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Sﬁggnﬂrréps(egzﬂ@ﬁglrnsatﬁ%@ }3’(‘!‘811"? gf;}%t/ gt%/dgtﬁ?glp éﬁdwg%{ﬂitg 1.|°>0 14(3/ are pressed down
pispex @h&t lSBéH 13§)éﬁz§p3|w‘lher tRy &@z&whdlng pilghaz @heybase part 120.

R e R S el et sttt Oiﬁlﬁlfﬁfi%@ﬂ young people

t ramdaoatqrdhng]yrthd: srehling ddvi2g B-noi lazgelr ylanuthe@yretk. t ri azol yi ),

tp)e/tr glib(z) lelxria’te% Y ;%&P oP¥d- édﬁql ﬂ% t W(ﬁJX(i in%ﬂéc%rg}ﬁe tposmblﬁe(% %ecrease the
rl@t@rfsreneg/ﬁ!d@twmn mld@le 43D 8nd base dd0 wivith Heateyge if, thisiis done

a'tﬁéﬂ thefdlif b Gisl Ehaamélseﬁmgl dé%telvm%eb@ftfé&l% ?qewtﬁ@cmnﬁ further
conpoun s.of formula (Ib such erocyclic

gﬁ%;ﬁt FrRYSBEC Spthib eIy gt BHBnGh Aiperature rise,
bema mﬁng Uegée nay f)pérmrfd(lhuﬁmamhle @ofte8@ b &y ,

o o P A SRS EBR LI, T
S qiusjecttmne}r&OSs eogicged by alliygego elﬁeewmnbr parei4hdirangible bridges or a
ury giﬁ?ﬁ)tlé §%}@Hn§%0rﬁg§r§ﬁ% %Tgésg& rge{\éh {)1'?)]6% n Eéo b the 51des of the upper

Ituents present

i maétrﬂt‘lpowhﬁﬁ ehagalingodgydiendd infirst epengr éhe( ﬁrang@hle Brigges or score-
S ubg ra@é—ﬂ&ok@lﬁfeﬁﬂﬁg tW@C'\:ﬁbj%bﬂi‘orﬁI 80 & toeete@ko ﬁﬁe%pﬁ&qaaﬂ K10 by the

dro k aryl o
p %r %Wﬂ)togﬁerl’é‘?i?cm&o]t “é“'%ﬁ% ’ﬁ{l}s El‘glfiéo H&WFI par;140 thus
anmodkines opmnﬁfgeo*frthnjseahb@ devieninpreRlifficult. Ingdad gebeiagith Midto pull
[ Lt ut n
S%ﬂ %Ql C}TcéLB? ctﬁ.?ql F%) cﬁ(tf(l)g yS aggglrt 15(\5\911 %}—SI %’F’aﬁlh—gt{% (ﬁ%\/llth typical ring-
pamlu sealingrdeviRles, thespiieyagtiog 80 hfn;do RE lgrassmbﬁeh}wlled upwards. Since

S%Péf;ﬂoﬁééh@ﬁi18Ms*}a&€§sr9£u &Y@caﬁk&?xbﬂlé&ﬁ@t S Se' ected from
met hoxy, et hox henyf net h

enboja}erﬁé’ﬁtl%m@fl )(’PW\?CB hesEmer pH @I@rprpﬁe‘llfmjbgoclé fpvlyrygken so
ofthzftqmu&tam(lsb By B s Thig rcwaﬁly ies86d the WTEEBlNoRbeh g the

ydr.oge al kenyl optionally substituted with aryl
e‘ﬂéﬂ%o({w Czlégycl oal kenyl C] - 6al kyl ; aryl2; or Het2. In

a priggees &db & ntod priendr sddling devacas! Asaiﬂingi deNtCedlCWrdimg to the
0 o, C al koxy,
rigvé?l 9<§ Y&Onow ?&%%%&F\g t}E reﬁfSJIeﬁ&et t%dﬁ%‘! %Th Red,
o @amk éﬁéawy R planvigieof b e with aRan erd pheng i sealing device 210

S %@é&rﬂfn@ttg %e%@éhtﬁ)wmtﬂoﬁy oMb fa SR Qﬁa&g:dfa'i Q8P @nd and can
X) p- phenyl , wherein n

yl -prop
i senri{%é%ém?@‘ﬂg’t g’d %inUb?ense%‘ﬁot her preferred
enboslkeagioh of B sb@llr@?deﬁﬁiemm&longubﬁt\l’ ubfefthuine 4 s ﬂllan 1n figure 5.

o R L o0 SR B U o 20,

i Akhenstilorg denceudmacdapowdds asingiopined aald(fbhl)zd arto gnge layers by
L{ﬁ ggpwg;gwglge%g)% %@gg% @353(; s Cl.7al kyI optionally

su ;

stituted : carboxy

C3- 7Hpchasapay P20 iaffipted nm«ie angpertps; o€ of ﬂ@a@avawnd 243. In the example

- NR3%aRbe BircurhferehtiRl @fx8 bf 8¢ HEROEINARBEenburlefehto a rolled edge 214.
conpounds of formula gla) or any subgroup thereof, R3
is Calk or polyhal oG - alkyl, in particular nethyl,
pentyl, or trifluoronethyl. Further enbodiments of the
present invention include conpounds of fornula (Ib) or
any subgroup thereof, mhereln RS |s hydrogen In a

o a1 N o r



EXAMPLES The foll ow ng Exanples are intended to
illustrate, but not to limt, the present invention.

W@®092/08%361 he conmpounds prepared in the Exanpl eBCTTERZ06/065954

[039]

[040]

[041]

[042]

[043]

[044]

[045]

been anal ysed by LC/ M5 on one of the follow ng
equi prents: LCT: nethod XterragradPOS@/1002V1003. ol p
el ectrospray ionisation in positive node, scanning

e fro 00 t 0 anu Xte M5 C18

o airest il g cGh gnd ] ey e Qe 0L g 1 nto the
T\mn ond phrel Phasebal(avshi ihhechahizslescl to b Ynfle bt cenminnéendmnd the
acglate + 15% acetonitrile; nobile phase B: 20% 6.5 nM

am’r%sﬁ%eum acetate + 80% acetonitrile) were enployed to

r un Ehedrasepah22( somouboel o tap P theTamend 263 aigbBasBniann@us 222
mv[;hleh &%ﬂﬁﬂ@dév@ﬁwﬁdw a’ﬂdttﬁ’m{!tglp thé’a@eﬂtlﬂre 3501 Thls Qﬁ}gﬂus 222 Jnay

equi | te again wth

n .
XtiBy P%F a by f@é@@rmiermdlsurfé?epf% Pléen%%tpélgﬁ ?16 se&g? %}14 of the
i npb@iid 28056 hi tbaqcﬂ@dlenﬁgeparvezdmheedi) dierE|3scanni ng

fr 0 %(I)ﬁ(l)ﬁl }V%lyéa-go arnII‘f_ﬁ_y%ﬁ mprlg?céla]ilcw\a aq%ﬂﬂ’fleﬂ'@ynng tgé insertion
rmiwol a@emlnaszée t fim it t ehqxtvasmdAB%%tﬁer&thranvm@ilmmot shown) is

a‘iﬁ&t%ﬂ@base égji(%?ﬁ g&ﬁg% rv&!'e &ed tHQ?fralhg ﬁﬂagﬁt @hw‘ﬂq{ i/n%a/%eHM

ammoni um a Yo acet oni re enp
r widerngath dicessn codAdBt i on from 100 % A for 3 m nto

100%\@)ﬂerén§ oftHe-basd PAYOR) f fuferfiD DY 4@ p;&Qde@ ﬁ‘hél@ p§rpose is
and .equi | i brlige again with 100 % A for n).

t r?éplespg N 8901 fefaif BElPdwi ng abbr evi ati ons are used
( MtH)hetmiddreaecaBoas 1ﬂt@§ially%onﬁﬁ@8d tootie 6442 pat®@20)by €anQof hinge

R Lk N T

Z-that tiy md]ou‘]S}opfftbpyﬂld(ﬂt fpart 230ienipdlew thentelellof the quh: end€43. This is

t : > Thin- _

L o aRRURE o Bick NSt (PR RARkeyicl 2100 Rl i (iR s ad
t é’taflﬁﬁw é@mﬁeaminmptacltm@r freichd) lzghf)ﬁ@n%wrcumfﬁéent@w about the
diguedr hydifianrracd sfehe FEXbn of the rmddle part 230, which lies below the level of

Gt a e TRCBR: PR e bl SRy prresponding

N, d&ltedt o theyih@an IrhdlﬁBurfErXeaﬁfﬂj part 170 sfkcaastty heRHER twheparts 220,230

TSR i rutndif i ?f?@*‘?ﬁ] YarRsfordpg vt provides

Confieignd ﬂN@lbllLt_B@) mmragm@ragdm pptimise closmg forces.
2- Beﬂ@’d ]%ﬁf% id %Qﬁ/&%m(ﬁ@ (b mibdie |t§ means of hinge 235.

Inter was stirred f in a
mH&‘YﬁV@r élfns @mgﬁtioa%w@ﬁ@na Aerospie ﬁﬂtlr@flenaﬁﬁh Bejwesudhegyemarts
5939040 bEamse 1 ﬂ?ﬁ r'phit 080 BEEGIdNt @lled WesikE' 2456k kidh etbnd beyond

t hor,.ou er, an ed, yieldin
Sy RS 30 R o s ] i B .
Stbepk BPoteassn apotlaet 226 throred tetw(e2n 22 correspOnd@ngnfidEyuna@ and the
dib‘ﬁ%{‘%ﬁt onate (3.01 ni, 19.8 mmol) were added to 50

ried on 3 A nolecular sieves). To this
mi xtApbig A78tdsperslyidawawqndly fropsthg npnay pertdgisy agfreseal the vent hole

angbhe thelfiddle ﬁ%}t %YAEE;G%'ZV\@§n aRdgsbr rId18 ufa&d bfAe vent hole 272

mxture Was re over
ePAPYfiSH aéldnteéﬁ%@n%ﬁt 'Pf‘émm@wée %@f%ﬂ&%ﬂﬁa 31201 Rrojesipn in the
Ngthh Ho4 caftinublicarmaludtug iepasis dowhedrdinfram the endvaditic of the

100 . 5 nd. th
- e 140 T Rh{la® A oPet WA e R g rtar slot formed
aduéwupptayefacomtmitidapare23d.r om t he oily |ayer. The

oi | | Gi.f : i to

ons 204 QELLA LR ORI ESTRSCRYM § Pl
( Napgor P4&chieyigbmansiened 5o gs (pehaye an oyter ylipsopyhigh is slightly

| nh@enmeh Ble®utekrRins O the A9B a gMi'ésl)séahr@ ﬂﬂ:@éﬁféz&@ t1f middle part 230.
Internmediate (1-3) (3.47 g, 11.78 mmol) and

o- phenyl enedi am ne (1 27 g, 11.74 mml) in 100 nL of

dry toluene was reacted in a Dean-Stark apparatus

overni ght. The reaction was cooled to roomtenperature
and the toI uene was evapor ated. The reS| due was

N~ M 1 o . A ~ o~ o



2,3,4,5, 10, 11-hexahydro- | -dibenzo[b,e] |
, 41di azepi ne- 7- car boxam de Conpound no. 1020. The
W@ pao7@3wsenpound 1020 was prepared from 10- acet REFEP2006/065954
| - (2, 4-di chl orophenyl) -3, 3-7di nethyl - 1-oxo-2 ,3,4,5
, 10,1 1-hexahydro- 1 -dibenzo [b,e] [1,4]
dlazeplne 7- carboxyllc acid 1012 and 2-cyanoet hyl am ne

[ gnLng LS. Brogedur e r epar Lod, L8t L8] SRALAL e
s(lﬁ“aéé-(ﬁf thdﬂhﬁxi(ﬂ@bz&n 2]5() 1=aﬁ1a$lyd)lunmtrhyl Clostredforces are reduced by
%théQVa} %31 oé Itlg)m ﬂe)il le él}a[t?nagl]T is in turn ushes the lgregz( g(r‘lﬁe of the

I azep -car
d@nBQl];s 22;2 of thg DBse(Nrt-)20, ra@xﬁyyputsyagiﬂy un@ra]@eemy]j 214 of the aperture

l 2(58 114 ﬂ@ t8 Q’Eé)ﬂ@e Tﬁis)se(gue%ﬁglrﬁéééﬁﬁtfwh 1 B3p pHitd®id 0 the middle

hexahydr o benzo|

b p@ﬁﬂé@i@ F@i@& plate. 9o EEAPSIIHG 278 ensyesbat thpsealing device 210 is
bqrrﬁﬂy ﬁkd:di@) thS82h 1, 212kvl&nr1mﬂie) clv@d pasides. Te¢ tddafeswhSfsk of

t
s Ioine i R Pesl g e facktcncrgpisdapsppure g ths cgniajpegican.
[046] 10, W{Htmghlulwdﬁea)turdﬂdﬁhrhmd @f8 has been descnbed as a continuous annulus it

b, gﬁg[(lf céiilgé B¢ Sﬁh{;‘\ft tﬁat% Ms Bufd HalFS?téé“%JBplﬁi‘%ﬂu&ﬁ%Q a dis-

24>0htm1m@| mmﬂlmrcﬂw@l S¢Rﬂléat? geth- lmlg% prglesttnslsﬂnol ) was
[047] addephrhﬁa tntie« tb YR PRy éﬂleféntﬂ 'f@amraﬂm RayORedRh umg\%% thata score-

pe | t Ot 14 eq BH were us
@e%ge% Pré?ﬁldgg en ﬁ%a%f they a@a?r @F“ES adjagent fp ésmrm%wn 280.
(048] Of 2MithicEfefen OOtk Fure Bh (ﬂfeﬁth%efaﬁﬁgdm& i, hﬁﬁﬂ et fibyer in

(PR PR 00 Est Bl ek il B Pbreats
l—_saagth?t\ﬁ_hblptoj@tm% b8Rds dv@yafc?nylhe— ubper parbPAl. IByrlap 262 underneath
tfl]cz xéﬁg B&%b% ﬁglhtg Y 4 (ﬁﬁe q}hﬂﬁl t?é/ Fro &tidn éfié C'lebelbent an angle of

enzo 1ri, eprn one
c&%l@gf?@s heing 1dsap Thmgwﬁ@ﬂ@aﬁlemrwwtm 238 ig still ggnggted to the

u%%elnﬂ'@d 240’1@% BrAdH @bt (\bnﬁﬂﬂ&ﬁhﬂﬁﬁ? QEtidH SItREBR Rt oM lift the
to a stir sol utiagn 0- ac
11VPPY M‘@m%ﬁmﬁm 13“‘1?1 HEroXymet hyl -3, 3-
[049] dl nﬂhgnyl’e “7Ah8w4 e, stBlid device after continued lifting of projection 280 has taken

a{}%n% AF %nl?a% O(Jccgmg]a][i }{eﬂegf é\‘ﬁg 917({5I Tifs 8\?} f?l%e vén’i‘ hole

resu
t eZ?@eTlaﬁt fmneIhIS@AS Ithen 1ifkseawaydrain bod eef qu]umSB@dmg sdm in the

of | Cc
m%ﬁg%tﬁc%gd@%@&ﬁggd%@%a@??}ggutw-lggg%&%@l% WRRHh ThX R Busly been

evRpbTERethis anylus 243 fythesclpg Qﬁﬁgeomlqdﬂf‘ep%fﬁ #4300 shebrse part 220
maa thu¥ltd tie @32 éﬂtﬂlrlsl)zso 1§i&én@’s1@de 33:

[050] glchﬁzt%y%t}?ﬂ g:& g%oﬂ%\ﬁeﬁ@yéhedwﬁ 43 thosfulerg 234 g the pocket 226

1 lh\ezxsaﬂny ahiddle Ipkktcmag hzoor the diasd part 2PDchyameqisrof puHmgehe end 280

g@@ ﬂlaaqgfr ¢ hatPdde, 0 81%%11 ﬁ‘l{‘t&lg 'hg{h%s (238 m., 3.26 mmol)

W se ‘under nitrog at OCto a stirred
[051] s 0| UPnasrthgmi pae 230 has been completely disengaged with the base part 220,

1|thé 3p1f&r dhe Hﬁ&ﬂ@ﬁi}?sfwo 246 TR CARTRRI Ry Rors 1id BIBE Pk 220 and

| /aﬂ’e‘a‘ﬂrﬁ 8%8 by 6111@6[%)%41]3 ah(a&w Figyre 3, TRisspeans Higpthegippgr ¢ng middle
mpakty 20, DA the sélelhlng deﬁbé cArEBUnb dtbo1s OF tel vody a8 to provide

celvib S ecsael HETBSHEL E bt s iF i SR hpeiaht rom
withdcdDGNMthat beidg @Mﬂ@@ﬂ)b}ahd seiap dedite Byt kv g/ievodfirrag24
( Z%ucﬁ ardf HM%? 8})5& lerhPIr (?191'1J Qtsin%%icrﬁﬂl Ta é’lzlﬁ(iﬂévﬂlﬂ)[ﬁ’iel is provided

Itﬁgmﬁmdh%ﬁﬂ%ﬁophenylv3 3-di nel hyl -1-o0x0-2.3 L 5JQJ 1-
[052] hexahygle -fuftherdhBRHBOY K] liphef palt 2@ R e hekiah Rxa bl @é‘sﬁng the
de Conpound no. 1024. Manganese (1V) oxi de was added
to a stirred solution of 10-acetyl -
| - (2, 4-di chl orophenyl ) - 7-hydroxynet hyl -3
,3-dinmethyl-2,3 ,4,5 JQJ | -hexahydro- 1 -dibenzo[b, €]
[I 4]d|azep|n I one 523 in acetone (10 nL) The

I | AL + I



3,3-dinmethyl -1 Hdi benzo[ b, e][I, 4] di azepi n-I| -one
(conpound no. 38): mz =429 (MH)+. Exanpl e 68:

wa1002/039361 benzyl oxyphenyl 1- 33-di ni et hyl - 2. 3. 4. BCT/882006/065954

[053]

[054]

[055]

[056] 1

[057]

1- hexahydro-1//- di benzorb,®iri, 41di azepi n-1-one
Conpound no. 445 .The title conpound 445 was prepared
fron1internediate 5-2 and 2, 4-di benzyl oxybenzal dehyde

QE W%EﬁF@EEE 3&%%% ?rﬁ@% régg f%oi | - hexahydr o-

- dl rmgxlny 19-shb s dlpbﬂspacmvb véew oftitha zeping-delice antae BalB; openzd position
69 10- acetyl -
1#&&?&%0%%§§§ xyﬁhenyl] 3,3-dinmethyl-2,3,4,5 10,1
1 Fiksxestpall thet Adaliel evize fio, uppeiRpartis didwekidhromdhrerim 217 of the
CQ:@HQ‘I'@ Qn(pﬁle seﬁﬂig de¥iie rethltﬂeg t& lef)%kﬁﬁgré %@%@Flgﬁﬁﬁaqﬁ& the

froml| |- enzyl oxy y
rgldgleg)ag_tgs heveneﬁé&gﬁm Qe_aﬁng engagement with the base part 220 by means

djfkﬁﬁmesakbzaej ﬁ)bel&}tQQ@éﬁDfﬂhh 2ome 445 follow ng the
pro dur descri be

1 - B{,ﬂswg 6?\@}?9%)7’ @ui S%él i%)anilst Tnﬂ%le( Hﬁr}g 8;3(2) is only applied

3 ,Vﬁ’ieﬁil th@!;dayhg Hétick isefm]i}o{:lbseel] if 1s,rdlhdvaly emiyrte feroe éhe middle part 230

TR Bl MR pE Gy e v o
1-Paehdihas Bieh bﬁefdiﬂ!ﬁé efibpleiely, doven alzte phenmldddmleart 230 the annulus
ConpeARddQhe §hling pR&urt td dedl @OBRRURE: Pblo WRScaRTPOREE D50 as
frominternedi at e E 2 and 2,4-dif uorobenzal dehyde
6Fﬁﬁﬁﬁﬂj~?ﬁk procedure descri bed for
(E\/ldlende €tk QfeQBﬁlﬁfgyde)vmeZLa@ béenSopkfed] even if it has been re-sealed, is

I-hexah di b di aze
| 28R %re%t erq;} prOJegg(gn mY_/&uElﬁ “"—fﬁ ﬂéﬁ)t&gefﬁ; [1&{51% a%oé]tny?tg(]ll i the
| -upRepadi 340Ut oplyenoyhdctc3l 1§ wearstofiyhe @rap262. 5, 1QJ
1- he i .
Compoy e e Ty REREC s et S AP P RLeeRB o can 312, it
f e aleoppe begped Wish OPEFIINGS3- di met hy! -
2,3,4,5,10,1 | - hexahydr o-
H-dibenzo[b,e][l,4]diazepin-|-one 441 follow ng the
procedure described for 10-acetyl -
| - (2, 4-dichl orophenyl)-2,3,4,5,10,1 |-hexahydro-
3,3-dinethyl -1 H-dibenzo[b,e][l,4]diazepin-I|-one
(conpound no. 38): mz 397 (MtH)+. Exanple 72:
-(4-trifluoromet hyl oxyphenyl)-3,3-dinethyl-2,3,4.5,1
0,1 1-hexahydrol//- dibenzo[b,el[l,41di azepin-I|-one
Conpound no. 434 . The title conmpound 434 was prepared
frominternedi ate 5-2 and
4-trifiuoromet hyl oxybenzal dehyde foll ow ng the
procedure described for 1l-(2, 4-dichl orophenyl)-
2,3,4,5,10,1
| - hexahydr o- 3, 3-di net hyl -1 H di benzo[ b, e] [, 4] di azepi n-
| -one 5-3: nlz = 403 (M+H) +. Exanple 73: 10-acetyl -
| -(4-trifluoronethyl oxyphenyl V3. 3-di net hyl -2. 3.4.5.10
L1- hexahydro- | /-/ dibenzo[b,el [| 41diazepin-|I -one
Conpound no. 1064. The title conpound 1064 was prepared
from1l-(4-trifluoronethyl oxyphenyl)- 3, 3- dinet hyl -
,4,5, 10,1 | -hexahydro-1/i -dibenzo[b,e]]l
, 4] di azepin-1-one 434 follow ng the procedure
descri bed for 10-acetyl -
| - (2, 4-di chl orophenyl)-2,3,4,5,10,1 1-
hexahydr o- 3, 3-di net hyl -| H- di benzo[ b, e][|, 4] di azepi n-1 -
one (conpound no. 38): mz = 445 (MtH) . Exanple 74:
1l - f 4- benzyl oxy- 2, 6-di chl or ophenyl) -
, 3-di met hyl -2, 3A5 , 10,1 1- hexahydro-
H di benzor b, ei r L41di azepi n-1 -one Conpound no. 447 .
The title conpound 447 was prepared frominternediate
5-2 and 4-benzyl oxy-2, 6- di chl or obenzal dehyde
follomﬁng t he procedure described for
-(2, 4-di chl orophenyl)- 2,3,4,5,10,1
I-hexahydro 3 3 dlnethyIJ

o - o 1 o o~ Y AN



(0.45 g) was purified by col um chromat ography over
silica gel (eluent: CH d 2/ CH30OH 98/2). The pure

wWo 3Bt were coll ected and the sol vent was PCT/EP2006/065954

[001]

[002]

[003]

[004]

[005]

evaporated. The residue (0.2 g) was crystallized from
2-propanone. The precipitate was filtered off and
dried, yielding: 0.043 g of Conpound no. 323 (nelting
point: 235 0C). Scheme L Conpound no. 151A m xture of
1-1 (0.0003 nol), 1-2 (O(Dlwﬂnsal) and NEt 3 (0.065
m) in CH2A 2 (4 M) was stirred at room tenperature

for 48 bipRee @ﬁnﬁfﬂé\tlw @10pfr atd Wited c@ﬁtafn@@@ﬁd (2213) operable

terrperature f ) oured into
The omGaHficE & Ci‘iﬁég[ PG\%IQO% %‘ng?‘g?@& POgHfiPR & {V%O/E W}h?@‘éléﬁ §eahng device
f | |t er(em)amﬂ)lddaiensxd slegwld posisior viapbichttedfoldddescilas) dhvece

f I t h .
Si11 oaogbr e b o TR R D B8 TR R 20 ninged
94/ 6/ Gogyher;Tthe sguling devige {3 16n Surther eorspiidieg legeraghthettve
sol Ve'&45"@§6 SNFRG 1@@/&%@@@ ?ea[iﬁ%klg\!‘i@e &q Opéoﬁi)thé"@l%sed position to

crystallized from he precipitate was
filterRgorRsMfPOSIH@Ndr i ed, yi el ding: 0.041 g of Conpound

no. 1%hakdMed(iAwhde ng poi nt > 260 OC) Schene M

(o bodh afpe feed DR i fordaathy 1 2iae B hiats Gty 20 from

for 1 thoopengrditid tartheui@sd podigon;taaken up i n H2Q CH2CI 2

gggareg d %%rg?e m(%a %}é%ﬁ%ﬁmﬁ@%@ lgeag? a ﬁ@ﬁ complementary
sol vermockei$226) apd uslt:le t), Ithedhopls bsigg provadadesy Hg@ppigart and
cryst ahd pake: Jﬂdqmc%@hvt@ hife (Jre»{v)e veldd€ Pr eci pl t ate

vvasfllteredo ried,
ConpouhtFatpg 4396 %ég%“@ﬁjéﬂl& ?/Oréalabl e wbi %etbe emyer Rart (240) is sub-
m Xt ursean@hllyplindrGin@ has®lgwa RO ficedvKibh,Gilheihg sdaling device is in the

Soa ¥ st & Patlidn. 187 adbianl B Bhel i 4P St fp R e beak 245)

drynegdss aly Dethed |suu@aceswlgclohesrm3 lewerh lmermunshwupqtan serfafe of the

pr odu p Gi)dlrectly in the next reaction step. A

m xt ur +n4 (0.01 mol) and n-5 (0.01 nol) in

Et OH (2 seaﬁrpg dayiee &dOraqepsling to gy Preqefingapingy forspr@me tgran

12 h, ghb@ite @YANQOF alcftathbE édd @1 ﬁﬁ@hlcmﬁlﬂsl@% ME (24D further
"sol pti on Na

taken u n C an t.urat
m xt uP@E\HEéeSsaﬂ ‘%l?r%ﬂ“?%‘fg?{orr?@ﬁ yiefalpe eyl the pdd e Paft
t hen f(M(l)efnadhch'ﬂE rﬁﬂqumst (D3aatas waeane@i3i pful @dnsfeitring this

o e SR 2R AP RLS 0) E, R  or
resi du@nwae‘lqguhlsmr@dulb;@nmrmﬂge ¢hird Wéthﬁ:g?;panm (3¥®rto fix the
sili C%eﬁﬁg de$l c@%@fO) t&tﬂegontja% endr@q?)})ur e fractions

wer e col he sol vent was evapor at ed
yi el di‘h geahmg éswge @fl OhaQ?Ondnﬁg tp. anxpregeding clgip., {HahenenmaRyising
to a Sﬂéaﬂ& (203) edr hotding-thd s@al{n% QiR (P) )in tHe dP¥h bEdifen.

1 . The m xt nper ature
for 12 R prentosvipBar R AR @R)RE e Rtk w250 ofa
(0. 54 cohtawes (1a,i dpeabl ehe teadnunaloel ositit o gnd phypamesition in

silic (rgil—g)

92/ 8/ va}g?{ W%h%hlflfr%g nglgej 1{\'&1@ g@ﬁ% i?%rglt §%olded into a
sol vershapgashiely ggroprages @n uppes| mrtr{é40)oa zmd@e part (239qnch Base part
0.15 go#d, ﬁl?lge@to &agh fractionwas crystallized from

2- propanone/.di etﬁ ether. The precipitate was

filterS draBtFFs%Hﬂéﬂl’l ed. Yielding: n-8 (nelting point >
2500C)th@ﬁp‘i)eﬂ p&t (21eh tomprifeiantlemeabQAR) for Spbl@ff@ sehling pressure to

npouynd n
0 A p G aBoTih Whieh s bots 2 PR her®R23 s
t enperntansferingghisprésounc ontcHAObagechaa QRO )3Midwer ast Ipert (220) has
added carefully. The m xture was stirred for 1 h. The
m xture was extracted with CH2Cl 2/ CH3OH (few). The
organi c |l ayer was separated, dried (over MgSO4),
filtered and the solvent was evaporated until dryness.
The reS| due was washed W|th HZO and dri ed y| eI d| ng:
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cl osed position to the open position, characterised in
that: the sealing device is recloseable by Ievering
W@ b@7088b7T ng device fromthe open position to PEEEP2006/065954

cl osed position; and the | dberage neans conpri ses a
beak and a conpl enentary pocket and ful crum the beak
bei ng provided on the upper part and the pocket and
ful crum on base, . or vice versa. [0Q8 e alin
tov: cdnosne (125 fardanbiBins bR GaTYS et Laat el poriaessdtire 250)
r emai ns addguediyt fix theaedary duvn (2 H))ttdﬂ eéhecloaméttr IRt i on.
An advant eE t

[006] pOSSi b Q aﬁgg d‘?\gl\cl‘% gil@%‘%{co@cﬂr?g seai{ %tf@g@eﬁ P f%lgr@mglmeans (245) for
devucémhhmgﬂh@e@uunbwweKZHh@Jy@Kmsnpb$U@e abl e to open

[007] @nd clipsgmbharseal dn@gn&%\ﬂa %@aléﬂﬁlé E\ea‘hﬁé ﬁEVl&e(ﬂ@§§cco£(919§ao any
The upper part of seal i ng devi ce may
subst £ PhFRIM] EnarndAgopaineT and Guét 0§%F@P13&@tWP@r?IOSCd

when tpasitisgahd ngoﬁfﬁl\/p(ﬁﬁldnﬁin whidhh@hel @8 admﬁg ﬂbf’(lbﬁml()) is in the
ea

| L.t h t that. th .

upper TPy BRtgf ker  6QaBf Han? SbPing s uRaRu f0%  middic

upper paurR3Pendfa babeparp(@20), parged tdeeie], thr sfabngbtwice 218) further
o

b noedPyHEkng Soelildftun PRS0S4 A AREE LML 210

I|nltﬁﬁgﬂﬁﬁvéwﬁﬁpoﬁévmﬁéhephﬁlMﬁﬁyémt|on and t he upper

part. AbgdMantiagecof this arrangenent is that of
tanper evidence .in t ha he end will be_| pose and not .
ri gi diye %ﬂ%e%%? a0 hehpecamisiset meanidatd Hgr eRsoperating with the
[ 011] cbntafiee i@ dienseilling ddveeURP®rin By dpedfpotifien.seal i ng
device further conprises an elenment for applying
sealing pressure to the mddle part, in which the

m ddl e part has neans for transferring this pressure
onto the base part and the base part has neans for
transferring this pressure onto an edge of the
aperture to fix the sealing device to the container
end. [012] The sealing device ideally further
conprises neans for holding it in the open position,
thus allowing full access to the drinking channel.
[013] According to another aspect of the present
invention, there is provided a one-piece re-seal able
sealing device for use with a contai ner end, operable
bet ween a cl osed position and an open position in

whi ch, when the sealing device is in the closed
position it is folded into a shape conprising an upper
part, a mddle part and a base part, hinged together,
the sealing device further conprising a projection

whi ch is hingedly connected to the upper part,
characterised in that: the sealing device further
conpri ses neans provi ded between the projection and
the upper part for limting the relative hinge
novenent between the projection and the upper part.
[014] This arrangenent also is easy to open and

recl ose but provides a tight seal betweenthe sealing
devi ce and the container. [015] According to a further
aspect of the present invention, there is provided a
one- pi ece re-seal able sealing device for fixing to an
aperture of a container, operable between a cl osed
position and an open position in which, when the
sealing device is in the closed position it is fol ded
into a shape which conprises an upper part, a mddle
part and a base part, hinged together, characterised
in that: the upper part conprises an el enent for

appl ying sealing pressure to the mddle part, in which
the m ddle part has nmeans for transferring this
pressure onto the base part and the base part has
nmeans for transferring this pressure onto a rim(214)
of the aperture to adequately fix the sealing device
to the container. [016] Am advantage of thls
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