®. and concentrated in vacuo. The residue was chromatographed
(flash silica gel. ethy! acetate/hexanes 3:2) to provide the product (yield. 83 mg, 72%). mp
65-80 °C. 'H NMR (300 MHz, CDCl,) & 3.12 (s, 3H), 4.94 (s. 2H), 6.78-6.86 (m, 2H),
6.91-7.00 (m, 2H), 7.15-7.24 (m, 2H), 7.65-7.72 (m, 2H). 7.74 (d. J=8.7 Hz. TH), 7.93 (s,
20 1H). 8.08 (d, J=8.7 Hz. 2H). MS (APCI+) m/z 469 (M+H)". Anal. calc. for
C.,H,sF.N,0,S: C, 61.53; H, 3.87; N, 5.97. Found: C, 61.22; H. 3.63; N, 5.64.

) Example 195
2.(4-Fluorophenvl)-4-(3-fluorophenoxymethyl)-5-[4-(methylsulfonvDphenvl]-3(3H)-

25 pvridazinone
The title compound was prepared according to the method of Example 194G

substituting 3-fluorophenol in place of 4-fluorophenol (yield 94 mg. 88%). mp 142-144
°C. 'HNMR (300 MHz, CDC,) 8 3.12 (s. 3H), 4.98 (s. 2H). 6.49-6.56 (m. 1H). 6.60-6.73
(m. 2H), 7.13-7.25 (m. 3H). 7.65-7.75 (m. 4H). 7.93 (s. 1H). 8 07 (d, J=8.7 Hz. 2H). MS
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7.22-7.30 (m 2H), 7.35-7.44 (m 2H). 7.66-7.73 (m 2H). 7.81-7.88 (m 2H)
8.02-8.08 (m 10 2H), 8.21 (s. | H. M5 (APCI-) mz 451 (Mt1ll)-. Exanple
197 2-(4- Fuuorophenvl)-4-(t-butvlthionethvl)-5-14-(

met hvl sul f onvl )phenvl | -3(2H) pyridazinone 15 A 0 C sol utz(% MAYt Z@03

2- (4-fluoropf Pio3- bronmonet hy-1-5-[4- PCT/US99/25234

(et hyl sul fonprhen | ]1-3(2H) - pyri dazi none prepared in Exanple 194F (92.5
ng, 0.212 nmol) in acetone (2.5 nL) was treated with Na! (35 ng. 0.233
mml ). and after 5 mnutes, the cooling bath was renoved and the reaction
wanned to 23 C. After 30 mnutes, conversion to the

2-(4-fluo I tdwel s ul Y/ | 07

3(2H) - pyr{%ﬁgzﬁ%&% ﬁg%deca Euoé}dr%s@ %Er%ﬁ%t%%?gg% ﬂle% hyl
acetate/hémaﬂes,&LmL}LJEneNhﬁﬂn and reS|duaI Nal were filtered off through
a pad of Celite(r)(r). Additional acetone (2 nL) was added along with

2- et hyl - 2- propanethiol (20.5 ng, 0.227 nmmol). and the solution cooled to
0 C before addition of Ag2CO, (63 ngxanthl€296 Mol ). After 5 mnutes. the
cooling bath was renoved and the so utlon marned to 23 C for .5 hours. The
reacts on 2&(hFiorophenyk+-phénosymethyl | vayulfpaylipheny 3 (@Hpung

vacuo. The resi ue was _chronmat ogr ap C e

acet at e/ hexane '}’%\ed?oé?ﬁouid Ylvai%re% %aQ gd&‘%é&ﬁ\geﬂ? étujﬁdg &E%llgﬁle % y| el d: 57 ny,
60%) . rrp &Q:smuga héﬂoNMFpla(c%@mhb%ph&aaqy@ld $7Jg 834} Smng-i)?J °C3! HZNI\(IB 3H) .

3. 65 g 2H).. -9?_?7 . 59 J 7. 84 (d
194 v 7 D20t M08 328 (P B Hshas 24). 62‘145 BmI3Hu, 3=

: IS My l(m. 6 t : m. C
b 17 H, e 17(93%D@ 240 35231 o] }@7?56273 M ﬁ%elgl B L3S .ﬂé"xg)ﬁg e 198 5
2- (41<FI uonsiplsenivis) Hdy. (MS ePOM) progddl dvhitdyret hvl ) - 5- [ 4- (et hvl sul f onvl ) phenvl
| -3(2H)- pvridazinone The title conpound was prepared according to the
nmet hod of Exanple 197 substituting 2-nethyl-I|-propanethiol in place of
2- met hyl - 2- pr opanet hi ol (yield: 66[:@,191,3]09/() np 45-60 C. 'H NWR (300 MHz.

CDC1,) 6 0.95 (d. J=6.6 Hz, 6H), ﬁ
2-(4-Fluorophenvl)- 4Lbutvlthxomethvl-ﬁ -14-{methvlsulfonvDphenv!]-3(2H)-

iccidiet

pyridazinone

15 A 0 °C solution of the 2-(4-fluorophenyl)-4-bromomethyl-35-[4-
(methylsulfonyl)pheny!]-3(2H)-pyridazinone prepared in Example 194F (92.5 mg, 0.212
mmol) in acetone (2.5 mL) was treated with Nal (35 mg. 0.233 mmol), and after 5
minutes, the cooling bath was removed and the reaction warmed to 23 °C. After 30
minutes, conversion to the 2-(4-ﬂuorophenyl)-4-iodome1hyl-S-[4-(methy]sulfonyl)phenyl]-

20 3(2H)-pyridazinone was complete (thin layer chromatography. ethyl acetate/hexanes 4:1).
The NaBr and residual Nal were filtered off through a pad of Celite®. Additional acetone
(2 mL) was added along with 2-methyl-2-propanethiol (20.5 mg, 0.227 mmol). and the
solution cooled to 0 °C before addition of Ag,CO, (63 mg. 0.227 mmol). Afier 5 minutes.
the cooling bath was removed and the solution warmed to 23 °C for 5 hours. The reaction

a5 mixture was filtered through Celite® and concentrated in vacuo. The residue was
chromatographed (flash silica gel. ethyl acctate/hexanes gradient 1:1 to 3:2) o provide the
product (yield: 57 mg, 60%). mp 30-70 °C. '"H NMR (300 MHz. CDCl,) 8 1 34 (s, 9H).
3.14 (s, 3H). 3.65 (s, 2H), 7.13-7.21 (m, 2H). 7.63-7.70 (m. 2H), 7.79 (s. 1H). 7.84 (d.
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10 1H), 2.62 (d. J=6.6 Hz, 21-1), 3.15 (s. 3H), 3.61 (s. 2H). 7. 19 (dd
J=8.2. 8.2 Flz, 2H), 7.62 7.71 (m 2H), 7.75 (d, J=8.4 Hz rﬁl—& 6&
1H), 8.13 (d, J=8.4 Hz, 2H). MS (APCI+) niz 447 (MtH)- 3 AXaZ 3 or
C,H,FNOS,: C 59.17, FI. 5.19; N, 6.27. Found: C, .29, N,
6.05. 15 ExAYAM&4199 2- (4- Fl uor ophenyl ) - 4 O Potudondind
(2- propoxy)-5-[4-(met hyl t hi o) phen%1- 3(2H) - pvri dazi none The title conpound
was prepared by the foll owi ng sequence of reactions. Micobronmc acid and
4-f|uoropheny|hydrazine hydrochl ori de were reacted to provide 2-

(4-f|uorogg€8 ) -4, 5-di br ono- 3(2kblﬁér|da2|none followng the procedure in
Exanpl e Gl ZlﬂH)TNﬁ t, Brhbzi HeMe (Bt ) Wiz 447yt ABd ol i to the

procedure dﬁnpﬁl@%d d @P lgx]_alrg)l \{L t'he h%s@ gygg g 5|3§,ogrgg@nol in place of

met hanol . CRA7S STt t'ea - position and provid
2- (4-fl uorophenyl) -4- (—- pr opoxy) - 5- br ot no- 3( 2H) - pyri dazi none. The

5- br ono- conpound was coupled to 4- gnet g i 0) phenyl boronic acid 25
accordi ng to t he net hod of Exanpl e-&@g—gﬁgvi de the title conmpound (yield:

435 rEU (metELBbn ) pherdd)-{(dH)-3=6 Hz.
61- 1), Tr‘l%;gjﬂf‘“zkl), 7.34

(d, J91lz 2i—|),757(d J9HZLE@§};B_YT_C;58766(m 2H), 7.95 (s, |

H)
NI S (DCI / NH3) 0124 / US99/ 25234
Exanpl e 200 = 2! e4tlt H{Pab'ﬁe?{% %re%f?dz“@%ﬁé‘éi‘?/ V\? A jf% 17{%‘5‘%5 f onyl ) phenyl
| -3(2H) - pyJusdﬁah@meetﬁ;hq ;nsasahmhnoasmgnbmromwmdprpmmmwm dexagpl e 199
was oxi di zed accordlng t he nmet hod of rOV|de the title

a
corrpound 19kl dp 45340 °fy. HQQ\W 30@pMigCDEL Y& Y- 9€(d 'JT—P NW %) &6 A2 (BvVBO- d6) 8
130 5. | 748 5 , bz, 2H),
o 77 (dd 1§llg (QF?—slgé’H ”593}965 R f&%(s(ﬁm 7 1'%:1;1 =48, {3 H J‘T-% '7'6H§ 2;)'),
8.31 (s, WH).(mVEH{ DA, J}>-8 ﬁﬂ-& 4H3 7(N+(H)1H) 8121)(% MH\JHH)Lr H)AIMBS (AHQEII"I: for
§ 86" 10" Puekai s phal cald tor BN 08 T ST . $1978: 8. Fund 05 N

59.35; H, 5.25, N, 6.05.

15 Example 199

2.(4-Fluorophenvl)-4-(2-propoxy)-5-[4-(methylthio)pheny 1}-3(2H)-pyridazinone

The title compound was prepared by the following sequence of reactions.
Mucobromic acid and 4-fluorophenylhydrazine hydrochloride were reacted to provide 2-
(4-fluorophenyl)-4,5-dibromo-3(2H)-pyridazinone following the procedure in Example
20 194A.
The dibromo intermediate was reacted according to the procedure described in
Example 194B, substituting isopropanol in place of methanol. to selectively react at the 4-
position and provide 2-(4-fluorophenyl)-4-(2-propoxy)-5-bromo-3(2H)-pyridazinone.
The 5-bromo-compound was coupled to 4-(methylthio)phenylboronic acid
25 according to the method of Example 6 to provide the title compound (yield: 435 mg.
53.9%). mp 135-137 °C. "H NMR (300 MHc. CDCl,) 3 1.21 (d. J=6 Hz. 6H). 2.35 (s.
3H), 5.26 (sept, J=6 Hz. 1H). 7.17 (1. J=9 Hz. 2H), 7.34 (d. J=9 Hz. 2H), 7.57 (d, J=9 Hz.
2H). 7.58-7.66 (m. 2H). 7.95 (s, 1H). MS (DCI/NH,) m/z 371 (M+H)".
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243- Chl or ol 2henvl ) - 442- pr opoxv) - 5-r 4- (et hyl sul f onvl ) phenv11- 3(2H

) - pvridazi none
2-(3-Ch|orophenyl)-4-(2-propoxy)-5-[4-(nethyIthio)phenyl]Zf’AﬂAX’?ﬂUS

H) - pyri dazi none was prepared according to the nethod of anple 19
substitutinﬁIS h; rophenyl hydrazi ne hydrochl oride in placg-Hfisoorzs234

4-f | uor ophe §1%§ zine hydrochloride. 15 in the first step. The resulting
met hyl sul fi de was oxi di zed according to the nmethod of Exanple 10 to
provide the title conpound (yield: 260 ng, 80% . np 134-136 C. 'H NWR (300
MHz, CDC1l,) S 1.24 (d, J=6 Hz, 6H), 3.13 (s, 31-1). 5 48 (sept. J=6 Hz, |
H. 7.37-7.48 (m 2H). 7.59 (dt, €:7 ; ool - O Hz, | H, 7.70 (br s, 1 H

). 7.84 (d. J=9 Hz, 2H), 7.93 (s, 06(d J=9 Hz, 2H). M5 (DCI/NH,)
mz 419 (M4 3 Gerfy i DL U ChMidatifioneC, 57. 42;
H. 4.55; N~ 6.70. 'H459N 44. Exanpl e 202

2- ( 3- Fl uor ophehhd r)le‘hyl(szlﬁsqt @mw;\d prepareq rPeEmpém%‘ﬁ%ﬂ 0%@%“0”% to

-3(2H) - pV{hg%% JA%% ﬁ%éel&?@gﬁg?ge?gb bﬁlg It SlNEdiRLS. ¥8%). HhSPgY. ed

accordi ng stTtuting

3-f 1 yor ophedma. h‘}‘mr&m ;360 k-t DB @) de . Ion(dpl=scldz, 6H). 3441f05udﬂbpl4é|(vw hydr azi ne
hydrochloride in the first step. T t C ound was
oxi di zed HEbdr8i(hd=1 Hzt38: Tt fge’ (9 gffpgg) [Tg Jh‘&d* H)‘tﬁ@ (tdl‘fr(}p
conpound Qo3 11+, 4H) h‘WR\I(-I 0 AMkiZeal CB1 , ) 5 1.31
(d. 196 7H%K&b %5%3&580/§§g§8“gg¥%%59%}252 4 7J=6 %ﬁ 61-1). 3.1 I (s,

3H), 5. 47C(BepN,0,5=6. $%70: H. Hy 3; ¥. O 7Fonsd:( ¢ SH40:H, 4$64‘1 46%2 (m 3H), 7.83
(d, J=9 Hz, 2H), 7.93 (s, IH. 8.08 (d, J=9 Hz, 2H). M5 (DCI/NH3) mz 403
(M" H-, 447 (M:tNH,)'. Anal. calc. for C,OH'FN,O,S: C. 59 70; H 4.73; N,
6.97,, Found: C, 59.54; H 4.87, Noxdnpld2015 Exanple 203

2-(3- Bronnphenvl) 4- (2 pro-oxv) 5-1
4- (met hvl sutfexpioye PR X IV

Subst 1 tut  ng SEBTGHER rélﬁﬁjl‘ﬁ?égkg@%ﬁéroc %ef*ﬂ Eip “‘"”aé“"e @“m“e

was prepared according to the method of Example 199 subsmutmg 3-

chlorophenylhydrazine hydrochloride in place of 4-fluorophenylhydrazine hydrochloride.

15 in the first step. The resulting methy! sulfide was oxidized according to the method of
Example 10 to provide the title compound (yield: 260 mg, 80%). mp 134-136 °C. 'H
NMR (300 MHz, CDCl,) 8 1.24 (d, J=6 Hz, 6H), 3.13 (s, 3H). 5 48 (sept. J=6 Hz, 1H).
7.37-7.48 (m, 2H). 7.59 (dt, J=7 Hz. 1.5 Hz, 1H), 7.70 (br s, 1H). 7.84 (d. J=9 Hz, 2H).
7.93 (s, LH). 8.06 (d, J=9 Hz, 2H). MS (DCI/NH,) m/z 419 (M+H)", 436 (M+NH,)".

20 Anal. calc. for CoH,,CIN.O,S. C, 57.42; H. 4.55; N. 6.70. Found. C. 57.08; H. 4.59; N,
6.44.

Example 202
2-(3-Fluorophenyl)-4-(2-propoxv)-3-{4-(methvisulfonvl)pheny! 1-3(2H)-pvridazinone

25 The methy! sulfide intermediate was prepared according to the method of Example
199 , substituting 3-fluorophenylhvdrazine hydrochloride in place of
4-fluorophenylhydrazine hydrochloride in the first step. The resulting methyl sulfide
compound was oxidized according to the method of Example 10 to provide the title

compound (yield: 290 mg. 72%). mp 110-112°C. 'H NMR (300 MHz. CDCl,) 6 1.31 (d.
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10 4-f 1l uorophenyl hydrazi ne hydrochl oride. The resulting nethyl sulfide
conpound was oxidized according to the nethod of Exanpl el\zoz%evwzghqe t he
title conpound (yield: 75 nmg. 77.6%. np 130-132 C '"H N .
CDC1,) 8 1. 23?_‘§dz_,%:6 Hz, 6H), 3.15 (s. 3H), 5.48 (sept. Jepytdpnsdald) . 7.38
(t, J=9 Hz, WY*¥7%55 (br d, J=7 Hz, 1H), 7.65 (br d, J=7 Hz, | H),
7.79-7.87 (m | H. 7.83 (d, J=9 Hz, 2H), 8.13 (s, | H), 8.06 (d, J=9 Hz,
2H). 15 M5 (DCI/NH3) mz 465 (MtH) 480 (M:NH,)'. Anal. calc. for
C,OH19BrN, O S: C. 51 84; H 4.10; N, 6.05. Found: C, 51.95; H 4.18; N,

Chemut 1 0B F1E RSBl g RBLRDERE! It 007 BIAR 9K - S (B! syl To

) henvli-3
2-( ;2-d5- Di ﬁl.ssqa,opbmymwg(s Zs.pHQdFSOO&’_ (h;ﬂfﬁz,(lmﬁ: ?ﬂdmgxmmmmnﬁ/aq}f&g%):
pyridazi none was_ prepared according to, the od_.of, e 199,
subst i t ut 4§ (d+NH.)g; @nﬂoqa&pf%&oihﬁa%:ﬁeDK%r%chEé?Wﬁomda e of
4-fl uorop Iy, j hydrochl ori de. The resulting nethyl sulfide
conpound %y’o}ai‘glﬁ?g\dgggbordi ng to the method of 25 Exanple 10 to provide
the tstle conmpound (yield: 390 ng, 90%. np 161-164 C. 'H NWR (300 MHz.
CDCI3) 6 1.23 (d. J=6 Hz, 6H). 3.1 513;3-1). 5.55 (sept, J=6 Hz. | H),
7.12-7.29 (m 3H), 7.82 (d, J=9 |-|z-—éql§-—£§—_-‘< €£2292 (s. 1 H). 8.07 (d, J=9 Hz,
2H) . M5 (DGLA M hogHeAy £330 OBy A3 - -8@Hg-pyfi@izinon®HL,

, 0 C .94, "H, © N, 6.53 Found: C. )
55. 86. H. 4. 19- , Nhemedy! ad¢fdednprmgdintowpsproprotrcooriing wi/metns) S SxampleEx anpl e

205 243- or Q- 4-f.l uorophenyl ).- 4- ( 2- -b6-f 3-fluoro-4-(
met hvl sul f hyf‘%ﬁ“‘@&\]ﬁ T'F’w%t"fﬁgr’!?]h\hﬁfa az {ﬁﬁ%@gm&g&%ﬁgﬁ%é%? e conmpound was
prepagped bynidiepHethyrArg 5emdrbaAe:. OTher readinigonshy! sMideboropoundaesd and

3-chl oro-4-f| uorophenyl hydrazi ne_hydroch| ori de re reacted, to ovi de
2- (3-chl or%ddigeﬁlaegﬂf@%}/@ﬁb/? Wﬁél.o%%ﬁy 1%’(“24’-8"—‘%%/,\&? &4s fﬁgﬁ%@b&?ﬁhé' to the

met hod of Exannbs ?@41%0- 1§heci 331 iR RURHYWASDEE) Bbb Welive Heantediat the
4-position Wth 'sobutanol and base ’
(s. 3H), 5.48 (sept. J=6 Hz, 1H), 7.38 (t. J=9 Hz, 1H), 7.55 (br d. J=7 Hz, 1H), 7.65 (br d,
J=7 Hz, 1H), 7.79-7.87 (m, 1H). 7.83 (d, J=9 Hz, 2H), 8.13 (s, 1H), 8.06 (d, J=9 lz, 2H).
15 MS (DCI/NH,) m/z 465 (M+H)". 480 (M+NH,)". Anal. calc. for C.H,,BrN,O,S: C,

51 84; H, 4.10: N, 6.05. Found: C, 51.95; H, 4.18: N, 5.74.

Example 204

12.(2.5-Difluorophenyl)-4-(2-propoxv)-3-[4-(methvisulfonyphenvij-32H )-pvridazinong

20 2-(2.5-Difluorophenyl)-+-(2-propoxy)-5-[4-(methylthio)phenyl}-3(2H)-
pyridazinone was prepared according to the method of Example 199, substituting 2.5-
difluorophenylhydrazine hydrochloride in place of 4-fluorophenylhydrazine
hydrochloride.

The resulting methyl sulfide compound was oxidized according to the method of
Example 10 to provide the title compound (yield: 390 mg, 90%). mp 161-164 °C. 'H
NMR (300 MHz. CDCl,) 8 1.23 (d. J=6 Hz, 6H), 3.12 (s, 3H). 5.55 (sept, J=6 Hz. TH),
7.12-7.29 (m. 3H). 7.82 (d, J=9 Hz. 2H), 7.92 (s. 1H). 8.07 (d. J=9 Hz, 2H). M3
(DCI/NH,) m/z 421 (M+H)", 438 (M+NH,)". Anal. calc. for C,H,4 F:N,0,8.0.5 H,0: C,
53.94; H, 4 31: N, 6.53 Found: C. 55.86: H. 4.19: N. 6.38.

18]
wn
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10 to provide

2- (4-fluorophenyl)-4-[1-(2-methyl propoxy)]-5-brono-3(""'H) W
according to the nmethod of Exanple 194B The 5-brono- corrpouﬁé ﬂmed to
3-fl uoro-4-(nethylthio)phenyl boronic acid prepared in Exanple 194C
accordi ng tqud 4@t hod of Exanple 6 to produce the intermreduasestat hyl
sul fide. The sulfide conpound was oxidized to the title nethyl 15 sul fone
according to the nmethod of Exanple 10 (yield: 8 10 ng, 83.8%. np 142-144
C '"HNW (300 MHz, CDC13) 8 0.90 (d, J=6 Hz, 6H), 1.95 (sept. J=6 1 iz.
11-1). 3.30 (s, 3H), 4.37 (d, J=6 Hz. 2H), 7.26 (t, J=9 Hz, | :
7.52-7.61 (in, 3H), 7.75 (dd, J=9 Hz, 3 Hz, 1 H), 7.89 (s, 1H), 8.10 (t.
J=9 Hz, 1H). M5 (DCUNH,) mz 469 (MH". 486 (MtN- H )'. 20 Exanple 206 (3
4-Di f | uor ophenvl ) - 4- (4-f1 uor ophenvEyanmle 2yt hyl - 4- (

) - s

hvl sul Il -
rzrefve;/hxs}rt &I“}"pmw"” mol ) in

, P
tetrahydrofuran (173 m.) as pregaHderadmmm ol ed to -78 C n-BuLi (21.8 i,

54.5 mmol, 2.5 Msolution in hexanes fﬂ'lSl owl% addedr al ong the interior
wal | Sof the reHettiiForeewrs wasmepareddty| thRlow RE8FaUSPET PIFFE8 ut i on was

stirred f lﬁtgh bcloridd whreFeRled 10 198 2 7
MAY ?nnl 8\%%‘%?@f%goe%&?}/{Jl%%rgﬁ%d%%ﬂhe@?wﬁ§d Wygoﬁ t etrahydrofuran (6 m-)
was sl oe’ pioyidadd@dhkk@adluotephemt e4.5-dibrovad-5(4H)-pividazisenstereordivgwdbs . The

m xture was sé éﬁEd fog not her 30 minutes at -78 C. The cooling bath was
removed, BAHOd AEEMADRIEI % Stirred for 1 hour. The solution was cooled to 0 C
and a Saturat’ﬂqzlﬁf}%&ﬂﬁe Nds Gele SRk 1y tria0id agitie d-pobhen meuddbatiol and bidseon was
extracted several 5 tinmes with ethyl acetate, _and the conbined acetate

| ayers wasimel‘/ldsr 24t4-Brprophenghidet - 6@?‘hV‘R@BM)j'PIW?’§? et H)PHHdRERBeNt rat ed in
vacuo. The u e d (flash silica gel, ethyl

acet at e/ h%cxcgrn at dl %l lf‘et{m@orow opgé fﬁe product (yield: 6.74 g, 94%. 'H NNR
(300 MHz. CDCIThe Sbbmddcdnspoudthvas oupled (¢ 3-Bibho-+-TmORy Thigphgnyibotonig)acid

7.12-7.22
plgeg]ared ml_gxample 194C according to the method of Example 6 to produce the

intermediate methy! sulfide. The sulfide compound was oxidized to the title methyl

15 sulfone according to the method of Example 10 (yield: 810 mg, 83.8%). mp 142-144 °C.
'"H NMR (300 MHz, CDCl,) 8 0.90 (d, J=6 Hz, 6H), 1.95 (sept. J=6 z. 1H). 3.30 (s, 3H).
4.37 (d, J=6 Hz. 2H), 7.26 (1, J=9 Hz, 1H), 7.32-7.61 (m, 3H), 7.75 (dd, J=9 Hz. 3 Hz, 1H),
7.89 (s, 1H), 8.10 (1. J=9 Hz, 1H). MS (DCI/NH,) m/z 469 (M-HY". 486 (M+INH,)"

20 Example 206
2-(3.4-Difluorophenvl)-4-(4-fluorophenyl)-5-[3-methvi-4-(methvlsul fonvhphenv]]-3(2H)-

vridazinone

Example 206 A
25 2-Methvlthioanisole

A solution of 2-bromothioanisole (10.53 g, 52 mmol) i tetrahydrofuran (173 mL)
was prepared and cooled to -78 °C. n-BuLi (21.8 mL, 54.5 mmol, 2.5 M solution in
hexanes) was slowly added along the interior wall of the reacuon vessel. The resultant

hght yellow solution was stirred for 30 minutes before methyl iodide (8.10 2. 37.1 mmol)
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10 Exanpl e 206B 4-Bronp-2-nethvlthioanisole. To a 0 C sol ution of

2- et hyl t hi oani sole (0.50 g, 3.57 nmmmol) in nethyl ene chI m40 L

added powdered Fe (20 ng. 0.36 nmmol) followed by dropw s i 200

brom ne (0.58 g 54 mmol). After 30 m nutes, the startln,;% RbE I had
been consul®d ’("Wﬁn | ayer chromat ogr aphy, hexanes) The excess br om ne was
quenched by adding a solution of NaHSG3 and stirring for several m nutes.
The nethyl ene chloride |ayer was separated, and the aqueous phase
extracted with additional nethylene chloride. The conbi ned net hyl ene
chloride sol uti, dried ove tered ncentrated in
vacuo. Tﬁé‘“WQ%W%tt%f yghofur h)r‘g/gfast?%"&?ﬁﬂﬂeéjo“ ((”fglt%f 'H"‘Ef”i Y@g ‘;‘E et hyl

acet at e/ h@i&ﬁgﬁ%s;eﬂ%]e Bﬂ@(tﬁ’rre%sg@néd‘f%r E’rﬂd?l‘i@#gt) rrﬁM!té%'ad 780C7 41 co&ﬁfgo) “H NWVR
(300 MHz, CDC1, 0 (s, 3H, s, 3H). 00 (d. J=8.4 Hz, 1H),
7.27-7. 33>a(twwa>2movcﬁxmmhemi’:0@©5256¢3£0lvét AV W@@JEEWWSFHOO@ keh2enrd bor oni ¢

acid. 3-Meth |£ hi o or oni cording to
the metRo8% ledl':@&gﬁ%sw ct §ch ‘%“i‘f éf({]egheﬁfebrhg%%g@g?m?%&l&rﬁﬁ %aﬁr?fs:ol ein

pl acg of zénes%mraamla@am aﬁ@ltr@ c@)ﬂbﬁiedac@at@l@ers@vﬁ%}i wxlﬂiﬁbnﬂ@&hﬁd ﬂ:@er H NMR 2. 28
(s, 3H), 2.46 0 (d. J=8.4 Hz, 70 (d.

J=8, 4 Hz Mg$p,, fi Qgecz andwemgi lwmw%I@lqﬂewaﬂstygvf‘z@%ahedé%%?pl e 206D

2- (3. 4- leluor envl r n ofyi tlye conpound
was pr epaf‘Xll lggtg lc1a Ce‘)mefhe;?'%w @{Tﬁoﬁ' &%?_9 mgyddqa@l% ?74512%&)“ tuting
3,4-difl umwmbemymmr;mamawcbmn_ pb ec 8Hpf7. 04 T0Uor. O Phenhgk 7.2/ @hazi neHC
(yield: 39 g. 78%. '"H NWR (300 MHz. DVMsO-d6) S 7.45 (m 1 H, 7.61 (m |
H, 7.753Wm | H), 8.30 (s, | FI). M8 (DCI/NH,) mz 382 (M:NH,)'. Exanpl e
206E,10 2-(3 4-Difluorophem| I--t-nethoxv-5-brono-3(2H)-pvridairnone.

Example 2068

4-Bromo-2-methvlthioanisole.

To a 0 °C solution of 2-methylthioanisole (0.50 g, 3.57 mmol) in methylene

chloride (40 mL) was added powdered Fe (20 mg. 0.36 mmol) followed by dropwise

15 addition of bromine (0.58 g, 3.54 mmol). After 30 minutes, the starting material had been
consumed (thin layer chromatography, hexanes). The excess bromine was quenched by
adding a solution of NaHSO, and surring for several minutes. The methylene chloride
layer was separated, and the aqueous phase extracted with additional methylene chloride.
The combined methylene chloride solution was dried over MgSO.. filtered, and

20 concentrated 1n vacuo. The resultant oil was chromatographed (flash silica gel. ethyl
acetate/hexanes 1:49) to provide the product (yield: 0.74 g. 96%). '"H NMR (300 MHz,
CDCl,) § 2.30 (s, 3H), 2.45 (s, 3H). 7.00 (d. J=8.4 Hz, 1H), 7.27-7.33 (m, 2H).

Example 206C

25 3-Methvl-4-(methylthio )benzeneboronic acid.

3-Methyl-4-(methyithio)benzeneboromc acid was prepared according to the
method of Example 1. substituting 4-bromo-2-(methylthio)amsoie in place of 4-
bromothioanisole (yield: 5 3 g, 67%). mp 208-210 . '"H NMR 2.28 (s, 5H), 2.46 (s. 3H),
7.20 (d. J=8.4 Hz, 1H). 7.62 (s. 1H). 7.70 (d. J=8.4 Hz. 1H)
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The title conmpound was prepared according to the method of Exanple 194B,
substituting 2-(3,4-difluorophen),|)-4.5-di brono-3(2H)-pvridazi none in

pl ace of 2-(4- fluorophenyl)-4,5-di brono-3(2H)-pvridazi n ?HVA‘g &0%5 ny.
88% . 'H NWR (300 Mz, DWsO-d6) S 4.14 (s, 3H), 7.45 (m

1H), 7.74 (ngdodadhe 8.24 (s, IH. M5 15 (DCI/NH3) m z 317 pEivmidys2sard m z
334 (MtNH,)'. Exanple 206F 2-(3

4-Di f 1 uorophenvl ) - 4- met hoxv- 5-[ 3- et hyl - 4- (net hvl t hi 0) 2henvl 1- 3( 2H) -

pvri dazi none 20 The title conpound was prepared according to the method of
Exanple 6 starting with

2-(3,4-di fl uorophenyl) -4- net hoxy-5-brono- 3(2H) - pyri dazt none i n place of
2-benzyl - 4-brono- 5- net hoxy- 3(2H) - pyri dazi none and substituting 3-nethyl -
(et hyl t hi 0) benzeneborontc acid i @& 208D 4-1| uor obenzenebor onic acid
(yield: 2.0 85%. N J . 3 2.53 (s, 3H.
411(s 3H), 7.22- 2H s [ .50 (m 2H).
7.55-7.64 (m Thdiitle %n%uﬁcswad prl:ba.red\tﬁcdrAR@Ite—)heM&hod&TExéMﬂel)]-%AExarrp| e 206G
200

5 substituting 3,4-difluoropheny! hydrazine-HCI in place of 4-fluoropheny! hydrazine-HCl
(yield: 39 g. 78%). '"H NMR (300 MHz. DMSO-d,) 8 7.45 (m. 1H), 7.61 (m, 1H), 7.75
(m, 1H). 8.30 (s, 1H). MS (DCI/NH;) m/z 382 (M+NH,)".

Example 206E

10 2-(3.4-Difluorophent 1)-4-methoxv-3-bromo-3(2H)-pvnidazinone,

The title compound was prepared according to the method of Example 194B,
substituting 2-(3,4-difluorophenyl)-4.5-dibromo-3(2H)-pyridazinone in place of 2-(4-
fluorophenyl)-4,5-dibromo-3(2H)-pyridazinone (yield: 15 mg. 88%). 'H NMR (300 MHz,
DMSO0-d,) & 4.14 (s, 3H). 7.45 (m. tH), 7.60 (m, 1H), 7.74 (m. 1H). 8.24 (s, IH). MS
15 (DCI/NH,) m/z 317 (M+H) and m/z 354 (M+NH,)".

Example 206F
2-(3.4-Difluorophenvl)-4-methoxv-3-[3-methvl-4-(methvlithio)phenvl]-3(2H)-

ridazinone

20 The title compound was prepared according to the method of Example 6 starting
with 2-(3,4-difluorophenyl)-4-methoxy-3-bromo-3(2H)-pyridazinone in place of 2-benzyl-
4-bromo-S-methoxy-3(2H)-pyridazinone and substituting 3-methyl-4-
(methylthio)benzeneboronic acid in place of 4-fluorobenzeneboronic acid (vield: 2.0 g.
85%). 'H NMR (300 MHz. CDCl;) 4 2.39 (s, 3H), 2.33 (s, 3H). 4.11 (5. 3H), 7.22-7.32 (m,

35 2H). 7.34 (s. 1H). 7.42-7.50 (m, 2H). 7.55-7.64 (m. 1H). 7.92 (s. 1H). MS (APCl+) m/z
375 (M+H)".

Example 206G

200



