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oxo- | -pyridyl)-N, N, N ,N -tetranethyl uronium
tetrafl uoroborate (990 ng, 3.33 mmol ) is added,
wo odosovssdo by hydr oxybenzotri azol e hydrate (510PemyusB®o8610691
The resul ting m'xtéjre i.s stirred at rt for 45

mol ).
m ng)@éeaﬁvussaog@gawraﬁc GReSitien. Sapkeprrcamen 1adei ¢

hy dr.az ) | it

N o Ry prfesg Rt s RRoAIDh NS SnaH BYymer depositions on
r estihe intericradurfacerofipgosess crennizer was faund3 ZTHe global wBrming
shows the reaction ago be gon‘pl et.e. TheF.r eacéi on is

di | SPESTISPIRNRAYSIP AlFRVENdOWiag ]IV D RIIISEPed with

§i x porti onsTH follbwIMgOF RaMRpRaNRe nidkntae MUshrate the iheehtion
is dried over magnesiumsulfate, filtered and
evagodaredot meani tade lisite@ict is purified by flash
chromat ography on a 10-gramsilica gel cartridge by

el ution with dichloronethane: ethyl acetate (1:1,
increasing to 1:2). Fracti @GAMPLES ni ng t he product

are conbi ned_and evapor at ed t%di:zbt ain
5- et hyl - 6- netBok yhowsa sghematicsliagram gk the emote plasma source

e R SR e By s g

(1 Htempera@utes, ahtlextpusiemBsionsl, The, reBn@té pl@dmna spurce is a

2.59 (3H . 2 2H , 3H, 1.17 (3H :
0 - cepbrsl tafdidalie IR ASTIRENBENrgACtys 48S g atqrunit
3, %&@Sym’fnﬁstmew hAbBger, MK, USAC Theffeb¥Qases (e.g.
m crowave’ Vi a ded

s i1s ad
5- etoxyge®n.- flusracanpon, Argan) weredoiroduceddotathe remote plasma

18, 26U BR4E ARE RO EE G dbRjdliscdierg¥ where they
3- diw&b%cmgédéwhé AB0 X1l R regnBaty péwento form an
pol ystyrene (2.2 mol/g, 634 ng, 1.39 mmol) and

anh\agtivatedtgas mixdieof reaexy@mis ynamgastured by iAdrgasysiie d

m crshet Ry 3 R RReSET R Ap GRS MR Fm 00,90

m n,voli4 bf ectafiorseptipbatdie; andZyfor® BAR0 with ivhisiuowns9.9 vol
t he oreacti on i s conplete. The product frog; b@tp tEe
20i al% of cstaflypprgyvsipbutane Pob At manufaciured by BuPankand

=g | ° ' ¢ =ST

01 Pl Hper  AIRKLQREY e Bripag hkichen ges

( 49:manufBchced by Aigast witm graget ¢fed. § randudrgoarie mandfactered by
d the solvent d and, furth ified b

£ 1 adhiran ok Sersephs B e adpad Gae s Rseerihioliahgar

by &]iyhirfiin Wdtr-Eb S84 PeatBkdrtiger I Aducethe eRémndlildading of

t he product are conbi ned, evz_;llpor ated and re-purified
26y ftheaiuroimuonprangsashambera Thegusiacsideipositg epvered wafer was

o eiipEEt o B B bR I RLARTG REMS nrBaYe shamber
conbyiefe atgdlitempetatarrizarheasiutetl bydDptical Emission Spectroscopy

3-et hyl - 2-met hoxy-6- " . . o
met r(QyE& iswhishrrpribrational trarsitipn Aainds of diglomigispreies kke Ca

. 730RY vidll B : i
(et BN oF ocredidl e By fefstindishrg 4k Nf5g b Bai
3)  ahdSH: 8, (fokmatkof Vical Stience & Reatctogy A 22 (5), 2014
3. 42004k heseim eI PorAte S gs aelerengReThe glshing fate gf the,purface
3- et A gedta BRL Gacamt g ! i i
- 5 dbftosits Bt e aeybatER A is mddeued BY infotferbrie M 8glupdent in
( 182haprodessicharober. MNgdgas is addadoajthe sntriassa &f éhe pump both

added an rous acetonitrile (3 fold

chi apSTTHR BierhRafEE 8% higker cbradhalatig pP P Bleasurement and
reaction mxture is stirred at_. §00C under nitrogen for

2.5 hr. The reaction mxture is allowed to cool and

then quenched with water (0.5 nlL). After stirring for

30 min the mxture is evaporated. The residue is
partitioned between water and dichl oronmet hane and the

m xture treated with a little sodiumbisulfite to



5-r5- Et hyl - 2- net hyl - 6- oxo-1, 6-di hydropyridin-3-yl)thio
phene-2-sul fonic acid 3,5- difluorobenzyl am de
W(52((05/0E6I7wl 2- met hyl - 6- oxo- PCT/US2005/010691
, 6-di hydr opyri di n-3-yl ) thi ophene-2-su] fonyl chloride
[ s 1@ ERAUSE WetNAng;-wp a1 PWQS’(&'P@d@ﬁE?ID&ﬁ‘im@ the cgsedhabiugt pump

|0, B o TR i AR chcin e

H) ; pubhp\bihdubt. ppm): 11.82 (IH, s), 8.58 (IH, t), 7.49
(IH s); 7.25 (IH5 s); 7.08 (2H, n), 6.96 (2H, n),

4.20 (2H, d), 2.49 (2H, q), 2.27 (3H s), 1.10 (3H,

); 19F NWR - 110. Exanple

% ( 5- Et hyl - 2- net hyl - 6- oxo- l_@mpl_el

, 6- di hyditopgs diseogergd) thabaftencertais pefiods of uee,dhe etching rate

A oLyl RN B:118a will o to APBISKTRIENA0S PAlf 81519 Pravigus rete.

Dhef#’tﬂ?e SHirfeCtite achLIeH iftgei SmbBAELEJOM, il the effluent gases was
di met hyl ami ne as described in Step 5 Exanple 24 to

gi vebspeved: tit was @igsoiavaddbatrapid clasingiand prening of thevexygen

?I H%gﬁ%)#,& 9 el ?lﬁ%sfeg% Segilgs Cﬁdﬁ\'@@s%iseﬁ%?tﬁnﬁé gﬁﬁe) back to

éxeghéﬁrﬁn@os leReB9 (2H5 q), 2.33 (3H s), 1.07 (3H51).
a

5- ( 5 Et hy this expaiimest. dhe feedingi9as ¢PBIRASEHi A Cr AP o

h

Pre?h @%g&gﬁ% én@ﬂg%ﬁgre?rne d%'}}‘(owpc%g?‘i‘iyé Scem, Ar flow rate is
56 cﬁd@jbobmpyr@ﬁlgrﬁlowwe ish2 sbbeome - Chanhbermressureds 2derr. The

155 ATkE2 218 Ky S Bl e TN At BpIRELBNe S the
COW@&&H %%s@vé@bbtﬂ/a&é&%k M'n%'uﬁ’ﬁ% tehﬁév&ur%sﬁw?a@edndﬁbe 5000

pp 11.82 (IH5 s), 7.72
( | H Ks Eble attigated igaszhen entered the pracess; chanﬁger(amq gfchgd the

g 5% 6)2 E?filc% gﬁpg;% &ﬁ ?gﬁzn"dyﬁtl%g %@(ﬂ?\ggw%}eéatﬁfé éoﬁt%_'led at

5-( 5ro@°lmyl ARtheEI bf Ber*sedond; tHewdigenmdiveivas 3tk bfftfbr two

i ophene-2-sul fonic acid r3-(3-hvdr ox¥1pyrrol idin
20- V§q§p59§/|and then ropened. As a result of this oxygen feed transient, the

Py B R A Bt g e

i S rrpaintdid the trbon mass balance. After this tranS|ent COF,

dgs @%ngég{rgyg@g%br)glr{c%% \ﬁ\&&@g%ﬁn&@ﬁ atio glplwéy decreased.
CO”H%B(W ér“gg%y%\?é @ﬂnutﬁgth@ chH¥. %8@@9 ébnd@'n@ra‘ﬂlaﬁ of ¥hission

yl -2 et h - OXO-
256 dem{eld @pgrdidinot apgear toi hqalteémmmg ts‘lﬂ’lEcpﬂoc I%Mﬁl@l before the O,

P Ggudke ratcioy 1 N Tsits g My SIGre. 22, s ferpangirated

pheng %lz‘m@xémﬁ@ P Jdmpba dpeﬁqhédrawstéht closmg off of oxygen.
yridin-2-yl)methylam né as described in

Exarfmaaemmrm@te ther elewivt degjeased andigvaied @Pf@@fr@ép@@@ng to

to I or i r or
B0 SRty aeh S RRe T S sRstfRness Hhe R
3@0| I;ibv&é%&%é/tuﬁhéal offl4t/490: sgdbnds28 min; me 390 (M +
H). Exanple 32
5- (5- Et hyl - 2- net hyl - 6- oxo-1, 6-di hvdropyridin-3-yl)thio
phene- 2-sul fonic acid 2- ph L, poet hyl am de
hydr ochl ori de W
5- ( 5- Et hyThig expetimentwas aelsighedi toyneagpyreitbe effecyodfthai o

phen 2-suU hl oride.is ted W th

2 PRERoFAmPROFLiigraR ratnenkBE i busfianpugags o the
Exanple 24 to give the title co.}wpound as a solid (40%
yield). LM RT 2.91 nin; me 418 (M+ H); 1H NWR
(d,ppm: 11.84 (IH br s), 8.12 (IH t), 7.57 (IH d),
7.15 (4H, m; 6.96 (3H); 3.22 (2H), 3.10 (2H), 2.38
(2H, q), 2.32 (3H, s), 1.09 (3H t). Exanple 33
5- (5- Et hyl - 2- net hyl - 6- oxo-1, 6-di hvdr opyri di n- 3-yl



5- (5- Et hyl - 2- met hyl - 6- oxo- |
, 6-di hydropyridi n-3-yl)thi ophene-2-sul fonyl chloride

wo soosegssted with 3-hydroxymet hyl pi peri di ne as BEBUS008010691
in Step 5, Exanple 24 to give the title conpound as a

soI .app@@tua%Typeqt@)mg reiewiEs roeasutes a8 A00fngstrem/minm +

() Ly 8D B Ehgigns e bt beicly & ﬁd'g' 4 frgbafon rich
i g pqlasih? éﬂel%itménﬂ TiHeeq)ng Qa§60m3bl§e<$)>f 032, Zyron® &02!0 (C4Fp)

1 3agphoyr v@e{ |h(i QIQN |r$@d§ 3%58 m( Ar ﬂown?ate IS 5‘6% sccm C4Fs
5 pi I@I%Wr?a'té‘%' 253 5EdM nldHén%é’rFB"féQs@‘eMé a t6rrrr¢he>féednhb @é”s'was

di n- 2-one hydrochl oride 5- ¥ - OX0-
56- @chyatedmyrmﬁ KH2-8,8 KW pewerto smew@i/ emmrature@f

e EeTaie 1 66 500K A6 BN gl BER pESHE) Bipygh the heat

tit lexchangelstthnestion senterbd(the. p&&/cysﬁér@mbwrhdsetoﬂ‘éd the SiO,
2.07 mn; nme 412 $M+ H); 1H NMR ( &giat100°

s), sufage depositspn the mqunting with th¢ tamemtyr% yontrol
ng 4,8-3.6 (6H5 m5 3.2 (4H5m), 3.0 (2H5 1),

, QEZH q), 2.36 (3H5 s), 1.1 (3H5 1). Exanple 92
3- Et hyl - 6Fheet thglhefat ekelfargereohnepiigrebetwestr thesehfot@plasma
thiophen-2 I1-1Hp i n-2- one
5- ( SOHfGR/R0 Ih%pwpsgpggmbpr was treated by fluorocarbon rich plasma.
56- drﬂyfébgmm% qux?tueél 90?’ HOPBSMTart-cONS ISR bf Qétb Qéd:rﬁ Zyron®

is reacte met hyl pi perazi ne as describ
St eB029 amﬁZGOO Beemfire Aftertactivated hyn4300 KHZe7 Bdﬁvﬂdﬁlﬁ@ower

lid . 3% L m e 382
18w Tngigasrixiiia peateg bibuol IhaRert Prchenderiofz e
s), 7.7 (Aﬂérﬁhé‘lrea?ménlgltﬁé Btchirig ratd was! melsui:d aﬁfnunder the
(2H5 ), r% 2.9 (2H5 1),
( 3HZa)e cgnduh()lzas b@)‘qregthg@re(agngng)Thqemhqrgg-satg_)was found to be

T 6. APl aTh. 40 BRehnin SRe hefars e rgament.

(2-di net hyl am noe t hvDam de
hydr ochl ori de5- (5- Et hyl - 2- et hyl - 6- oxo-1, 6-di hydr opyri
28i n- 3- yl ) t hi ophene- 2- sul f on¥EXaBMRIRBj de is reacted with
2- (di net hyl
L L LR AT PR G BA hs PR Hichate EReBofne
sol IfﬁJo(rééarB&’myichlﬁlbsmhﬁeldﬁnemodtrm?mtenur surfaca 7 e +
7 1H NMR ( 11.8 (I H, | .3
(H? H aRBafaUﬂSe@‘ he g\n?’tﬂ‘ﬂ rate S(mfi“?%"%é %5@ F"‘@‘Fﬁ 41‘5"8’"'2 2
r{&)rcgﬁ:g% (rﬁ%’%oﬁﬂltlor?s dedctiedBelow-beforeXhe filebrockrBon rich

23 Etpigsma-tresttimght. 5Thé feerling gag icosposed|of &hw Oshi apd é, 2

I|+ di_n- 2- h
s awherRy O Mgt RolUL SR s fiduratsy e 270 55001, K Jow
phe%t@rsszsd 8EXFh. dHaﬁﬁbéi@are%urea@qurrwhe féedifg aas Was
as described in Steps and 6, Exanple 24 to give the

tit I%thetﬁfbbhé()@éﬂ'bz €8 KW RF Poyegnytp @ rputral temeratgre of

2. 07
e
3(9 T ?‘3",’1})‘329% Borﬁrﬁ’édt@nnbntel?edltl'(e?d?’foﬁeqé chamBér aid ebcte)dbthe SiO,
5- ( SSyrfasg depqms m them&laltlngsmﬁh HeitesmReatira conyplied gh100°
heneCZ sul fonic acid r2-pyrrolidin-I|ypethylam de

hydr ochl ori de 5-(5- Et hyl - 2- et hyl - 6- oxo-

1, 6-di hydF Iwythejheatiéxph;mgerupﬂme@tlan behveerythectdnuotegdasma

is reacted wi.th |- a et h I|d ne as

hosyauses nf th pradesshanper Wag feated by ko Earppich plasma.
title compound as a solid (36.7%yield). LM RT

2.02 min; mMe 396 (M+ H); 1H (d, ppm: 11.8 (IH5

br s), 10.6 (IH5s), 83 (IH5 mM, 7.6 (IH5 d); 7.35
(IH5 s); 7.2 (IH5 d), 32(5H53), 3.0 (2H5 m, 2.4
(2H q), 2.36 (3H5s), 1.9 (4H5 m, 1.1 (3H5 1).

Exan'pl e 96 5 (5 Et hyI 2 thyI - 6- 0X0-



(67%yield) as a yellow solid. LOMS: RT ?? mn; nle
303 (M+ H); 1H NWR (d, ppm: 11.64 (IH 3 br), 7.25

w@ bddsB9wy) 6.89 (2H3 m), 3.76 (2H3 s), 3.20 (1PCBURIPS5/010691

2.38 (2H3 q), 2.24 (3H3 s), 1.45-2.15 (6H3mM, 1.09
(3H3 1). Exanple 138

3- Etying feéd{n@ @mi}&@ﬂé%vmé%atmm)cnﬁskmd of FBEBEGHC4F s and
yU 6- et hyl -1 grldln- -one

hy d2d SR e&cm:lés ABeractivated by dR)IKHz 5KV RFpowstd thgpgas

> rbURiHES By P LG £ B PRokP (ARG SHulge.

Exanpl e Jitertige geaﬁnéﬂiteme éﬂchlr@q@wmd rhé&dargd elgain asder the
a yellow solid. LC MG mn, me 307 (M+ ;
§H ISer gonqucm as pefge tbqa neagpc;nt 7Tt1%e(chwg @§e was found to be

> 731?9%"55%1/@@ Totchergagihe She t8c S geghrery.

Exanpl e 139

3-Ethyl -6-nmethyl -5-{5-[I-(4-trifluoronethyl pyrimdin-2
-v pi peridin-4-yl arninol-thiophen-2- yl)-

1H pyri di n-2- one di hydrochl ori de

5- (5- Et hyl - 2- et hyl - 6- oxo-

, 6-di hydr opyri di n-3-yl ]t hi ophen- 2- car bal dehyde is
reacted wth

| -(4-trifluoronethyl pyrimdin-2-yl)(piperidin-4-yl)am
ne as described in Method A of Exanple 123 to give the
title conpound (88% yield) as a yellow solid. LC ME:
RT 2.47 min; me 478 (M+ H); 1H NVR (d, ppm: 8.65
(IH d), 7.25 (IH, s), 6.83-7.00 (3H, m, 4.45 (2H,

d, 3.95 (2H, s), 2.93-3.40 (4H5 m, 2.70-2.85 (IH 5
m, 2.38 (2H, q), 2.26 (3H, s), 1.78-1.98 (2H5m), 1.26
(2H5 m), 1.09(3H5 1). Exanple 140 5-(5-{
ri-(3,5-Difluoro-benzylV)-piperidin-4-yl net hyl]-am no}
met hyl -t hi ophen-2-yl)-3-ethyl - 6-nethyl -

1H pyridi n-2- one hydrochl ori de

5- (5- Et hyl - 2- net hyl - 6- oxo-1, 6-di hydropyridin-3-yl]thio
phen- 2- car bal dehyde is reacted with [I-(3

55-di fl uor o- ben2yl) - pi peri di n-4-]-net hyl am ne as
described in Method A of Exanple 123 to give the title
conpound as a white solid (54%yield). LM RT 1.78
mn,me 472 (M+ H); 1H NWR (d, ppm: 7.24 (IH5 s),
6.82-7.15 (6H, m, 3.89 (2H, s), 3.48 (2H5 s),
2.40-2.60 (m buried), 2.38 (2H5 q), 2.26 (3H5 s),
1.67-2.10 (55 m, 1.18-1.50 (2H5 m, 1.10 (3H51).
Exanpl e 140A

5-(5-{ri-(3,5-D fluoro-benzvD- pi peridin-4-yl am nol- net
hyU-t hi ophen-2-vD-3-etliyl-6- nethyl- 1H pyridin-2-one
5- (5- Et hyl - 2- net hyl - 6- oxo-

6- di hydr opyri di n-3-yl ]t hi ophen- 2- car bal dehyde is
reacted with I-(3

55-di fl uor o- benzyl ) - pi peri di n-4-yl am ne as descri bed
in Method A of Exanple 123 to give the title conpound.
Ms: nfe 458 (M + H). Exanple 141

3-Et hyl - 6-nmet hyl -5-{5-r(2-pyridin-2-ylethylanmo)netliy
| ]thi ophen-2-yl }- 1H pyridin-2-one di hydrochl oride

5- (5- Et hyl - 2- net hyl - 6- oxo-

56- di hydropyri di n-3-yl ]t hi ophen-2-carbal dehyde is
reacted 2-(pyridin-2-yl)ethylam ne as described in

Met hod A of Exanple 123 to give the title conpound
(65%vyield) as a white solid. LOMS: RT 1.82 mn; me
354 (M+ H); 1H NWR (d, ppm: 8.46 (IH 5d), 7.70 (IH
51), 7.13-7.35 (3H5 m), 6.89 (2@5 , 3.90 (2H5 s),
2.80-3.10 (4H5 m, 2.38 (2H5q), 2.26 (3H5 s), 1.10
(3H51). Exanple 142

5- (5- Cvcl opr opyl am nonet hyl -t hi ophen- 2-yl V3- et hyl -

t hyl -1 H pyri di n- 2- one

hydrochlorldeS (5 Ethyl 2-nethy| 6 0X0- |, 6- dlhydropyrl

~ T I e



3- Et hyl - 5-(

5- PCSV2- net hoxynet hyl pyrrolidi n-1-yl met hvnt hi ophen- 2-v
whr@snoetchy| - 1Hpvridm 2-one hydrochl ori de PCT/US2005/010691

5- (5- Et hyl - 2- et hyl - 6- oxo-

1, 6-di hydropyri di n-3-yl)thi ophene-2-car bal dehyde is

reacted with (S)-2-nethoxy rolidine as

described in Exarrpl e 123 twe title corrpound as

a yel | owV¥batiig clai@esysiel d). LC/ MB: RT 2.02 nin;

347 4(M +

T |_|1 A7"pn§tricﬁ' fHVF%&gs;mQ%aﬁéjdeﬁ) f}é O%? tﬂ'rﬁtégd gamfngmg

% 2H5a)dabtwaﬂn§ it akemote cRarbBe( algretseatniant g@ghhlxti)re canirising

(3H,s, . 6- 2. H5 1.09 . Exanple 192

3- EfHY 00319%“ Ff‘g 9%3 PRI RRYGRY '&?ﬁeHbQA‘FéPHfﬂflf@td%PgﬁfV&ﬁ-” and

2- Y igiofocaRb Y |s Ibéh Mri 13“1“' an@"ﬂ@ereafter

hydr ochl ori de5- (5- Et hyl - 2- net hyl - 6- oxo-
1, 64k wda@tmg $aid racquue)itmetﬁgautm@tz}a@anwm reavithiat legst a

B et SHFSeBEALIAR 18 (T hiIE Sunhoss tothe
1€l lsavras@degosith % yi el d) LC/ I\/IS RT 2.17 min; nme 357

(M+ H); 1H NVR (CD3COD, :71787(5H5n)
4 64c) agYvating imthe l(enwte@anwe@;@ ¢gleaningygas;mixture nampyising

3. Eéé)ﬁ(gatj-j% [1@ fltngc?% W %(reerlln he nrolar ratlf)hof oxygen and

thi @Ipbafcazbcyrh ibﬁleasthw duw mereaiﬁten 2-one hydrochl ori de

5-(5-Et 2- net
S A PR SRRV Bt Ol aning e EniKIYs thiaugb R PRtWaY;
ea [ od
1% gxgg%ryifgwgsé b%ggveteﬁdééﬁ.ng gas n‘ﬁﬁ%ﬁ% g hgrsu'}ﬁba
sol idéppsiteapd ethet)eby BN gFat Ieast&omenpf sdid s&ﬁace eposits.
H; 1H NWMR (CD3OD5 d, ppm: 7.4 (IH5 s), 7.32 (IH5
s), 7.12 (IH5 s), 5.02-5.2 (IH5 d), 4.6 (IH5 s),

g % g?ﬁ@ rﬁ@tho@oﬁéla(rh"i ﬁhé?eln §ar318pr(eﬂ'é'5tn$ént 9g%s(r’nblt@r@conta|ns
1. (BHBDX?gQXaan e 194
2§ Et hyl - 5- F5- ( 3- met hoxypi peri di n-
yl msthyl )t hi ophen-2-yl|-6-nmethyl- 1H pyridin-2-one
5-(
p

3. EThé Imetho@ o laird- 10Wheienﬁsdidfmdfam)depdjsns % pemdvedfrom
hene- 2- car bal dehyde i s reacted w

3- met hiheyiptesieriof ?rﬂ?%'“@@ﬁﬁ”ﬂ@i that I%ﬁﬁu%fqbz@amag
ive t ound as ayello olid (49% vyield
LC VE: E%ﬁ’{r%@m e 347 {M + ﬁ)s 1H NI(\/R (c)tl)lsoas)d
ppm: 7.79 (IH, s), 7.41 (IH, s) 720(|H s), 4.60

512 H,ﬁn%be g a 9%19 aﬁ_;y'_‘l ‘ﬂ_’%?"@ §ﬁ,‘ Wpléél%ggét?ég by an RF

- Et hy ﬁ (o] or a microwa I source.
Yk 0%'“??%5 @Pnﬁwsaﬁewﬁmfh. o;mew ye powe

1H pyri di n- 2- one hydr ochl ori de

pheﬁse%H% g?%tgg‘étéa%lfgn ﬁwﬁggﬁﬁ g%h&%ﬁ%ﬂ%’era U8 oPsdid 4 Sted

(pyri difearing 4tk e |t desat 3GGaIKi n Met hod A,
Exanpl e 1237to give the title conpound as a yellow

390I|d(23%y|eld) LC/MS: RT 2.00 min; me 340 (M +

t ) , 6}ﬁﬁyﬁ’éﬁgéﬁc?%gopﬁﬁk(e"S)SZM%"?%%O“% ’l\?pfs'%brocarbon

(I H, stompoGRd(2H, s), 4.58 (2H, s), 3.30 (2H, s),
2.60 (2H, qg), 2.43 (3H, s), 1.20 (3H, t). Exanple 196
5-r5-(2-Benzyl am noet hyD(' t hi ophen- 2-yl V3- et hyl - 6- et h
yl -1 H pyridi n-2-one hydrochlorid e

5-[5- (Et hyl - 2- net hyl - 6- oxo- 1, 6-di hydropyri di n-3-yl)thi
ophen- 2-yl ] acet al dehyde is regq?ed wi th benzyl am ne as
described in Method A, Exanple I23 to give the title
conpound as a solid (13%yield). LM RT 2.22 mn;
me 353 (M+ H); 1H NWVR (d, ppm: 11.8 (IH, br s), 7.3
(6H5 m, 6.8 (2H, mM; 4.84 (2H5 s), 2.98 (4H5M5 2.4
(2H5 )5 2.25 (3H, s), 1.1 (3H5 t). Exanple 197



met hyl - 6- oxo-1, 6-di hydr o- pyri di n-3-yl)-thi ophene-2-car
boxylic acid and dinethylam ne to afford the title

W@ ooupoessdd (77% yield). LC M. RT 2.44 mn; nl ep@EUSION/610691
H) . _Exanpl e 265H . | _ i ) ,
5- (5~ BRy/Methadkeiflping 1 yhnreinesald gag meixpye ffetheragmprises a

i ophenggs oxylic acid
4-tri ﬁ%t‘}cg)errg%{s#hyl -benzvl arni de Method 1, Exanple 205
Is substantially repeated except for utilizing

5-(5- et hyl - 2- . . -

met( ﬁy ﬁ’ﬁ/'@fﬁl?q o IR dr WhEGRIN e 54398 deppsitisrlecied fpm a
goxyl Lg?o@ﬁ ic8ngiating of &iliEdr ApeERtdiddre BigbamitAge { ingsten
afford the title conpound (75 % vyield). LG/ M. RT 3.15
m n; réiliconziiogine +siligon exnitpide, siiean carbide and various silicon

? é%%ﬁlﬁg%ﬁﬁc@ﬁ\hsge&%%dttﬁl %splﬁgnlé-%tgg?l&)xyl ic acid
(pyridin-2- ylnethyl)-am de Method 1, Exanple 205 is

substantially repeated except for utjilizing
5- ( 8- ethg/mefhod of claim 1, wherein molar ratio of oxygen and fluorocarbon

t hyl Q- - el - iy s =k ki - .
1oy 1 2 s EipRuge st i abGUeL R 20 BpérFa0.
the title compound (97 %yield). LCMS: RT 2.07 mn;
me 354 (M+ H). Exanple 265J
5- (5- Et hyl - 2- et hyl - 6- oxo-
1, 6-di hydro- pyri di n- 3-yl Vt hi ophene- 2- carboxylic acid
met hoxynet hyl - am deMet hod 1, Exanple 205 is
substantially repeated except for utilizing
5- (5-ethyl - 2-
met hyl - 6- oxo-1, 6-di hydr o- pyri di n-3-yl)-thi ophene-2-car
boxylic acid and net hoxynet hyl ami ne to afford the
title conpound (85%yield). LM RT 2.64 mn; me
307 (M + H). Exanple 265K 5-(5-Ethyl -2-net hyl - 6- oxo-
, 6-di hvdr o- pyri di n-3-yl Vf uran- 2- carboxylic acid am de
Met hod 1, Exanple 205 is substantially repeated except
for utilizing 5-(5-ethyl-2-
nmet hyl - 6- oxo- |, 6- di hydr o- pyri di n-3-yl ) -furan-2-car boxy
lic acid and ammonia to afford the title conmpound.
Exanpl e 266
3- Et hyl - 6- net hyl - 5-[ 5- (pgri di ne- 2- car bonyl ) -
t hi ophen-2-vH 1H pyri di n- 2- one N-Met hyl norpholine (3.7
m) is added to a solution of picolinic acid (2.05 g,
16. 65 mmol ) in anhydrous dichl oronet hane (50 nL) and
cooled to - 150C. Isobutyl chloroformate (2.2 m,
16.75 mmol ) is added thereto, and the m xture is
stirred for 15 hr, after which
N, O di met hyl hydr oxyl am ne hydrochloride (1.63 g, 16.71
mol ) is added. After 15 min, the cooling bath is
renmoved and stirring is continued at roomtenperature
for 4 hr. The reaction mxture is added to water (50
m ) and extracted with dichl oronmethane. The organic
phases are washed with water and brine and dried over
Na SO4. The residue is chromatographed on silica ge
to afford N-nmethoxy-N nethyl pyridi ne-2-carboxam de as
a colorless oil (2.2 g; 80%yield).A solution of
3-et hyl - 6- net hyl - 5-t hi ophen-2-yl -1 H pyri di n- 2- one
prepared in accordance with the procedures of Exanple
24, Step 3 (100 ny, 0.456 mol) in anhydrous THF (3
m) is cooled to - 78C, and n-BuLi (2.5 Min hexane,
0.4 mM, 1 nmol) is added. The resulting dark green
mxture is stirred for 20 mn, and then
N—wethoxy-N—nethyIpyridine-z-_gﬁgboxanide (83 nmg, 0.5
mmol) in THF ( 1 m) is added. The reaction m xture is
then added to water (5 m) and extracted with ethyl
acetate. The organi c phases are washed and dried, and
the residue is purified on silica gel. The product is
di ssolved in a mninmal anmount of nethanol and treated

-, o, — -



