SUBSTI TUTED BI CYCLQLACTAM COMPOUNDS FI ELD OF THE
| NVENTI ON The invention relates to substituted

whe@yolabact am derivati ves, pharnaceutical f orpol/E20er81969

t hereof, and uses thereof. IBACKGROUND OF THE | NVENTI ON
Qohesity, which is an excess of body fat relative to
| ean body mass, is a chronic disease that is highly

preval ent in moder n socnﬁaé%gﬁgggilm_ssoci ated wi'th

decreased |ife span and nu i cal problens,

i ncl UPAST A AICIEINVE OR! DOMES THEVESEPWETH IMPROVED
artery di sease, hypertension, stroke, Type 2 di abetes,
hyperli pi demi a, and sone & GANERs. A hal i mark

chargacteri stic.of n jknc

col pELE RoBHE HRn Rt elifiodd, L EGGRR Y phsent on
i€ wrkat IaE@nQénﬁfacﬁQﬂé(g| ycerol. This increase in WAT
mass 1S a key contributor to obesity-associated -
conpThest arenmadad apydfhayadied bEariay! stracisires @vasisting of
(DGAT-1) is a nenbrane-bound enzyne that catalyzes the
paerhasgl angd éwoahQMdawlcmrypl@tmg mmyemmgguage theygnards

|s ex essed int ntest ne. and ose t|
T ORFRESSh chiistisyend Ratet (BEt Tpave the

?Hgﬁﬁ?l"‘ﬁﬁgn CtBaﬁ{ eggﬁgy%t Fg%?t ’Pﬁf ‘ﬂa%ha} f‘s ?Rﬁbﬁﬂ%d
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reduced postprandlal plasma gl ucose | evel s and exhi bit
roldirepased ener gy expendlture but have nor nmal Ievels

of serumtrlglycerlde (I phenot ype of theDG?
nuII Theumachmony Riovide @ﬁ%éﬁ}t sAeRessary Magts der wotler

T-1 inhibitors in diet 83

FreARide e M G0 i den. U uBE o BRSdnERTne okl Spmain
qRgshty. and have increased insulin and Ieptl n
sensitivity. These effects suggest that inhibition of
DGATAIlhtlv¢ wboweymbatianedvigdrts lae¢ apetdrtly teadedf mhiromate
only for obesity but also for diabetes. (Subauste A
Buvannisged steel. Drug Targets | nmune Endocr Met abol
Di sord., 2003 c;3(4 63- 70 Ther ef or need exits
in tAECR ¢ m 9@5 SubstmbRI | PESPE or EVBhatty kv of

' the treatment of metabolic disorders such
%Jd@wgégérspl e, obesity, Type 2 diabetes and insulin
resi OndNEcn et faRetiondlithend thelegiéreidaltts in the art
for. DGAT-1 inhibitors having | C50 val ues of |ess than
abou”tl“hﬂ:(lﬁ@onweamjlqar@imexbhyg tﬁuhohon@btmm tistfolARwinE:

THE | ON Th

conp uﬁas H%WFlnéﬁ?Eet?’?te H@é‘lir?rlggt wr*%gtge?sl;gmlaed by
t

KEFhOTR clnti Rl selh Pal it ] E%é b af 6 Y Hdfepd to

tl(éjthfél&ie%‘sk&ésued Gy @ h@ﬁﬁ ﬂfU ‘d%t‘élﬁbe bét@véerpthe two ¢

4) perfl uoroal koxy, or - koxy; R2 and R3, :

smloeith seplerst el y, are i ndependent ly H, (CrC 4) al kyl ,

or -é)ﬁ@r C4) per f |l uor oal kyl ; "R2_and ,. taken
t ogeHEe wregulafelacy&rm;fnpwrma@h Q%Pb&@@% tlaéﬁemissed

g i MOS0 Exégéhrqll%régéﬁé&i? Rpsty i e ifinto
lgeﬁ:éx_]silgﬂ)@rhiél &tl}g'é Qrs&lf a3 iatek! i@tﬂlﬁ:cnﬁ% Wen%tte

i's a - ene gFoup a -
8tdC- 6) cycl oai kenyl ene group or phenylene; Z is- C(R
6a) (R6b) - or a bond whereirn R6a and R6b are each
i ndependently - Hor -(CC 4)alkyl, or Réa and RG6b,
taken together with the carbon to which they are
attached, is a -(C 3-C6)cycloalkyl; R7 is C(O RS,
cyano, hydroxyl, -(C -C 4)al koxy, -(G-C
4) perfl uoroal koxy or a carboxylic acid mmc; R8 is
-OR 9 or NHR10; RO is -H, -(Cr C)alkyl, or -(C
1-CA) perfluoroal kyl; and R10 is -H, -(Cr C4)alkyl,
tetrazolyl or S(O) 2CF3. The present invention also
rel at es to a phar maceut i cal conpositi on conprising a
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-CH 3; R5b and R5c are each HL R5d is H F or d; R5a
is H F, d or nmethyl; Zis- CH2- or a bond, and R7 is

wWEt@pRE463 cyano. Even nore preferably, R5d i SPEH/IB008%001969

a bond; Ais a -(C 3-G 0)caycloal kyl ene group or a -(C
3-Ci o)cycl oal kenyl ene group; Rl, R2, R3 and R4 are
each independently HO-CH 3; R5b and R5c are each H;
Ra is H F, O or methyl; Z Js-CH2- or a bond, and R7
|s C(O)R8 or -cyano. .Yet even nore preferably Ais

n
tr| out ?%ﬁ?’ %rgﬁy Q%gﬁ(??ogﬁg T}t gf’ (Tq!t %ust not be dry
bat ahyst apensal eneeitair- qliantlity anbsstldre leéa@ecb the
Rl, R2, R3 and R4 are each independently H or -
REs 2onl tRGcwater ndhe HpixBaei This m;xwreocrmchyi ceztam :
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Qﬁnﬁshegtsqgr@lrﬁctalg&rrgyf or a pharmaceutically

acceptabl e salt of said conmpound or tautoner, wherein:
R1 i $hib oadhdsibl; impeidss HHe -swhbSth R&nlmny of tigH ﬁastry
R4 is Hor-CH 3; Rsais H_  F, O or neth Zis-C(
delehabboul&r lnstﬁaddbwmlngmoaﬂalysea@nér@V@ao(rat tlmeS)

d CtC 4)al k R6 d R6b
bESh TS Gltinto mest; o besrb AR Aty eRpRILR ik, CqRetimer, in
I
%ﬁﬁggﬁyg}r@x%e {lgf% &é&gﬁ@%m hav(%ét ngr@)ﬁf% rolling
pro¢s&usfdgidnoal koxy or a carboxylic acid mmc; RO is
-OR or R 110U.; DR9b is -H -(Cr C4)alkyl, or -(C
1- C‘Jhpentharorcmt kof :inconveuience (of a- health Appewtiso to

t et r@iol %ﬁé‘éﬁ% ggﬁﬁe,sz{r%g%afgméssF@%@ 'onI Qale |
f%ég*?% (2 B61chSF AL 306 FonsE) o bats b e 3 hus bt

’tl@‘| \2arrmsﬂ na;gﬂi—’ecprt%f ¢hé Csh &P OPh1EERE @kt BE éaﬁﬁ‘i‘ﬂﬁﬁﬁied

formul a or the tautoners thereof, or the salts
pﬁrts@ljed cmnﬂmlomdanerm dudrorfel So the heaﬁa‘l‘l ?f thedcédsumer
-C(ONHR 10. In a second preferred enbodi nent of the
whepvisHarotobe pyrasalimmegiately eﬁéhq hamﬁﬁhse&Sher eof , or

t he Its of sai d unds t aut omer s,
and aN)sA of BBB0 RS oftd niaersBtg néhﬁse

rﬁ:%\f am no-SS- 0X0- 7, 8- di hydropyri'm do[ 5, 4-f] [ 1

, 4] oXheeqirfa&{sSbh -exdmieind hey ¢lmbked lihasetloni wayl £ to
or a tautoner thereof, or a salt of said conpound or
pranesteparticles ofhpestryr ef dlowd fromostipking ¢o thee parts or
~conmpounds of forrmula (2), or the tautoners thereof, or
| EHIPORCNLS-of sai d conpounds or tautomers, Z is _CH 2-

aﬂg gﬁ#gﬂ trm%Q % %‘ﬂn@%?fﬂ ¢hle Cs?ff?é)&@%dlgfsﬁéﬂ that they

(V‘ﬂlamsﬁ!Qn5t1%@"aﬁd8 -t PoyfdrepYRéir dlpdracteridtid is4that of not
oxazepi n- 6( 5H) -yl 5 2- fluorophenyl)cycl ohexyl) acetic
 beaving qrarticleuonrthe paseryedaringrwearkiaigt of sai d

co und or tautoner. Another prefered compound of
thr.gx&%bdfrl%fht suface haréness pthc materla{‘rpusec(ij ?or this

S, by DG bty R Caf i RATERENS | ThiEt Bpdaddty

éﬁhﬁusﬁés AV tOTRE Hdrahess ofthe a3l he®dl f3EM for which

conpound or tautoner. In a fourth preferred enbodi nent
- of the conmpounds of fornula (2), or the tautoners
thereof, or the salts of said conpounds or tautoners,
Zis -CH2- and R2 is (R -nmethyl. For this enbodi nment,
it is nore preferred that R7 is - C(ONHR 10 , -CN,
or-C(O OH A prefered conmpound of this enbodinent is
(trans-4-{4-[(8R)-4-am no- 8- net hyl - 5- oxo- 7, 8- di hydr opy
r|md0[5 4- f][1
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(Cr C 6) al koxycar bonyl oxynethyl, N-(CrC

6) al koxycar bonyl am nonet hyl, succinoyl, (G-C
W@ r@bkaneyl , a-am no(CrC 4)al kanoyl, aryl acyl BEEiIB2008/001969

a- am noacyl, or a-am noacyl3 a-am noacyl, where each

a-am noacyl group is independently selected fromthe

naturally occurring L-am no acids, P(O (OH) 2,

Bttt oE S et CiarSal SBeHar cSEY i dpleramce,
B 56 Shlonbli 8hu vidth BRBYEGEIEey | @ compound of

the presen on contarns a cafboxylic acid .

functignahigr puipost, PHRST BAt&AA] COiNkedeifnaRFhRIium (or

formed by the replacenment of the hydrogen atomof the

aduthigiumpalioy hteatgdap desctibad Kegeddpat.kyl , (C2- G

2) al kanoyl oxynet hyl , 1-(al kanoyl oxy) et hyl having from

4 t o lhe papsnohthensover pse fung frqm| & drie doybe ammpersed

havi romgps t 0 _car hon .at ons, .

1R b e SoMevish VERAETE it sre ohbeth goghemical

aatn‘?{')?n 5 onyl.oxy) ethyl having from4 to 7

carbon e%%%@ré&ﬁﬁ@ﬁyl -1 - (al koxycar bonyl oxy) - et hyl

havi mRirdtipRubfdctast degieanim ésarried out.

N- (al koxycar bonyl ) am nonet hyl having from3 to 9

car bdrhext @lazing (I8l ¢arriesk yoadr boray Ihodnbad) dahyappraxi. n§0°)

from4 to 10 carbon atqnp, 3-phthalidyl, . .

Sogtaiing) e Yed afumiBLim, ﬁ&%&% 50¢p, thps obtaining
| - C2) al kyl am no(C 2-C3) al kyl (such as ,

E’l?g?ﬁ%ﬁ%w am noet hyl ), carbanoyl- (CC 2)alkyl,

N, N- o ft6F EirdiRL kit Eadtpreey cafie& chkahkatl adidisolution.
pi peridi no-, pyrrolidino- or norpholino(C2-C3)alkyl.
Synt Hds abbrvegmeatianed: partsoopmovis arfe floemiteated) wath a
this_invention may be prepared hy. nmethods that .include
susadde epraeesanof elestgobrieer anadizing tiyay tabdainingy aj phin
light of .t.he desecriptiaon,cont.ai ned herein.,,Certain
sepliagsactiff, STRL arimeRd 8 U PaSo kil dutffdtes the
?ﬁF L& EfoseOfo tHY suifquention are illustrated by the

. foll'ow ng reaction schemes. Ot her processes are

- descrtkedisarfdee exder thientlavededt i gipe Sdoe othet hgrevious
starting conpounds for the reactions described in the
slectrechemdcalx drqatmendr eegnltspdpebeamicroperaust ejollowing
herein. In Schenmes 1, 3 and 4 bel ow, generalized

thbdd Smlﬁﬁgﬁ%aitw&nf-he conpounds of fornula (1) are
gepl ARG ol LorPel SFowhsh il lap%érﬂe(e%éﬁ%‘fee,st}%e]'.éai:t@nare
e prepared begl nni ng™ Wi conmercialtTy avar’l a
Shahéised MRt @r htsbatl o dempfsialized water at 90°. Thus
synt heti ct echni ques known to those skilled in the
diseslingtdift thenpdrasippeis obtainedewtheppracéssnobhydration.
i nternmedi ates :such.as ,1-1 , . wherejn_ X is . ahalide or
osoed sirdags dinighing s Lp@.auw%ff W l%mb?eﬁ,z g pasiry to

i.ssue Ly 17, 2007, th hj of: which are

B ERGP Iy oY i St iRE LS il ot v ot y.
Comp I t ; ;
ot B iHge SoNARPARPNaPENEYS PRSI (R PeRttictes fANA Being
Pelgdsddromeid pastr§x gani c Letters (2007), 9(1), pages
101-104. Conpounds 1-1 and 1-2 can be coupled using a
net alAnethgryadvaniage of Y Ipseress slesesihsdr abeveodar the

Conpound 1-3. .More specificall 1-1 apd 1-2 are .

Reatstion of thifpareat sdgs Cletiiabipe. hons efls, machine
t ASwul n | [ :

Yo o Er iR RsibF RARRIUTHERE Mt fsed, which

"-triisopropyl bi phenyl (X-PHOS) under nitrogen for

about 15-20 hours to form Conmpound 1-3. Compound 1-3

is acylated with 1-4 using conditions and reagents

known to the skilled artisan (utilizing a mld base,

such as triethylam ne or pyridine) to afford conpound

1-5. Conpound 1-4 is prepared by the method of

Tarasov, Evgeniy V.; Henckens, Anja; Ceul emans, Erik;
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dosage form conprising a conpound of fornula (1) , or

a pharmaceutically acceptable salt of the conpound;
wanavaiaecond dosage form conprising an anti di BAYEIB2008/001969

agent selected frominsulinm and insulin anal ogs;

i nsul i notropin; biguani des; a2-antagonists and

i m dazol i nes; glitazones; al dose reductase inhibitors;

|- h h l. i nhi bi ; bi t ol
e mP SR SRS WP S0 (St o

| nhi 'Tgt' Ict, béf&ﬂe“ﬁ@éli%ﬂg?’ﬁ 1s”BbPéitb.‘?é So BnAPREL S various
phosphodi esterase rnhiBitors, [1pid-Towering agents;

parisoRe viaths afUteanie/ @mgﬁl@ms o4 tHanggeuprozaded efoesfood)
and peroxovanadi um conpl exes; anyl i nant agoni sts;

gvhichgne gradagtlyi sitsodyeadvintohtdrenpore eacitmsogogues;

gl uconeogenest s. i nhi bitors; ,somatostatip anal ogs;

ant i Ilihsophade ofyeptonr QP%’GPGg‘geEﬁn ShenaEPWdi amgtthe parts
ageg}sf Eﬁ 3n§garnaceuticakly acceptable salts of the
ARTNAAT ABEPP ents and the prodrug; and a contai ner
for { ai R . st . )
dosage By OV o tatlaliohs afeCRaaRel HaRlied By R ERRRSLign
ofehtidratviapdablhs sttacied desegéthi or s i ndependent |y

conprise a pharmaceutically acceptable carrier or
di | u&ig. 11shawstaeehemptically pkeichednonbpastn macdine for

omisitia B9¢ agithoto R RAriSRt TAHEET CBry Talloaus te nastry,
ST e IRRTTHAS drbd reriby® MV IHREEY rpfiflibine on the

papfy. nation with an antidiabetic agent as described
above. In another aspect, the invention is directed to
a neFhgd2 shows i iansingpli fiedi andsuitabiyeadatgedD®anner the
i nhibition conpprising adm nisterin 0 a mmal |n
sebematicallyn sketehede fut uppes :p&éhtq%cﬁg-yl e rp@z;t\rvbbcl_l the

SRR nafls thel e Foulsts ahikBlispfd 2 ouna.
ei t hegoag gﬁ%“%,f isgmgﬂmwaa&lidogkhw&h&iem?@ée@m&fbh@ split
agent %S eSCFI%e bove. In the presen I nvent | on,

pypi ofilthy,shicke etemdint icomstiteahedfithe iypehihaicabet ¢scated
Insulin resistance syndrone or obesity. Preferably,
anedieaily .t ilined: peert e Wliffeaanhileyers mf alwwipisimd the

f f ) 2 h ti || t-abl t
Cherdiling & melePalira TpEchinhte hdai< Bratamte o yhe
gﬁﬁ%ﬁ%&ﬁﬁﬁﬁgg one of the follow ng conpounds, " or
phar

ceutically acceptable salts thereof: {trans-

4- [ AF{g- 4115 Mhe IHA¥Traliotr doRedponiingrialdih, 3-wheie sealing
4] oxazepi n-6(5H) - yl)phenyl ] cyci ohexyl }-acetonitrile,
o{f (the (mioropanosities-hero-resslidicnhayo pyen rdagoiedsqut. f ] [ 1

éﬁet - Eg;gr)lkpntl% 5i|1_Pu_s¥1|'gtiozri féour(r)er:bso ohne 1¥1|g) fo yf‘ffg?@?x%hére the

b0 A S AT TR o
?@i%enhétrt‘i‘l‘ésbdhbﬂréf 1) n?i]ctitqba&sfﬁ- met hyl - 5- oxo-

, 8-di hydropyrimdo[5, 4-f]

, 4] o¥aempihe digitdesylii mmeengdsc thdtothexmgchinet soliematieally
(trans-4-{4-[(8R)-4-am no- 8- met hyl - 5- oxo- 7, 8- di hydr opy
repiessptedslike the usual machines on sale, structurally ‘consists

Qg;%%a%@r X% 8PideS o tlae il O B! SV S Tt e BN s, 3,
| &?h[eésl{dra‘}}ﬁf fhi Qﬁzi]%m d}e-s%s'ﬂ&%{&g Fﬁ’?}?? gge@aﬂa hseiiRs BYFapThg

oxazepl n-
fl uorophenyl)-cycl ohexyi)acetic acid . Preferably, the
mammal treated is a human. In an alternate enbodi nent,
the condition treated is inpaired glucose tol erance,
hypergl ycem a, di abetic conplications such as sugar
cataracts, diabetic neuropathy, diabetic nephropathy,
di abetic retinopathy and di abetic cardi omyopat hy,
anorexi a nervosa, bulima, cachexia, hyperuricem a,
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Preparati on 2 Met hyl

2-((1S,4s)-4-(4-((R) -4-chl or o- 8- net hyl - 5- oxo- 7, 8-di hvd
wo opyoigsdo-r5. 4- f1f1 |, 41 oxazepi n- 6( 5HW ppheP@T/1B2008/001969

cvcl ohexyl ) acetate Methyl s

(trans)-4-(4-((R) 4-chl oro- 8- net hyl ~5- oxo- 7, 8-di hydro-p

yrimdo[5,4- fj[1

, f‘]éﬁxaée?i 5 6(5H) -yl ) phenyl ] cycl ohexyl } acet at e was

5 a8 fol l ows. Step 1. I\/lethl

[ ol R Rlernll @ O el LB Ul O3

- ‘am no heny ace ate, s
W%hahgeahedl £ dk lnotsilvdtigtegur e of met hyl
[trans-4-[4-[T(trifluoromethyl)sulfonyl]oxy]phenyl]-
cycl Eﬂhexgll]satim ailels(mtmtg oflghd shapiey, plfai\m 7, 8 situated

bel ow, ( (tert rret hyl si |l yl ox ropan- 1-am ne
aboyggol S§mfb|t9 er@fbi Guihedntind %4%%&&&@%}% gtwgen

| udi th di | d th
B, ¥Rl Aot libRe 'S Y 7220y 7726 7738; 2007,
cesi F%ﬁa'&ﬁen@&%rsﬁlﬁat}éﬂ oSt klionP ! ﬂﬂjé %He%‘iegé}ﬁon

(310nmg, 1.32 nmo and X-PHOS (627nmg, 1. 32mol

uollizedefdrithencgmphetéon wiftthe fairingsl ik al e8, the aelsteal egdne
tube at 1200C for 16 hours. The reaction was cool ed,
42} dhedbaset metaloné whBbLnsists odcalwminiva tor aluminium

x200nL ted b d di
ey wsénaar@sﬁé%@pg?q“%ﬂﬁaf bPion linee &) the graphic

FRSQTRG 88! ABDAVIAD h ddrbh® A5y 1FeliiERy: %vﬂ&éoaﬁt&f\%mh

{ts( 8fdes2- I{édreﬁhe bgiil Q:@hﬁﬁl hatleasSi thtke O8¥ders of anodizing
propyl ] ani no} phenyl ) cycl ohexyl | acetate as a

sirghifioa¢idoavel beeh S6hehdikpllyntonslzoed, anvdiprecssely a
. Met hyl ) . ) .
?‘ltrﬁfanﬁayér( A3[ (catled- bagric - ey (Whisd, nynenstratingy yish

| 1= . . . . .
REEing nCURTSIN nifi 1S DA arBEtR): | ARICHBYBRE R AR
e e bl M sR0nh i ut o
piteasifieat{én Zilg,coilrQ)abﬂth)[mm’ahhyh third layer 15 which is
[trans4(4{ (2R -2-{Jtert- butyl(dlrreth{l)s | ] oxy p

difforqntiated iy sréesrepsing solidity] ending ace wi

¥ %f%&? BiposodY sa ilgn%%fﬁ%cglm dn' tﬁe
Bhi68690, 101 A6 Seh RS Gl BinE thuE HotBRs laver of

conaent rated to reny e residue’wa

#hirhifiu@ACin( JHHLthe WAEIOd viystalteher fdrax 2004 , la)eredf
over MgSO and concentrated. The crude material was
pumrpheus tayummamg Si I i ca gel colum eluted with 3-15%

[tr ltﬂ {iwpis?? R)% o1 { nﬂ?ltcgéPW?SdllﬁetthW%PT%O]"&V}eﬁ

(
é?‘%ﬁe&ggtf?)sgnlglperge%ls)car bonyl ] am no} phenyl ) cycl ohexy
| ] acgpat Qeﬁﬁsﬁtlﬁﬁﬂ 06f eftfisOigaténPlp %rfn@t%% ma%hirre 5?&1r¥ng
(M1 ) NVR (400 MHz1 chloroformd) 6 (s
etol(ﬁlri’ﬂg (w;thﬁut—l)th@ ﬁgk ofl. phcttl(cﬂns Zbeli-hg Jxe:léasedl tB@t (cmuld
3 H 1.30 - 1.42 H 1.78 =28. 30, . 11
gceyr Nben(apptnangoéhwvamlspei Q@optezi ch) Hbstﬂtwon of

chromgn pldingg Dis 45" mslag Posdighh oy Hopostifs gy the
ﬁuél?b ores 19 H) -nuzhBer df figidgds' 'd%n‘éOQPQ}H}.‘érﬂi‘ed rev1ously

Preparation 2 was prepared as fol

di oxane (25m ) was added to a soI ut| on of rret hyI
[trans-4-(4-
{[(2R)-2-{[tert-butyl (di methyl)silyl]oxy}propyl][(4,6-
di chl or opyri m di n- 5-
yl ) car bonyl ] am no} phenyl ) cycl ohexyl ] acet ate (3. 95g,
6.72mmol ), from Step 2, in nethanol (50nL). The

m xture was stirred at 23C for 30 mnutes. The



cycl ohexyl )acetate (190ng, 0.477mol),

2-{[tert-butyl (di nethyl)silyl]oxy}ethanam ne (100ny,
w8983 ), cesium carbonate (171ng, 0. 525mMoPJT/1B2008/001969

pal | adi um acetate (11lng, 0.048mmvl) and ( X- PHOS)

(23ng, 0.048mmol) in toluene (5m ), under nitrogen,

was heated in a sealed tube at 1200C for. 16 hours. The

BERSE' PouRE EE R e cqaBl.ilinienss B¢ GRISEb Yo an

e n e 0 f k :
BAATE RSO R U ALl . vty
g&? ahdlly afdromgechines hitbt treated with colour pigments) the

4-(4- (2 (tert-butyl di met hyl -
miachinx y) dheypresent pagent is presented like the usual machlnes
I ),- cycl ohexyl )acet ate as

e F?Jlgﬁgﬁﬁ ua]ly,\ihe (1Bee VRHPnS e b f%g grt(l nﬁylﬁl) machine

Sishfic e SeBynbflgest ity adfthie, othg pasury

31'1‘3 to hl@flsﬂﬁre Wﬂe }uﬂﬁ §10Wr tHe @ul(ﬁibe U‘ﬂ)theofa%ﬁ , which
. Step 6. Mt

dn (the (GthéN—I(aZrd( t@Meﬂmuthd dlauhtlhgd 0 Ibel ﬁoqyndatdnytl)e Mmaket
di chl oropyri m di ne-5- car boxam do) - 3-fl uor ophenyl ) cycl o
westy|cpa@mlunep1@tr¢d\wrbﬁaﬁwshe\ﬁsfq@n@garWchaés 1§ dnpBews they

%éflg% ?tbe ggggrq oy og re 5?1\% % t%ecrelgggé/ Io Hgg{oudseor

3-f
ﬁ%%ﬁgéé#*@lgé%p@éﬁt%&?éﬂ R A L
TEA (0.054m , 0.39mmol) in THF (2rrL) was stirred at
room tenperature under nitrogen for 14 hours. The
reaction m xture was concentrated to renove THF. The
residue was diluted with Et OAc, washed with water,
dri ed over MgSO and concentrated. The crude nateri al
was purified by a 12g silica gel columm eluted with
3-15% Et OAc i n heptane to give nethyl
2-(4-(4-(N-(2-(tert-butyl dinmethylsilyloxy)ethyl)-4,6-d
i chl oropyri m di ne-5-car boxam do) - 3-fl uor ophenyl ) cycl oh
exyl) acetate a colorless oil (60nmg). niz= 598.2
(Mrl). Step 7. The title conpound of Preparation 4 was
prepared as follows. 4MHCl in dioxane (0.5m ) was
added to a solution of nethyl 2-(4-(4-(N-(2-
(tert-butyldi nmet hyl silyloxy)ethyl)-4,6-dichloropyrimd
i ne-5-carboxam do)-3- fluorophenyl)cycl ohexyl)acetate
(30nmg, O Qdmmol) in nmethanol (1nl). The m xture was
stirred at 230C for 30 m nutes. The reaction mXxture
was concentrated to renove solvent. The residue was
di ssolved in acetonitrile ( 1 m_) and NEt3 (0.05m )
was added to it. The reaction m xture was stirred at
800C for 18 hours. EtOAc (15nmL) and water ( 15m )were
added to reaction m xture. The organic |ayer was
separated and dried over MgSO4 and concentrated. The
crude material was purified by a 4g silica gel colum
eluted with 30-50% Et OAc in heptane to give nethyl
2-(4-(4-(4-chl oro-5-0xo0- 7,8-di hydropyrimdo[5,4-f][1
, 4] oxazepin-6(5H) -yl )-3-fl uorophenyl)cycl ohexyl)
acetate a colorless oil (20ng). m z=448.4( M1 ) .
Preparation 4A Methyl 2-(4-(4,4,5,5-tetranethyl -
, 3, 2-di oxabor ol an- 2-yl ) cvcl ohex- 3- envPacet ate Met hyl
2-(4-(4,4,5,5-tetranet hyl -
, 3, 2- di oxabor ol an- 2-yl ) cycl ohex-3- enyl)acetate was
prepared as follows. NaH (9.2 g, 384 mmol, 1.5 eq) was
suspended in THF (850 m ). This was cooled to 0C and
tri met hyl phosphonoacetate (40 m, 277 nmmol, 1.1 eq)
was added dropw se keeping T<10C. M xture was then
recooled to AC and stirred for 15 mn. Then conpound
1 (40 g, 256 mmol, 1.0 eq) in THF (300mM ) was added
dropmﬁse The reactlon n1xture was stlrred over nlght
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2-(4-(4-(4-am no-5-o0xo0-7, 8-di hvdropyrimclof 5, 4-f1f1
, 41loxazepi n- 6( 5HWO 3- fl uorophenyl ) cvcl ohexyl ) acetic
wa@eood/oidaes titl e conpound was prepared as fol | oRSI/IB2008/001969
m xture of nethyl 2-(4- 7
(4-(4-chl oro-5-0x0-7,8-di hydropyrimdo[5,4-f] [1
, 4] oxazepi n- 6(5H) -yl ) - 3-

fl | t at 20ng, 0. 045 1),
frgﬁfgﬁgﬁgﬁa‘t‘%ﬁ&@ N arou e Th di e oms
stirned ®hshDGfachihe? fol 98bmesERPRSE | Wlﬁ?hﬂéﬁﬁfve’ﬁ cover

hOUI‘S The reaction m xture was concentrat to give
whi t e solchdractBiisbd Vipp thar factdihan the tfﬂﬁoﬁgépaﬁé fﬂ@rmlng
wi t hout further purification. LiOH (4.5ny, 18mmol )
was addethe ccavesol Lt |2on7of8)t Ipeemtta 90hr$11¢ln surface for
THF/ met hanal / wat er (2. :2:1) .and the resulting
sol ut i on M8t WﬁFrWeEP he Q@G&efloﬁhaﬁgﬁéﬁ’r the mjcreyoughness

o about S3EraREY B AETS PR LM fut Bl if doun

extract geaciiomim éf)ihrtﬂhﬂ—é‘eforﬁarHer | &Y eth¢'@gmorphous
separated and dried dver MySO4 and concentrated to

gi ve a saldtdriaPdorii amd ithankeso deabinigy( chyr forah pdratjpdy of
(49, silica gel col ugnﬁ)d wi t h nmet hanol /DCM from 2-6%to
gi ve a wHie siseoperesAfy withtnbydratien deggimend. 1H NVR

%f“i‘é%n?sas‘%%s%%%laﬁesfﬁfs@ sl i Vihoamoroned sqer
2 & Rt B8 ) e B4 s

55. 5nM ( ¥ariges2Padts Sornitly thé heoeeaMPoU]s70f8)t Beesent a
Exanpl es 7-16, having the follow ng structure, were

pr epar edcah)urgdt hsurfaoe eduiths nescpwmljllmy EQﬁm;ﬂeéeasmg '
- CI—IZCEIJ—IB oﬁuytqgwparpgrg& %ﬁlﬁ% from the Varrﬁsh surface,

o et PR, ol | 4T PR 8 phobislpd cotour

?Eﬁ_B (Ng?m%t?s flég:‘(g%néMﬂ-ﬁR oﬂg‘&%@c)l%%nﬂ}ﬂeEbefﬂ%? Sf the
{trans- 4n{141=oipbres (9) .of the surface mlcroporosmes before their
am no- 8, 8-di net hy| - 5-oxo-7, 8-cl i hydropyrimdo[5,4-f][1

, 4] oxaze@ﬁ:fﬂlwﬂ-li/)- yl) phenyl ] cycl ohexyl} acetic acid

i NgR Bagth aghing o ( Homaspic 2k Witk ifjprostds per
(s 6|—|) QCéJOFél t?gr'])to 3_:&29&1 (fnch]az%%te%lz I\/H-%?] tlféc"bzfgc ﬁé}tMthe

(range 1215rf@c&7121y@rn(\05)5paﬁvheaﬂ céﬁﬂms@&BofFﬁlmhu& is
= H R4 =H CH3) - nethyl {trans-
[ 4- (4- anmadeZOfrenr@nuéatig@wm&tmhlyﬁ@DWncmth@[lfeldasq pf .

] 2o TS P B BERAEA SR ST 5He

1.39 - m 5 2.15 - 2.32
(m 2 FDWZ’(?I.%@H](‘S%IIED"% I‘y‘ﬁ“&eg?eg (m ZD H 3.68 (s, 3
|‘|) 349&0 Paé’tao%ddﬁmg Fﬁr Ado':tﬁbest%é ﬁ@e(ﬂfhthz 1?|ipr'év@g) Cover
8 23 (brcha;ta,ctdnt&d b|yilzhe:fa!t25th3t @Mplo)/emdn@iﬁ' thzoswdface
{Ei(?gﬁlse4(11[(h) 1(S4obtan9_53proceed1ng as followsR4 - HR= R -

am no- 2- e pyrlmdo[54fJ[1

, 4] oxazep| ﬁg%ll(%agl}né(%dﬁ%%wdﬁa ohexyl} acetic acid 1H
NVR (400« Msgth. %Qk 6598 GHith2dissd1fed ( Aumitiunt 4rd
(m 2H), 3.78 ( ZI%, 2.20 (m 1H), 2.08 (s, 3H),
1.90 (m 2H), 1.59 (m 5H), 1.20 (m 2H), 0.83 (m

2H. mz = 4 11.4 (M+l ). 1C50 59.4nM (range 49.9-78.2
nM Exanmple 11 - (RL = H R2=CH3, RB=H R4 =H RO
=H - {4-[4-(4- Am no- d-nethyl- d-oxo-T.d-dihydro- H
-oxa-|1 -triaza-benzocycl ohepten- -yl)-

phenyl ] - cycl ohexyl }-acetic acid 1H NVR (400 MHz,
METHANOL-c/4) d ppm1.1 1 - 1.27 (m 2 H 1.37 (d
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that prevent access to the mechani sns and carters that

| eave the channel open to the pastry to be worked. The
wW@amboy46s | ntroduced between the (adjustabl e)PEpE2008901969

of the two rollers to enablse rolling. The machine is

provi ded also with accessory parts for roller scraping

in case residues of the pastry being worked remain

attached. All t.he above-nentioned parts are currently

made of chF&HﬁFESSﬁavarnished steel . Such nmachi nes

substantLah%%%mkgégﬁ%ah_ éﬁ¥ﬁes of i nconveni ences One

concerns functionality an e other health. The

i nconveniseREECtEONERT MhOdiZinpaiéAndddtty i s the _
following: It is’known that the pastry to be worked is
obt ai ned *byepnsiddh goidurupigmentsgats boatwan awf pates prisndo
needs to be reduced to the thickness desired by

adj usting SA@ll@Bst ance between the two snooth rollers.
Once a regul ar | ayer .of stry h een obtained, it
s passed PRIGASAURROY PEETANR M AN NG rol 1 ers Tor the
pastry to be cut into the usual forms of pasta such as
tagliatelle, fettuccine, trenette, etc.The pastry, in
order to be rolled out or cut, must not be dry but
must contain a certain quantity of noisture rel eased
by the eggs or the water in the m xture. This m xture
creates a certain adhesi on between the pastry (which
on the contrary should roll out snmoothly) and the
parts below it which, as said, are of chromate or
varni shed steel (carters). This adhesion inpedes the
snoot h runni ng of the pastry which should instead be
runni ng snoothly, and even (at tines) cause the strip
of pastry to break transversally. The consuner, in
this case, will be unsatisfied and will have to start
the rolling process again. The .other type of

i nconveni ence (of a health aspect so to speak), which
occurs on the varnished machines currently on sal e,
regards the release on the pastry of particles (or
conmponents) of the varnish applied to the sheet. This
rel ease of contam nated particles could in tinme be
harnful to the health of the consumer who will not be
aware i mmedi ately of the harnful ness. The purpose of
this patent is to overcone these inconveniences. The
surfaces on exam nation are finished in such a way as
to prevent particles of pastry or flour from sticking
to the parts or conponents. Furthernore, the hardness
of the surfaces is such that they will last in tine
and, therefore, their characteristic is that of not

| eaving particles on the pastry during working. Apart
fromsurface hardness, the material used for this

pur pose al so has a sub-layer with hardness that
gradual l'y di m ni shes down to the hardness of the base
nmetal itself for whichthe entirety of its
characteristics, such as tenacity and tol erance, can
be matched up only with those of steel. For this

pur pose, the material utilised is alumnium (or
alumnium all oy) treated as descri bed here bel ow. The
parts of the cover are hung froma frame to be
imrersed in a bath for the follow ng treatnents that
are of both a chemi cal and an electrolytic type.
Firstly surfactant degreasing is carried out. Then
glazing is carried out in a hot bath (at approx. 50)
cont ai ni ng di ssol ved al um ni um and caustic soda, thus
obtaining levelling After rinsing, decoating is
carried out in an acid solution. The above-nenti oned
parts of cover are then treated with a suitable
process of electrolytic anodizing, thus obtaining a
thin coating which, well anchored to the base,
gradual Iy increases the hardness close to the
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