ORGANI C COVPOUNDS The present invention relates to
organi ¢ conpounds, their preparation and their use as

w@b@vireraeuti cals. In a first aspect, the presePtCT/EP2009/053152
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i nvention provides conpounds of fornula | : or a salt

or solvate thereof, wherein: Rl and R2 are each

i ndependently sel ected from hydrogen, Cl-C6 al kyl,

C3-C8 cycl oal kyl, C1- CS al kyl - C3-C8 cycl oal kyl, Cl1-C3

Rzlg I-C 1.C6 al oxy an 1%CH2)mheterocycIyI or Rl and
CIKARS F2F st AP ogen atom to whi ch they are

attached form a 5 or 6- nenbered nitrogen-containing

heterocyclic group; mis independently selected from

0 Dascgipgiop: Y is sel ected from hydrogen, -OC 1-C6

al kyl, -0OC3-C8 cycloal kyl, -OC 1-C3 al kyl -C 3-C8

cycl oaI kyl, -0(CH 2)a aryI , -Q(CH 2)b heteroaryl,

Q(l@))p@esﬁbn(ﬁvadttkyxl relatdS(tQpPagkag8 acy ¢d blrhkyfor n@kDpgChd pﬁﬂiage In
al k%ﬁﬁ%& the \}&]veXtmrt\ F}elzﬁgs fo a cqgm s%eﬁ' péckagé ergl%toﬁ{nlg oan}{ﬁlTS but is

aréceach
Slmbshtritﬂdﬂelﬂzr&yb one or rmre subst ituents sel ected from
List X; R3 is selected from hydrogen, Cl-C6 al kyl,
C3-C8 cycl oal kyl and C1-C3 al kyl -C 3-C8 cycl oal kyl; R4
| Assekéatedh, ft}rdnmrhyetﬁe@eg artfcle”Ghclalideysimokasit patidhcts such as
het er oar yl. e al kyl groyp is optiopally
s&iﬁgﬁfteeﬂ%%fmovﬁfwal Koepynathy: %ise%@natPRtﬁsy €0 ﬁ%fot"i’?é“’%ﬁ"ﬁ
ar&dphﬁtte@ RSAEYd, r@oRb DS el BbRRE br O dcOd dhH sYitSedsldl Adét ta:dt not-
% one or nmore substituents selected fromList X
ardrhPipdacs duhisineg dgdisddheetp- dhe imO@ngert@leAmﬁtébNPmﬂded with
CRilteR%o4 ttae%egée@g; 86w a2 By H0g&ker.C1- C6 al kyl , - C1-C6
hal oal kyl , -C8 cycl oal kyl, Ci1-C3 al kyl - C3- C8
cycloal kyl, C3-C8 cycl oal kenyl, aryl, heterocyclyl and
a (A RAYReI &'c%ets%@ hife lt.tlnzear@k{lﬁé/\!vn o5 OIS slﬁpgﬂ #NBe N9 are used i in
systens are each optionally substituted by one or nore
s s eipargeninsiustey txstholling eigrdeftst SXeh prdkets age gegeraply forngad from
(GH |
cyf:c I%)%l)ﬁeny rﬁQ ar §ﬂu¥noé 12 Cgég%g%ﬁ%kgam\%’gg?g%h@?|t?1ngto fenty
syashvalrisalatr%reea@in optaderahingd sulasgdntanted by one or nore
substituents selected fromlist X; R6 is hydrogen,
Cl-C6 al kyl, C3-C8 cycloal kyl or Cl1-C3 al kyl-C 3-C8
cy‘ctlmtatslhy]ll paqkeatyplioallgacc&nlamh ah mlap elndbntdl an i@perlshel, WRich are

Arh%n&eglg co nec?eodusblgltl gha?a%é/ 28 ﬁgﬁte re?at ? Fac&x %;a}fold}g:angci;nmon
medge tseubsén inuepts p@;@ﬂueﬁt eHezErnomdldnsg ar¥cled HBpos¥diiS a smoking

represent.ed by hydrox hal o, nit, ,
CRRE e tert abar ity e sCC R eSS g dglosed
Cy6bi@iah kyhereilmoBingl aiﬁﬁ{&les(‘m% ds8d ey £ L:ﬁahkg |axt1cie(£ce1v1(x%s pace

1- C6- a) ky OC 2-C -al ken

3‘@ tf{f'ﬂtta%\fwf Shelleealr@sceatlk&?| Tle:: %mees \éatwtmy Fch

P'célgtlrn%he 1n§la1kéﬂeﬁr‘lxﬁ9eh|:ﬂn7 acke Pdidp otddCh Gkt cl@&@}gsmon such that

C6- al kyl OC3C80ycIoaIkyI C(O C 1-C3 7al kyl

cslde:salévtf Ithapripr shaaoy HisPeyed againgl sidegadly af {he, mr@(fc%étanda

't@w@lll kYA o SNOGE %e%t&%ﬁb@%(ﬁé@e thg:()R@r%ﬂorg%d in the mnner
C 3-C8 cycl oal kyl, NR8

(@P-Q§ @W@S@R’mokmmm@@mfa‘rlkglbpace S(O) C 1-C6-al kyl,

SO2R15, oxo, heterocyclyl and aryl, where each of the

hydr ocar bon groups are optionally substituted by one

ofn gprenhahd gbm-shelidrokats, the @@ed siGH-iakdtaihed phbnyphiter shell by

N r n

neranpat B (FUANG R L Yk B A MR S Hifhgins

omethghe oree sxgnf@apé tisedidotadld of nlmermhyxdeﬂ@ilyl cyano,

nitro, Cl-C6-alkyl, Cl-C6-hal oal kyl, Ci1- CB- al kenyl ,

Cl1- C6- al kynyl, -OC 1-C6-al kyl, -0OC 2-C6- al kenyl, -0OC

2- C6-al kynyl, halogen, C(OOH C(OC 1-C6-al kyl,

C(O OC 1-C6-al kyl, NR18R19, C(O NR 20R21, NR22C(OC

1- C6- al kyl , NR23SO2R24, - SC1-C6-al kyl, -S(O C 1-C6-

al kyl , SO2R25; R7 represents nitro,

Cl1- C6- al kyl carbonyl, carboxy, Cl-C6-al koxycarbonyl,



each of the al kyl and cycl oal kyl groups are optionally
substituted by one or nore hal ogen, hydroxyl, -OC

Wa2008A24ke/1 , phenyl, am no or cyano substit uenPGI/ER2909/053152
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where the aryl and heterocyclyl groups are each
optionally substituted by one,or nore groups selected
from hydroxyl, am no, cyano, hitro, Cl-C6-alkyl,

Cl- C6- hal oal kyl, -QOC 1-C6-al kyl, hal ogen, C(O OH,
C(OC 1-C6-al kyl and C(O OC 1-C6-al kyl; Heterocyclyl
is a5 to 10 nenbered saturated, partially saturated

Of1 e PR SachGlBIREN Jaekd! @iissEANULAY £ thg sidbwilRagithOm@er
het er oat om sel ected from N, O and S, and is odﬁ$onall

serseuteusheds mpy @ﬁéstéflc%ﬂkfrgfﬂsaﬁbf eglgp@cvlné}d egch pher to retain the

%%%&Pl’m Q%?J;Q%RQ&E&Q withi t(l'}@ Oﬂkéfxilﬁll Eﬂaere@@rehﬁl a%adt{é}ﬂpfc to
keny Co-al kynyl, -OC 1- kyl
20@Gc@hk ény probld@g tRe @Bt a}qulynw be lhigﬂlgi@éﬁ th@()@)?gﬂlell by means

URAGAT b DT L5 By HRU LD

- 5Gir B -Agipkighnt’s-cS(nQ)adlick-1@6srakieyil p2 BEP mﬁzcamgpumged as WO

Foms/ o oa0 ik Pt el EA L LOAERENASILIN SBLEE! °F

ah}éylhm?sna tEB nmyr:hmﬁblktyi sheam He1R§401am‘:dtela35’ zas'fpemganﬂnber
i nde den sel ect.ed .from,Cl- k
C%f‘%ﬁ?ﬁ?lt até_hl_e Bgens |1s tu}e%én 910 e%éi yqos%gon Ylthm the outer

NEZHR24 iaRido ardadtidrokBe B‘péfbﬁdi@tﬁbrh ek@ndmg ©|ut of grequnpsr shell and,

where the heterocyclic group contains .at
hBEER BTG CEPELRRTT BRPREY e S PRAOR R B g of the
il dymband cycl oal kyl groups are optionally
substituted by one or nore hal ogen, hydroxyl, -CC
1- C6- al kyl, phenyl, am no or cyano substituents, and
WagRRvLNEG p%MEm%Hgl HRL G OGN Gl §2 leOLREaARE sp@@may fail and
optionally substituted by one or. nore. groups I%Q g
f EramnoiRy He g eaavBhEo he&ﬂ“zva% inngr phedl inBhe pyfen iy 1 turther
Ogi %@raﬁ@aj Q%If %éﬁllvenugr\al 1166 sl?éﬂl&iﬁlcketbﬁl 1288 He 1rge9);lgﬂ, is not actually
3 d C(O OC 1-C6-al kyl, provided. that
vvﬁecke\if lnstha omc @hrél lgr‘aoﬁ?ﬁ}’ Cloh@npwt'ioq @dr?o‘fsealsmfé @gfen any tactile
gg? ctang? gr k&d{)ﬁ% tﬁ tﬁ(ﬁ§ hﬁde? BhdYis ul &Med therein.
kY ute am de group. Al , al kenyl, kKynyl,
amhyieéme thanid iatheoxprony buppsviogmrasmiling Whﬁéelrlééfailé istdsposed
Ik nmﬂ carbqgtgtons can be unbranched or branched.
nﬁf oPPA KT el ude nethyl, ethyl, npropyl,
|-propyl n- butyl i -butyl, sec- butyl and t-butyl.
iR é%gsfwt‘)fnﬁél%{@gg%gs”ﬁ% Udgﬂg e TR0 1L RERPAAY
t olEicOXis oEmmhaﬂlyoéueaia&eylt]empzrdbbmisuﬂéz n@t\d&yhm packages
1,1-ethylene, 1,2-ethylene, 1,1 -propylene, 1,2-
pF VF%%%abQWeS propyl ene and 2, 2-propyl ene. In the
absence of any |ndication to the contrary, aIkyI"

represents Cl1-C6 al kyl, "alken C6
|Pk:éﬂ§;qmg toathyFﬁmet 1P?é‘?5’r“€§eﬂ’tﬁ§e r@egg [a.ge % smoking articles

%ﬁJpQ@Jn@ﬁh indBRAAPAIL s EFeChely ik ot el )éhell dédfialifge fpacofor
may be fluorine, chlorine, brom ne or jodine.

Réfr@mg@éwles ndfhe aptes shelbdrdinngs S eAveY ite facstye the woer thyll the
r Qrg)ll;quﬁg%mer QfelR bgu-)g }Qﬁ’%&‘al}byontngcece& St bt tﬁepﬁﬂ'@t eARE Qo each
the substituent is orned is
de:ftlpenefdoxas clpshdpositiky in vgh@b ghe mger g%@blﬁiﬁeée“’%@r @etopger shell
Rst t | Is@ell, wherein
APPSR ppiod L ghEn O IR LR Ao Sy ol QuBedlt
1,the petst a‘tﬁdlh}gqclg@e{shyqld@a@ubgt oVb@gps%mﬁgy%lmf@p mqeép}gqllswhen
to an al kyl group substituted by up to seven hal ogen
groups, preferably fluoro groups. For exanple, where
t he substituent is fluoro, conmon hal oal kyl groups are
trifluoroal kyl, 2,2,2-trifluoroethyl or 2,2,2,1,
1- pent af | uoroet hyl groups. "am no" includes the
unsubstituted -NH 2 group, the -N(H)C 1-C6 group and
the-NU:l (b)Zgrmm 'matls Uasa% the term



groups are optionally substituted by one or nore
substituents selected fromList X In a yet further

weewodeent of the invention as defined anywheP&T/BERZ0OH()53152
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Ar' is a groupwherein Eis Nor CRe Ra is selected
fromH halo, Cl-C6 al kyl, Cl-,C6 hal oal kyl, OCl1-C6
al kyl and OCl1l-C6 hal oal kyl ; is selected fromH,

NR4OR41l, hal o, Cl1-C6 al kyl, Cl1-C6 hal oal kyI OCl 06

aIkI and()—|RC| sel ected fromH, hal o,

ct eeen?fé‘lnSéﬂuWIS ellgrero el c@f%pot%\@ (ﬂ-’fece(s,’f 1&g {or dlh the
akiyall Q(Q)e(zfahg&&y 6F GadeKyhells SO GblexEadalkstbmG 3- CB
cycl oal ka/ C(OCC 1-C6 al kyl, c%ﬁocs C8 cycl oal kyl ,
croyeerndiag sidprsil ofths I’E%efé’g’iGPEfé suchthyinRb e kg 4oner and
CoedP et 15 Q&MEHMJ:H d@ééa) ]z(fs‘i/thon NRAG LA L fes 3n CBd adkysl

NR44C( O C 3-C8 cycl oal NR44C( O ar yl ,

NR44C( O) het er ocycl yl , (CH2) cNR44S( O 2R45

( lih cRNGaArA of BE ofR: 30 4R the tab
(LSS el gyl sandaactlc o fe a0l e
atttagdseiothoherpidewall of the inqeebdk ed car bocyclic or

het erocyclic group fused to the ring system where the
car bocyclic and heterocyclic groups are optionally

S Rbfthablyt € idpyer @né oorer whells asabispedly emireced|te ctddothemanone

? )F(%dmt&; s%%%_ 1ne|dk e m d C:h&?e(isra%azlkclé slsible nsogﬁnga%ESQ of the

t aget kiedl. wi th t he carbon atons to Whl ch they are
attached forma 5- or 6- nenbered carbocyclic or
heterocyclic group fused to the ring system where the
C Thbe&xsd hey Bhdefirtiayacyel femgd tupis sdesvatiplf itionaltkyshell.
substituted by one or nore substituents selected from
oxo, C(OC 1-C3 alkyl and C1-C6 alkyl; Re is selected
f comvddieddy; B3 ckd)shell %@oﬂﬁ%ﬂﬁ&@ihe&ﬂﬂwﬁﬁkﬂpnwom an edge
R42 and R44 are each i ndependent |y sel e¢t ed fro lf-l
Cof efroat wpll mrthithe pereryaeiag formsd Refoeg %ﬁ%‘ﬁdé‘"‘ﬁtal FoRfatl of
selegtedfeiom H Cl-C6 al kyl, C3-C8 cycloal kyl, C1-C3
al kyl - C3-C6 cycl oal kyl, Cl-C3 al kyl -aryl, Cl-C3
al kyl -heterocyclyl, aryl, heterocyclyl, C(O Cl-C6

L-8hP 2 1006 attached to a
cy?{' @%% ng tﬁ@o?éégiﬁ%lgaﬁnﬁeﬁé%%é% ﬂﬂgfﬁed % oﬁe or
rmméwsuifsb# sidevlls suéstepthethef pm@v amhedgdred;t ‘Rﬂﬂ? pd a surface

4 %‘Xt@gq% o?ﬁsa%t&klﬁ4g%4g ?r/;: oglngw Cl- C3

heterocyclyl cis O 1or 2; and heterocyclyl is a 5-

! 2 GalBlL eied yﬁggn EABERLA, nghmzua 069 bdsG FLMRY up to

'S op oria? ubstituted. one oF nore gr oups

Sellleeﬁbﬁﬁdwﬂf (Sﬂd &tesﬂl&n@ ftahieyllbet\@n@dce;dgdz ozl $eyd fro@IwdB
al kyl - C3-C8 cycl oal kyl and Cl1-C3 hydroxyal kyl. In a
further enbodi ment, Rc is SO2R45, wherein R45 is -NHR
43n @rfufiRér@ntiyieh e, theUidpabkynfigurdd othdedideigereaeyids parallel to
groyp. In an enbodi ment of the invention as defined
afy e “hove, Y is selected from-C(OC 1- C6 al kyl,
C(O)CSCScycIoaIkyI C(O)CrC3 al kyl - C3-C8

cycl oal kyl, -C(O aryl and - het eroaryl, where the
r%’ st disendre eedends 5o g gr?r“ts%]s"tl??gﬁ $§oBY edgferngris

mﬁﬁstzcﬂ—fgﬁ%rgyg%ﬂ&l&ﬁﬁoeﬁg Sl P d iRt dht Wall. & yet
further enbodi nent of the invention, Y is selected

from - C(O)aryl and -C(O heteroaryl, where the ring
Aé&v e{ﬁ% happ}ttwa‘saérm SURSL e kenhy: QRR 105 AR

fitt ent selected fromList X Suitably, the aryl

gﬁ@mgﬂﬁﬁﬁpﬁéﬂvwiéﬁheph@rHéﬂeroaryl group i s selected

from5- and 6-nmenbered nitrogen-containing

het eroaromati c groups. A suitable individual conmpound

of the invention is selected from

[ 3- Am no- 6- (6-am no-5-trifl uoronethyl-pyridin-3-yl)-py

razin-2-yl]-pyridiny-3-yl net hanone,

{3- Am no- 6- [ 2- net hyl - 5- (nor phol i ne- 4- sul f onyl ) - phenyl ]

pyra2|n 2 yI} pyrldln 3 ylnethanone

o ~ o L ~ 11 ~




[ 3- Ami no- 6- ( 2- net hoxy- pyri di n- 4-yl
) -pyrazin-2-yl]-pyridin-3-yl - net hanone,

WORG3ALA8AN no- 6- (pyri di ne-3-carbonyl ) - pyrazi nPQFEPI009€53152
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nzyl } - met hansul f onam de,
[ 3- Ami no- 6- (| Hpyrazol -4-yl)-pyrazin-2-yl]-pyridin-3-y
| - met hanone,
(3- Am no- 6- benzo[ |, 3] di oxol -5-yl -pyrazi n-2-yl)-pyridin
- 3-yl'- met hanone,
[ 3- Ami no-6-(2-trifl uoronet hoxy-phenyl)-pyrazin-2-yl]-
Yk QipgRef3rr¥d eBENARAN @R §dAmnr&t§e [o3reEHDNG kdrﬁedékr&mmr and
nyl) phenyl] pyrazi n- 2- ri din-3-yl - net hanone,
{SUWﬁPﬁ@ﬁﬁ?F@Jﬂﬁﬁbﬁﬁwhg{ﬁb?ﬁ%8ﬂFﬁe 4- car bonyl ) - phenyl ]
- pyrazin-2-yl }-pyridin-3-yl net hanone,
3-[ 5- Am no- 6- (pyri di ne- 3-car bonyl ) -pyrazin-2-yl]-4-flu
o AGvpptagropsl b t4baip metpgrdbwith, and extends from, the inner layer.
{3- Am no- 6- [ 2- net hyl - 5- (nor phol i ne- 4- sul fonyl ) - phenyl ]
- pyrazi n-2-yl }-(4-chl oro- phenyl )- nethanone,
{ BrAmiahly; demedyd foBmp@ inrgtehprterSayenty pieoive Hee- 4b gpd tleniph may
eny| 2-vyl } - phenyl net hanone,
{§gﬁﬁ?%bkhﬁ% %mqﬁmf 5- (nor phol i ne- 4-sul fonyl ) - phenyl ]
- pyrazin-2-yl}- phenyl nethanone
éxitﬁ]trfagﬁglo g ?ﬁ) 4 O}y {) BXsrlggrlle% stc lﬂ)at i oxgalc%ptilg @M{) &Qg fize
{ Beshiientlp d&o&ﬂem&ytheﬁnﬁmﬁﬂhﬁiwme% siubfiotyd flophlegpsitjon

- pyra oro henyl nmet hanone,
{gxﬂﬁﬁ% eéd{gé?égFﬁ eie‘ﬁfxgnil) [phenyl] pyrazin
-2 yI} (4-fluoro- phenyl) nethanone

(2- et hoxy-e 3- l i ne- [ fo
)PF?[fe]ﬁ?? ﬁ§1§1e§}} } %ﬁ ageLx_s égrg;rp ﬂgﬁgﬂé’lanllj(s attac\fxezi to each
[3ﬂﬁﬁ1no - (I Hindol - 5- yI)-pyrazin-2-y|]-pyridin-3-y|-
nmet hanone, [ 3- Ami no-6-(6-am no-pyridin-3 -yl
) - pyrazin-2-yl]-pyridin-3-yl-nmet hanone,
3A[d5afﬁ‘§§;é@ﬁsl§ B ¥ Mk SnELONYhD} oP¥pPHshdll RgY chrsDORGBIn the
ic acid
3opBosies pgeGuisgyTEkHtniB-cagh BB ) - pyr azi n- 2-yl | - benza
| dehyde,

[ 3- Ami no- 6- ( 3- am no- phenyl ) - pyrazi n-2-yl ] - pyri di n- 3- I
ﬁé;p lylewplk may be an end wall. Alternately, the recess may be formed in t

dﬁ‘@alﬁ] Or fre 1!1111_& SHQPanﬁfh)éltlb B)é& azlNa Zro¥d ey deudin bt 3heY J)ﬁter
nmet nanone,

Nskh@L [ 5- ( 2- Met hoxy- et hyl am no) - 6- (pyri di ne- 3- car bonyl)

- pyrazi n-2-yl ] phenyl } - acet am de,
N-{3-[5-1sopropyl am no- 6- (pyri di ne- 3- car bonyl ) - pyrazi n

- Zhy lt}tphenpt fawetam ce, edge cut of the first blank and a corresponding cut-

RIS EB oM a2 IRLORGH eyl 1 0 ne-3-carbon

N- Cycl opropyl - 3-[5-( 2- nethoxy et hyl am no) - 6 (pyridine-

2- car ban ) pyraz nesul f ona
NCRBYPHENHY S BT el andidsnand R PR L83 S hipe ORGP RS such
YlieitRe 2myt dHRNQPYhdACRK A @R, open position and the closed position.
3-[ 5- Ami no- 6- (pyri di ne- 3- carbonyF) pyrazin-2-yl]-N(2-
met hoxy- et hyl ) - benzenesul f onam de,
S-ple¥e Inale%l{tayémeﬂ bRy ?ls&aarm{l c)ppBl’xqu%id@leisyﬂh]at Sreehp
or o- N- (4- hydr ox -cycloﬁ - benzene sul f onam de
{ 3om;mmd@g[03>peﬁeg plﬁewlheofzr & iftien PRALY whien th frss padaptsy shells
péﬂ'i@ﬂ}{lmlc <R¥ERZINRzRn Ydch-PMT l'11g|ar}eg’ess formed thereon and a tab extends
yI-net anone, 5- [ 5- Am no- 6- (pyri di ne- 3- car bonyl ) - pyr azi
nfoony kadk fages [Sepir hpy ehen gheilid 1 dessethe éﬁ@éaq:aﬁ@ﬁlaw%@cesses
| -{6-[5- Ami no- 6- (pyridi ne-3-carbonyl)-pyrazin-2-yl]-2,
3-di hydro-indol -1 -yl }-ethanone,
6- [ 5- Am no- 6- (pyri di ne- 3-car bonyl ) - pyrazin-2-yl]-1I, 3-d
i hydr o-i ndol - 2-one, {3-Am no- 6-[ 3-
(4- et hyl - pi perazi ne- 1-sulfonyl)-5
-trifluoronethyl-phenyl] -pyrazin-2-yl}- pyridin-3
-yI nethanone

= A L L ~ I T R Y L ~ 11 A1 1



{2- Am no- 5-[ 3- (4- net hyl - pi perazi ne-1|-sul fonyl) -phenyl ]
-pyridin-3-yl }-pyridin-2-yl met hanone,

WO 2000127386 5- ( 3- chl or 05- net hyl - phenyl ) - pyri di n-BeEP20phes3152
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nyl - met hanone,

5-[5- Am no- 6- (pyri di ne-3-carbgnyl) - pyrazin-2-yl]-Ncyc
| opr opyl met hyl - 2, 4-di f| uor obenzenesul f onam de,

5-[ 5- Ami no- 6- (pyri di ne- 3- car bonyl ) - pyrazin-2-yl]-2, 4-d
i fluoro-N-(2-nmethoxy-ethyl)- benzenesul f onam de,

5- [ 5- Am no- 6- (pyri di ne- 3- carbonyl) - pyrazi n-2-yl]- N (2-
MRLBOaMEHHE E}fegéﬂtrlhxfelnﬁgﬁ oelehy hide pzsngsid p &H@%& di')ﬁtalmn
5-[ 5- Amino- 6- (pyri di ne- 3-car bonyl ) - pyra2|n 2-yl]-

i fingbing2Miqles- hydr oxy- cycl ohexyl ) - benzenesulfonanlde
{3- Am no- 6- [ 2- net hyl - 5- (nor phol i ne- 4-sul fonyl ) - phenyl ]
-pyrazi n-2-yl }-pyridi n-3-yl met hanone O net hyl - oxi e,
SP(SerAm rrobedimpetsafrtbp preeerdiinesmyibn iyl azw:bﬁzilwybﬁé by gy of

4- d
S R U ey R SR I 2 m
et hoxy- ethyl) benzenesulfonan1de
{ 3160201 erspecnye 5% ’E‘%rﬂ%g? 06 dasih] ORIl iPNEBM e

- yra2|n
Ow(it:h aﬁimﬁidﬁyxhamafahepi‘eyér)t-lmv@nmens [5 Am no- 6- (pyridi n-

F¥&%)Q 2 ?sy a ;?lan view <¥tj t]ne 'Blian}é %lseocp in ¥m tgee g%t%y r%rlilllefo? " packagc
53&&deHFmpﬁwwa2|n 2-yl)-2-chl oro- N (4-hydroxy-cycl ohe

| f
SIS URH S B R hn SR O HF plagk sl 1 GpabRines: Fiah of frokarieee
ykac&EHZE@ﬁ&wlfonanlde
no- pyrazj n- 2- Xy-cycl o

N- (4- hyd exyl)-2-tr
i f&gg%fsnayplb% ﬁf@’n‘éfs F%)Elﬁlgsr‘lﬁﬂig\}lo trorm the outer rt]ra%(n){e c)f tl%e package
{ 3 é&bmnée {r3h GABMRN O} dnl}Bar =Bl HRMAL b BleeayddtioRy r azi n-

{J ridin-3-yl-net hanone
5%@ &ﬁ/ P ﬂaplewfervd?ﬁwtée ?laegr‘lb%gﬂ formyrhe inngt Sagpeof shepackage

oggb¢hggpggghpéﬂdethyl) benzenesul f onam de,
{3- oxy ethylan1no#n6 [ 2- met hyl - 5- (nor phol i ne- 4-

2- Met
Sﬁﬂé,’vw § igrhelay viewpsdr the ibnk vytd to fopmithe guigs frame of the package
R R S e
:3*-pyrid|n 3 yl - pyrazi ne- 2, 3-di am ne,
N-{3-[5- Am no- 6- (pyri di ne- 3-car bonyyl ) -pyrazin-2-yl]-p
henyl } - net hanesul f onam de,
[ Bebariing tGtheSkaninpg-tRerrst dhplwnph dingdry 1 p)gaalzaiglq 0 srholmg frticles

NAECPITie o SBo Pt af S PIRr RSHTR SRR B ST e
mah&yh ifpleealydi}2.acet am de and pharnaceutlcally

acceptabl e salts thereof. Conpounds of formula | that
contain a basic centre are capable of formng acid
addlietcju&gllsﬁal t Scampﬂgdsiacﬂﬁcbr&rdrzlm phqrarf&:femkércsaém yidewalls 5,6, a top
acceptabl e acid additjon salts. ceutic

aeveﬁat Dbt Al ThoRAEaf SeBroy o E%%ﬁ&ﬁ%do%F‘ and extend
f %@fﬂéh&chlaﬂfﬂ Clottlgh et A QvaBif 3 1198Y BARIG caEdsHBeredO Smularly, the top
exanpl e,  hydrohal |c aci ds such as _hydrofluoric acid
hwﬁlacqﬂdd?thﬁawlé IwparowCb itiker aef gxteny apmradreade frgm the
NiglJul GrafQ 'ﬂi@ngstlﬂk: fr&ﬁ&lﬁm%%g paPJHQISMg@{ HerEiadd eRRAd between the
organi c acids, for exaiple aliphatic nmonocarboxylic
acPdesing sifevaails ot Fﬁrbamgqugp 4 wletrmed ggpvegh the front wall 3 extending
t rb'etv!relég 9%§§:§:1’1a@ f&%@q anfBr, Q%thHaFfa@E; Bg oj@% QH&YM% ﬁﬁ'rgasons
caprylic acid, dichloroacetic acid, hippuric acid,
ahh@hﬂﬂbeuhydﬂu%yﬂaéﬁﬁ@MQ@eh as lactic acid, citric

acid, tartaric acid or malic acid, gluconic acid,

mandel i ¢ acid, dicarboxylic acids such as naleic acid

or succinic acid, adipic acid, aspartic acid, fumaric
acid, glutamc acid, nmalonic acid, sebacic acid,

aromati c carboxylic acids such as benzoic acid,

p- chl or o- benzoi c acid, nicotinic acid, diphenylacetic
aC|d or trlphenylacetlc aC|d aronatlc hydroxy aC|ds



or any given isoner may be obtai ned by conventiona
synthetic nmethods or; by stereospecific or asymetric

W@ whzaes. Since the conmpounds of the inventiRPCI/EP09/053152
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i nt endedf or use in pharmaceutical conpositions it wll
readi ly be understood that they are each preferably
provided in substantially pure form for exanple at

| east 60% pure, nore suitably at |east 75% pure and
preferably at |east 85% especially at |east 98% pure
(% are on a weight for weight basis). Inpure

PR Bndt RS &i‘mﬁrlﬂs%s GO HRQH IS a1 vhﬂ S e@aik OF inner shell
pr epar i the nore pure forns used. in the

pridevedle égﬂﬁc% ingghysditer 9@l 14 pRé e nes §h‘?5]l,ﬁ‘3ef wall 15. The pair

pspm&a;}eeﬁ RRie@hnd fzem@%m&y Bels Should GOMRE thllfrdRABY rear
% nore suitably at ast 5% and preferabag from 10
¢

wa@%tﬁfe@er@omwhefpamé inney eel] Bdewallp d2,lh¢longicdges

I T edge (o] € 11'11'16
B b ORI TR G L S NIPRERPI ARy cdfe 1 08 the faner
ostellgrarrrorilel Selpayweerawmper efdead@d 8lvy tat st ﬂ?@ﬂlsrdgwlﬂﬁel?- 13. An

sane, at 0 ut_an r e
ST R B0, SO IR TR, TR
f mnadshiel Zriaetcause theEmalﬁ.péleﬁ fofntiveditidpes taitrabbieliftop waH 14 do

3L BP0l % YT A Bl o
1B£Hahdd146meohkosh@E2e g. 36, fluorine e.g. 18F,
iodine e.g. 1231 and 1251, nitrogen e.g. 13N and 15N,
oxygen e.g. 150 170 and 180, and sulfur e.g. 35S

Cené aindr is}ﬁe(ntzmp inxglely-rh aigtd &ﬂtheolmouhdm af a foaremahd 20 of the

for ex hose, i pcor po oact i .. sot ope,
LR sor bt g ot v et bedpapetel Gag w150 GabSkd o
diStddeitechO©But WehliEsortol@all ARG fikEhinSOLAPLE tritium
(3H) and carbon-14 (14C) are particularly useful for
this purpose in view of their ease of incorporation

aftfe HERHYndBARSs1RM1s 4Ot £E LR FRUR Sttt Ut dsORnWnh R1ial, for
heaV|er i sot opes such as deuterium (2H) may afford
cepmplna pﬁébazgémnp@sawaﬁh gyt shet agedrlids ppake fegigs its shape and
g | 1.G: St a4 {QLg exanpl e increased in
v%%ghﬁﬁrq%%@$9 gltredu g %%gage requi renents, and

hence nmay be preferred |n sone circunstances.

S t

DB el 5 PR L b fllch chi Gle? A ERES: BE R 235
Eoorspiies a‘s'pp@g pamw 2(4953)51 o utitesfldpo?s. @kaﬁanmgoruon 23 is
Hgsgch tgnr{ eg ?qt (%f; QEGHRANEY ), ofS t ! (%po hly.’) l!) al’gg’njl s oq the

uhds a1 can gener a tb prepar dl

co:maenﬁg ﬁﬂ;aIZS tvaadhris fwaﬂy kunmlrmd tcotltehose £3ka 34 edthie rfrdnh avall 3

t or ces ous to tho descri,bed in
PR e T 0 QLRGP Apr b PR comiched to.2
I Eie@ phd af the-frahraldlien sfahganier skhel? aCLseabnd hﬁtge line 26, such

gon ! abeynggnqajgt?e%%pglﬁgg%%gz%r&ﬁﬁ aag ]ﬁroegx?léf:of{ shep % towards and

t 44008k Gcl BB, as TANLERNd §Paként Weteinaf@OWn to those
skilled in the art and the sKilled person will readily

appreci ate which groups are able to tautonerise to

f o met&@mglaqu ehe@almteay&aeme@ago% TBe ohRe shAVERMd Ql'ﬂer shell 2
i ncl udes tautomeric forms of the conpounds of

Ferertogesher, fsg*eei fiom spait ghblenksolpdutiddown ip Signiesa ndyt-dn
d@%\gzés@%d@ hed DafatiBles bPhdd\ G BXAI e bIDE IS aulmold
i n anot her aspect, a process for preparing a
C brmomhol figstt blagkrhQl s sliawyn inFguteeeansl @mpssappARsPespining to
formula (1) are prepared according to Schenme 1. Schene
1 The reaction between Al and A2 is carried out using
a suitable palladiumcatal yst, such as Pd(dppf)d 2, in
a suitable solvent, such as DCM or DMF. The reaction
typically includes a base, such as sodi um carbonate or
Et 3N and may be carried out at el evated tenperatures,
such as at reflux Ae an aIternatlve to the above

e o



150 MM NaCl, 1 mM NaF, 2 nM DTT and prot ease
inhibitors. Cells are incubated on ice for 30 m nutes

W b@o/1zasd ri fuged at 15000 for 20 mi nutes at BCT/EP2009/053152
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Purification of the supernatant sanple is carried out
at 4 C by affinity chromatography using SEPHAROSE(tm
agar ose gel beads coupled to glutathione (from

Amer sham Pharmaci a Biotech). A cell lysate/ GST resin
ratiao of 5Q:1 is e The T resi fir .

oPel e Reagdices-ahebel wondiyl reberal Roel Bl e over
eghalll tiop,r dteeh whd bidk yalls7 Bi6f dxeindidgerbm |t s abi@r shell front wall 3
(supernatant) js_added (usually as 50 | ysate to

HE R R RE A TetpeqipEsY HakE GBREIYe BaE togeds 15.14
Me¥@nudlcating fohPh fdrrth AUTISe 35T BanBO ttketbIbIbAY DUZRhown
sarrgilge is collected by centrifugation at 1000y for, 5 |
mithkigess Jatndseonprises ARiel MR tonjott émier ipptigutcr Tifdls 1,2, in
n*garﬁéhaf, €8d BofOPLIAH Db RRMRALARS EFHAlpring oldn@its REY A

to a 15 mM FALCON(tm centrifuge tube for subsequent
wéashied gran theedegepdhlask dpsextemdingtfrgm ghe frppipwalpf 1 gf the inner
CYE185.10f s WRSDIJMESHiLLE i by gentle inversion) is
pgrflor?reog%%th 15 nl1§’gi0e cold wash Buffer A (50 nM
Tris-HCO pH 7.5, 1% Triton X-100, 2 nM DTT)

[ - Wi ngrd i OO f ~
BB R idkdlly T RAC SRR BNGAL o Rl fpp 36 xrgndiog
witom ths imderish@l cot o2ihds hloBgfféldrings §BandvbeFpind inde}t shyl side flaps
7 2 TT) ,a t.h ntri I

o hEadily Bt ol VA RER! bk YRR Blos SR g Wk e
eparkegk Mniatdemblely dheelrsoinndr shellistle faph d6 ektending fionf fherinner

(50.MM Tris- H7.5 10. ™M reduced, gl ut.at hi gne,. 2
BT G RRBR R Fertt e PSS A GG e
Pl Les fkdHtivhillt1dra) drd fiecdpaioarttdwhidaccCignineidswdah iadhesive to
at | f or m.nutes . at 4 C Sanples are aliquoted
a%ﬂfmscﬁgg%‘beré]f‘gl-?ée‘@%mi n vitro kinase assay was

est abl i shed that nmeasures the transfer of the term nal
hosphat e of adenosi ne triphosphate to

BHH‘é’-ﬁ Kot myretsiians |40 errad ki sy pehipebiPelsidsdips Phatpre 2

| Bo1@1nbit xRBdiNE lanetdel dbithé €o1BNBL 87 B2 tveen the first inner shell
Scintillation Proximty Assay. Each well contains 10

nide 8aps otrsolbadnnes sbof grrtchy PouPringks tetharrnepoh top face
a5y h & Hhe(AOAIMiTEdsSnb R0 EM ARG el BpMI 14 ovetlaps the inner

et hyl enegl ycol -"am noet hyl -tetraacetic acid (EGIA), 15
et top voad pheunitigl flape 49 ped is fixedly mwinted frogichdlap 40 by means of
t%%};)egglgate (ATP), 25 MM Md 2 , 0.1 nCi [33P] ATP).

The reaction is started by the addition of 20 nl of

enzyme mx (40 mM Tris, 200 mM NaCl, 2 mM EGTA

cont.aini onmbj nAan T-5l | gy '
SRRt ST RAERE G Ml daatona Wi PAAE o 7 of ehe

r eact slodl t dong nédlddinb 3 teRendaiditragsich@lynto e GAnbSadetween

| j 4 Tr | 2 A 1,
ﬁ%ﬁoegtf’ﬁ 37 alitrjeapng‘i %‘ﬁﬁ?tn‘gm 3e¥) # §’§ coé’t%chcs% }}'3\9&, %%";Mcgg 1wser§1bled,
ATR @inek ded sidgwalls SNbedlap Gre raspgiive ubpédoubiAhbl atsinting flap 42

( r sham Bi osci epnces o each |1, The plate is. .

s 82 £, HPHE e %r%gﬁmweéﬂﬁar% Es=iPt ol e edee 46
C@NbokhiugetiatouldGBell PiltMIE 6 H@dh @AY 8el Blonl thEl tBpxall 7.
using a scintillation counter. Tot%l activity is

dEPEFRPYELSHSY BRittng feps it 2lsp cBaditingt MA RAstorbRpG8 of the

( VRO handoONfSPBEE It th_@ﬁ'&ih%[ kdaMsvieSsefSoBRhEKANEUnDY3 between
addi ng 10 nl~ 50 nM EDTA i ntg ace of the_test conpound.

Ahe RSt Al S 261 frons vRanef t@e ontst shell beVbsh Hisweckage &
val ues below 1 nMin the aforenentioned assay. In
particul ar, Exanmples 1, 13, 28, 35, 49, 51, 67, 74, 86
and 92 have respective Pi 3K (ganmm) |C50 val ues of

0. 033, 0.012, 0.373, 0.587, 0.362, 0.393, 0.431,

0.125, 0.753 and 0.030 nM Having regard to their

i nhi bition of phosphatidylinositol 3-kinase enzynes,
conpounds of fornmula | in free or pharmaceutically

T o N R r Y I o, Y Y, 1



commonl y occupational, disease of the | ungs,
frequently acconpani ed by ai rways obstruction, whether

w@hkmon2msor acute, and occasi oned by repeated PCT/EP2009/053152
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i nhal ati on of dusts) of whatever type or genesis,
including, for exanple, alumigosis, anthracosis,
asbestosis, chalicosis, ptilosis, siderosis,
silicosis, tabacosis and byssinosis. Having regard to

DL b ARG 2SIy, L par Ul ol

agenbin®flap heahd¥RMTHe0R méthted §reds Y tleahdof feadhesive.
treatment of eosinophilrelated disorders, e.g.
eosi nophilia, in particular eosinophil rel at ed

diAS@6EAT 5 0 abAR RkENRNSH(HRdnedt e IHGEBE WA Pistixedly mounted
eosi nophilic infiltration of pulnnnary tissues)

i REmsarnef thy hereesitsroprl mogntag flapsebfheinastizadly @Pv%%o the

aBg{ep Ehellll—mg:%raﬁ§tmrl'n ér’l§ottcfr9 vafmhe outer shell 1, such that the outer
eosi nophi I rel ated di sorders of the airways

cerdugeetitcllal . 2dingeoboshthedrngetime| Xlf jtevill e spdetsiond by 2 person

e@xangholmglé L& tﬂmﬂyﬁwea?orpgrn%% }ifnlt€d Qwe@%@tﬁw € bottom wall 8

nmetazoan) i nfestation (including tropical

egsy e ;ﬁhﬁdly a)ountﬂdmwdhg mnendmélrsyd@a@ﬁeii@ by hegisof the lower outer
:gd QQQ %S (fl 81& ygli %ged%%g innet SRS Sdewalls 13 to

syn rome anul

ebsimopbitdm rvenlllaifekje chn@osldaér?s lafHieehbodntehe thé mnaysnd outer

ogcasi,qned b { Agents of the invention

a‘r:he%a nﬁ%e %%OIUEH% { %Pﬁ? r%gt ment of inflammtory or

aIIerglc condi tions of the skin, for exanple

?prla5| nt act rnatltl

t
SBE&T%f?%}Se‘L aée é}?éldﬁl& Fqre 8? gc{ ]R% A9t ofzthe second
hefpettdlaidd fps S6) theﬁi el dWPackaelis Lgs@ablebypmv&e B&get 9 1vdfttife

angiitis i caria, bullous pe i goi d, p .
emﬂé g*eé‘ %e%n?ﬁﬁs" lgnad; %@%@%iegg%%# Py first inner shell
asidefisp B sudthaOthlRGEainild BIPYBISQU Ve fréth 184 Bin€r shell sidewalls 13.
condi tions of the skin. Agents of the invention may

P esenpedlips 47 crivad fhusthidrm dre iBptetbelir Sasalissl gpward cach
cepdi td Qpport s&o@ﬂ Gt @ln G ILRRES 20Mic1€ %gfvtdggﬂ%:e 19, as will
having an’inflamatory conponent, for exanpl e,

t Pegsmped bireplietases and conditions of the eye such

as conjunctivitis, keratoconjunctivitis sicca, and

vernal conjunctivitis, diseases affecting the nose .

i Actuagihyt Bl fpengl @ kb pppérsutarlicll pfoatnmflep §2 dicsgase side

I HlCMHfCRItM @1' R & u%@scglcgpgutafh Isﬂépxlnll ﬁ? a%g.uggexhcﬁl\@r%ell
an aut ol nmurre conpo nt “or aeti ol ogy, i ncl udi ‘
attoohnmgifiep hiaenutlbbqagrp@adnt diag ercdepst {emgy bhéamstyt ionly one of
g'xe}:eu$§?e‘%o% %Seﬁl %%Ii/ ngp aIEI,IS g? W g@’éeg‘?ﬁ%%e w1%pa?arg % as W1ll be
e&ﬁhemhﬂmsftemwmhha gudkhgesis aSscehéﬂ@bI em, cu%geﬁvéforms a

gr anul 9si.s Sitis ive
nEpaT SERBHIE Gl 2 et R cach cutout 54
Syéfited rmtepl 3 lop@tdi 4n sc;greuﬁ eacﬂiﬁlﬂJd‘\Hﬁ'ﬂm end fid ianerduelhye of each

bowel dise ceratjve colitis and. Croh
dreEagh! Sl%ﬁ&ﬁgr%“%‘eea f%a?srﬁéﬁaé edc&%v%ﬁnstha.sgeeggénd the
SalnePEdeSh of tidl #6&d will $. A pBFIIAI &F thy REVeS S ckioliehdh outer shell
pneumonitis, multiple sclerosis, primary billiary
crifpwris defingy dhg P%Se(oéﬁt‘%ﬂeﬁ‘?ss &hd posterior),

ker at oconjunctivitis sicca and verna
keratoconjunctivitis, interstitial lung fibrosis,
psoriatic arthritis and gl onerul onephritis (wth and

wi t hout nephrotic syndrone, e.g. including idiopathic
nephrotic syndrone or mnal change nephropathy). O her
di seases or conditions which may be treated with
agents of the invention include thronbosis,
hypertensi on, heart ischaem a and pancreatitis,

(Nature review Nov 2006 Vol 5), treatnent of anaem a
|nclud|ng haenDIytlc anaen1a apl astic anaen1a and

e VAN NSNS N AN A S\ .



budesoni de, becl anet hasone di propionate, fluticasone
propi onate, ciclesonide or nonetasone furoate and

w@vpoemses descri bed in WO 0200679, WD 028816 7PCEAEP2009/053152
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0212266 and WD 02100879, LTB4 antagoni sts such as
those described in US5451700, (LTD4 ant agoni sts such as
nont el ukast and zafirl ukast, 3opan1ne recept or
agonists such as cabergoline, bronocriptine,

nir

d ) )
4 dFe@%]edf%tqzd t){' Eac[h[ ogt—()gt Bﬁgﬁypg?%%%g}jel to the inner face 3b of the

PrERRY ki U Qaisbhetthy Wit BdtonR]agpdryh] hetéidiresbenzot hi azo

| one and pharnaceutlcally accept abl e salts thereof

(the hydrochloride being Viozan (r) - AstraZeneca),

and td?lEd n bl Bidu@dsS1 S (RS p ﬂkhié Qfokprises a tab 60 extendin

(3 axoSnm t hKl i ne), Rof | umi [ ast (Byk Gul den), V-11294

( Kalppys fBmypoe gégrxp 198%@%?5‘ sid s3l5q Ehq tab 6 extends perpendicular
( ‘?& té}gerlhﬁ'& SBL:]? gmall ﬁ; ;il)ay lllef t%ethg ﬁln@} El?ellll fr(?ﬁt%slflafn@long the
PD189659 Par Davi s 1 (Asta Medica),

CBEn8plhn¢ cbstg:én‘éachauau CRWY ftzt@!@d @mya«img Eelak o0 Kogy @sle gdge 61 of

Vi R0 P A A IR0 200000 s et

anlté ivel desibernginatenal anthermscresﬂmlhl for azgemtsghat will become apparent
p%r te&r?alflt!era‘rCut %.r aSt gﬁg‘t (lfgpne t m gteer S € C& r&% e.;lg @gg% glee f%ﬂfjhne
ti'Gtropi tum salt ose desctibed in
O]sﬁﬂﬂfbl&he\t‘(b Wis&iﬂMtlyM@a/tB%Mut \ViDe(x3b G0B%0 ha¥\@dunded
03/87094 Wg 04/ 05285, WD 02/00652, WD 03/53966, EP
459651 CP P 744, US 3714357 and WD 03/ 33495, and

beta- 2 adrenoceptor agonlsts such as sal but anol,

SLBULEL e, SRl IStELoh B0, SRRE! B Ly LorTasL el
CQeBpeMidso (Heﬂse&fzﬁﬁo&ér é@leméoif tmie»taﬁcebfaﬁk m)lcmhaft edauter
| of PCT Internatlonalhﬁfkent pub%%cat|on

067g3 152450 tptedpre dHELFAShTO S 2PACRTEHOraran gfféﬁ futpyedge 65 of a

r gt @nenEek Arieter abl cEANRRENGDrah atifi€edexadmldastiank 31 is
t her eof espeC|af

5 Syl ;n pytigulm;, élffhgﬂcomh grast odap| C4rit FuTmer- ikt srepwtd{yfpymed
- BBy ANy cclrlil,'sg&'l&q]okﬂe gib%@ﬁext%@xg%@fﬂ@@ﬁ%dt@@éd ¥ 65, and
acceptabl e salt her eof . Cot her apeuti c antlhlstan1ne
d rth.rg 15y batenpdassdi e laune dattesies 08 dhatyrarsenvingriode retaining
géﬁ% &qg}gg ik @&%ﬁg ouﬁer ppeat e, promet hazi ne,
Ior tidine, orat| i ne, enhydranlne and
f exof enadi ne hydrochlorlde Cbnblnations of agents of
e i ntio 0 [ySt: P 1 .
| o BRSO PR RLERRE e PR mATURIEhSe ARS8 song  sde
ex:dgqﬂ(e whilch ddveeldteseairive pisitCORD tbe fabpd ¢xtendieg frym the
rre nnJ%ecno%td 18rr1]é¢’r s fell gl%e r?ltas 3§fsutc It r1]tV %'g %erewﬂl and
eGP gi c or rmiscary arc agents
| ﬁhb\bi; t}ﬁrtsb G@I &p@ﬁbnexthe@t&pﬁx@kuﬂgd{u Jsklsecﬁve fitsBdnner shell side flap
ag%agonists may be used, for exanple, in the treatnent
asthma or, particularly, COPD. O her useful
conbi nations of agents of the invention with
anﬁtg?.':ﬁl -%]%leoa:{ggtgg{kggggc%gibgé e 4 hfi))?ees%i:\;w tngenant agx%moe’d?_?St > escnbed
CHeh Rfer&leRt6 Fi 17, CCR-8, CCR-9 and CCR O CXCR,
CXCR2, CXCR3, CR4, CXCR5, particularly CCR-5
ant agoni sts such as Scheri ng- Pl ough ant agoni sts
S@'h%%@lga e 153%115(52@ Qn@ﬂgoﬁ%ﬁclelaéﬁ%g 3s gk RGN (n%t: Shown), are
such “as [ 6, 7-di hydro- 2- (4-
n@gmp%@ﬁ ¢ gngppgeﬁzzgcvé@@ﬁg BPEA- 19. When the package is in the open
-yl j carbonyl j am noj phenyl j - net hyl j t et rahydro- N
Ndi met hyl - 2H pyran-4-am ni um chl ori de (TAK-770), and
CCR-5 ant agoni sts described in US6166037 (particularly
clains 18 and 19), W00/ 66558 (particularly claim8),
and WO00/ 66559 (particularly claim9). Pi 3 kinase
inhibitors, e.g. those conpounds of the invention, nay
be conblned mnth an angloten3|n receptor blocker e.g.

o e o, e e



Agents of the invention may be adm nistered in
conjunction with, e.g. as an adjuvant to, other drugs

W@ 2@9/12IBunosuppr essi ve or i mmunonodul ati ng agRCit/BP2909/053152
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other ant i inflamuatory agents, e.g. for the

treatment or prevention of allp- or xenograft acute or

chronic rejection or inflammtory or autoi nmune

di sorders. For exanple, the corrpounds of forrmula I may
e used in conpinati i neurin inhibit

al.
e PG TS AT PACL b Bed YRR T bP g e ghgL 1 sod
r @M&hﬁgpafﬂi@}eQe&e&lﬁ%@ﬁa@é(i@isl’b)ékassﬂb&p ayphing rldalbef 23 biases the
ABT578, AP23573, bjolinus-7 or biolinus-9; an
a&WGHRSI 15V ey ithnpnst Sieipr 9P tBE Bpekees B¢o 2 gloged

ABLsid8d, 1Ak oMk is cAhHGOSLEROhHSe 1iaY 0f @RNasRAAMNL U avity in
azat hi oprene; nethotrexate; |eflunom de; m zori bi ne;

micopiendielld defiped b theafrent, fape bpﬁ@mdméﬁ@eméﬁ 6,7,8.
15- deoxyspergual i ne or an i munosuppr essi ve honologue,

anal ogue or derivative thereof; a PKC inhibitor, e.qg.
adhdisslewalbeld ¢firth\@m3p s13d55mope ff\l@"@&b ggadewalls é 6 efftge outer
CQ}EQ&‘M&'EI% | f? NASEE thB BRE LRy 2
e.g. gﬁfﬁ@t%g% ﬁ)l E’%?%)%% Qliaérﬁ%y ee%et??’zﬁfoac et amE
acoytasts tfSredpediing drioxaf) 6 Pkalbemzstlsbﬂlhha?ﬁ!mnau @0 is resﬂlenﬂy

( §¥%§h0 t I ac'%sG a 4Il?ns)c lg%rlggol:rgslu(r)%é:gog t%e ouEI Nk”ig ?qﬁ ag%]] 6| r.q\‘es]the

( W‘fller Elie$l]3 J,s further p1voted with respect to the outer sheH 1, the tab 60 acts

a(l st th C% % t¥1l % erym)ter s@el??no%hgndlﬂgeap Hngs

S S ﬁ, PP g flap 8

[ A’rté 3he ﬁacesdlsbrdmame dhexl‘eylﬁéxmqmphenylé)i): am no- 6, 7-di net ho

Xyqui nazol i ne] WHI - P97, KRX-211,

3-{(3R 4R) - 4-net hyl - 3-[ met hyl - (7Hpyrrol o[ 2, 3-d] pyri m

dAEl-a@vé{rLt)Lgea(m thO}ab (U Joektirdiifthe YcdssFCAX EraP EinOEY shedl b @s

in fr r.m_or har maceut i cal ccept ab

f Biifele! @} lﬁﬁﬁoo%?r@aﬁé b dregs et T AT t@% b,

REkodBe cHce Gl TSR0 UdibING A/ 19 D238 D hn VL Dab 066456:int0

a S receptor agoni st or nodul ator, e.g. FTY720

offts "6RHF P)- phosphoryl ated or an anal og thereof, e.g.

2-am no- 2-[4-(3-

benzyl oxyphenyl t hi 0) - 2- chlorophengl]ethyl-l 3- pr opaned

| Whe@m YsenERILY t hb@ph@pryp]gpgdrtg}e not shown) dlSpOSCd in the package,

t}{eﬁlﬁuf §1ds G Auqaeesxﬁ 13bfttﬁé %Lé}&&’ ﬁxhesbtﬁa@ EW@ ¥k Th 39 the
? 2-ethyl -benzyl } -az car boxylic aci

orrmlet shqélr?athﬁm@mlﬁ epdriyre édeepp‘tcabh‘emga# thell 2 relative thereto. A

[ lonal A £

O EHE T the R PE0RA RRR o SR Goch that the apernue

NH-I@ve@[pB thE€pBtruSios, 11@@71;1 a@@&, m@a@&,h tﬁ‘B@@gan@le}e OD4G acts
amst %gsﬁfzp ?PBnd soq%% mnca s&xhl?brls res %pe%s nﬁottl irﬁlaiii\ﬁegto the

rmh&c shedl halsithe fc&te hp;ﬂ&ti ta thmrnhbmheﬂﬁs inhe:ased one or mote of the

b O Feantees SEBVEl P Rt PHEAT T BB IGHEAR Bpesohell 2i

rrwsaﬁhtly Befoeatd hed hedalh 60 & fRRAscI LA iy fkedsiF4sequence,
e.g. CILA4lg (for ex. designated ATCC 68629) or a
nmut ant thereof, e.g. LEA29Y; adhesi on nol ecul e

| ARIARI QNS as ﬁlegldelwl:ﬁﬂb ANLAGRE} el 2 Aot lel@ive 1B the sidewall 6
ant agoni sts, VCAM 4 antagonists or VLA-4 antagonjsts.

Thé thegatiershell 1+ the tphipetitossr tsiebsreesn isachdias thers 4 frigféonal
t EQALIRO brucdd 566%a tHll SREASES 1 2h8fh SHBL MM 2bOVE!

di sease, inflanmatory bowel disorder, cystitis, e.g.
interstitial cystitis and urinary i nconti nence

i ncl udi ng bl adder detrusor hyperreflexia and bl adder
hypersensitivity. The agents of the invention may al so
be used in the treatnent of anaem a, according to
WO2006/ 040318. The agents of the invention may be

adm ni stered by any appropriate route, e.g. orally,
for exanple in the formof a tablet or capsule;
parenterally, for exanple |ntravenously, by

o, g .



in Tabl e 1Package for snoking articles Description The
present invention relates to a package and to bl anks

wo o0omreiBhg t he package I n particul ar, the i nvRCIE/ER2909/053152
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relates to a clamshell package for snoking articles,
but is not limted thereto. A@kused herein, the term
"snmoking article" includes snokeabl e products such as
cigarettes cigars and cigarillos whether based on

t obagcc deri i.ves, nded tobacc
| Rt pabeOiELh! B et - Dey e Linst 5106
h@%@g@t&@f&%erw@meﬂt&fnat idveiid el gehatlBt Be sdii€as the
snoking article may be provided with a_filter fgr t he

gﬁ%‘"é‘d&"s FSF R ACANA aﬁéﬁ? Hea%%i@éfﬂpteﬂawls‘wewttﬁ Rt

apdvleher, ld 18 ShKodiReN: L8 71 ReEadS Kokd 8d side MBe7@bE oRNEK the
are used in the cigarette |ndustré}for hol di ng

c figgd iener shelloidnflanscibesuchahet e mdr &) dispesed pB@ srrcm blank 72 is
cargbaarg Bk ank71 QreofMld &) 6:63idRoar d bl anks, and
generally hold ten to twenty individual cigarettes in
a predeterm ned arrangenent A clamshell packet
t Y0 I :
WP PEEE, e R R e S 1R b A e BRbo B Lo
r ettand videways deoh thot dige oaklongoat vedhtiosf bdgeebebalisbthan
en QSi erein rii 5 di |

QrRrenti(orp 15 nott k.tmtiecelvgeergt& a\?idf]tgolgagra}g)éﬁ dm?.y {)1 ozpc?ha?;g%ﬁ?lﬁ#g} from
S el ﬂaceaofetha(sxdewsmbi 3eof thn dnraar 'slpdlo3 ddital frosi frpbomwyalivhier ei n
; ecg:u\r)olgﬁl?r i;l tgléa ea%ae? 2R3 Cﬁarﬂ {rll,l])odllsrllg]rregrlgsr Hl%ﬁi?:l%ﬁlgg ' Sformed from a
| fisz@ad Sdtcbhé bHn& &Qutneern ﬂh:edxdwd @fibodBneat ci&vpatcyagmnayrbe formed
c nt ai ns thgﬁ&nner sh wﬁﬁn t he packet is disposed
i HOPhR SRS LRk s RS MIQU’ Hat sidewalls of the

outer shell are disposed against sidemalls of t he
[ ner shel | d a top and fr e ou

t
sh& HeBREr o8B ?iieeabe%t\ﬁgﬂreerlﬁﬁdsr Wt“h‘é 1$ii‘f%r6 Eirerrc %

AGERSSint REESNOKbSWmBh bLCihe idvRG/bY is@nSRAE Erel Ame as the package
conventional clamshell packets, the inner shell is

r dessiihediahavenad sadsmiled é‘FSICﬂB?OWéh%e piitiadehetip dowever, in this
SUbagneaf » 1745l GoMRAId B o‘?lfe otf hee HARSIned E}?e'lll side flaps 36. The tab
frictionally engagi ng with the inner surface of "the
si7ténkiringd bY 2 Phig 0 pratlelshe 75 Hoowsies perprrldé,ml,%rlsrafrom the side
le@gp NG the @@&K@Aer sﬂéiﬁéitié ﬁ&%@b OV fotchﬁnéi@ear@rids%egtem the
the’ i nner and outer shel ot sufficiently
f edst q>fd:hapinylle1n:g§g@ smich hh%abhtabﬂ‘iarmtredfrseftqn rh¢ fist inner shell
[ I I t ter, .
| 0 a3 ?E t1d %ﬁﬁh&%&qng %irtrerpqod%d%iigoé\}gir} Jcﬂ%cr?sﬁ 78 formed in &
pcd@h@np¢mgenwmnbﬂlshewwlhﬁy be retained in the outer
shel | by means of a spring nechanism One such exanple
of such a clamshell packet is known fromthe
Appl ddg b gesofovis eastiddimentiintiar et ipgrakdgatSesfithe tab 74 is parallel

ARGl e B RSB PRACRE o B ARRe L e

t hdidhraediceardsteut er shell s bei ng connected by a spring
menber arranged so that the inner shell is urged into
the closed position within the outer shell and is also

Uniadionally it 0 euPRERmBRYirkd @ Nthe @ 6N M mAYhoPbe fcﬁﬁled to
outer shell and, when aned springs between an_aop

afEtead Foarorodievdnd efifennen éheélc% rrtﬂnmar altqspatisishy irrgformed to

NRPRRA £roHPMWRMEH wafl 12 RhEM W &H@ll%ho@at@ln@{%ﬁ‘ésgondmg recess
packet is that the sp r|n87(ﬁyéfai and may not
i

e
¢ ogtee el h Fupigegpres the tab 60,

s{tUrgoeRbipgred & Heitep ¢

shell. A further disadvantage of conventiona

cl am shel | packets is that the inner shell is not
actually locked" in the outer shell in a fully closed

position and a user is not given any tactile or

physi cal indication or feedback that the inner shel
is fully received therein Therefore, the lid is then
prone to yamning' or sniling mherein the I|d 'S

e . e



substantially perpendicular to the sidewall and the

front wall. Advantageously, the tab extends froma

W@ r@emezd4Be of the inner shell in a direction toRMEr/EB20DNE3152
sidewal | of the outer shell.- A- In a preferred
enbodi ment, the sidewall of t{he inner shell is forned

10

15

20

frominner and outer overlapping |layers attached to
each other. Advantageously, the tab is integral wth,

a xtends fr.o the.i.nner | ayer,. .Prefer ' ut

o0l AR TR chES SRR B ey SR e
aastrdspendiaprarnys (axt ieinf fometilie a @utrespdndimgrinner shell side wall
A%%ernatively, the tab nay be positioned such that it
contacts the flap and is resiliently defornmed when the

i nner and outer shells pivot into a closed position
prior to the tab being received in the rece

D eratan " BTEIER ETOOHG B AAGE S CAHPSF 6 (ot T shows

b_&}@&!&ﬁn $§rt)ﬁ\cchﬁdsia&laﬁ aghf Qﬁéﬂ'ﬁﬂh er AduaN 13E8 QU %bi{neciﬁﬁ@ by a
first blank conprises a pair of op_oslnqggdge cuts,

whespet Hilleden shpesithe) teepaertinns's pes SeftrafhersiprRd duép tab
Ofd1ef 74 436 b8 HABVAd 1o BYenB: AN  £ALi MRl -1 3AHRE RAELINA 2 to
the recess may be formed in the sidewall of the inner
stashinugingte (i coatrespaydiesreserdest Tofptmhd o8 jag dpRelr sugfcet gach

OUS &1siSedelyant BN th@BuflR¥n e, 5UHTEY: O W6 EHPs BLeOln each
tﬁ%ﬁ%réétebﬁaﬁg)gnd a correépo%ﬂ?hb cutout is fopﬁgdnem:
i recesnd4anter hdd gesreisubhietmhdtelt hagh fres skewejtreay be disposed to
ngqgr?cpfrg Nt lnyinnérhs%rtgyé St ?]%E&JJJH AU He S, sﬁg? !l Ito & fimunicate
connect e iby a hinge nmenber, such that the inner s elf
spithngerbgiondeny tebes operhpes) forord and sidewall[1d9éthe inner shell
p?,sslutc}ll op tth):rtg grliéatb lh%é’ovni E)% 24 }netlil Srpc%lssl @n%? I GRa % R T

of” ‘'opposi ng Si ewal 1S a overFap correspondi ng

ofhpesd.ng sidewal | s of the inner shell when the inner

and outer shells are in their closed, wherein each

wal | has a recess forned thereon and a tab extends

f ARRLQACIINE AR eniS WE Ihd faéntionRRe bben dHofrn mdadeoaitdd, it bl be

tabs l.ocate in said recesses. According to th resent

i PRRSFEHEH PY fh?é?églﬁlgd& 6 2Frt8% ¥ élaﬂanspta&&gwﬂgﬁﬁ% FﬁFW@e
S bRkipMdy @ftbb 8@t 11 &t SithedREbOsH HBME SnhiibRes PELSRTTh the
invention will now be described, by way of exanple
ofﬂuy?,“”% tHmeef erence to the acconpanyi ng drawi ngs, in
which: FIGURE 1 is a perspective view of a package for
snoking articles in accordance with an enbodi nent of
the present invention; FIGURE 2 is a plan view of the
bl ank used to formthe outer frame of the package
shown in Figure 1; FIGURE 3 is a plan view of the

bl ank used to formthe inner frame of the package
shown in Figure 1; FIGURE 4 is a plan view of the

bl ank used to formthe outer frame of the package in
accordance wi th another exenplary enbodi nent of the
invention; FIGURE 5 is a plan view of the bl ank used
to formthe inner frame of the package shown in Figure
4, and FIGURE 6 is a plan view of the blank used to
formthe outer frame of the package in accordance with
anot her exenpl ary enbodi nent of the invention.
Referring to the drawi ngs, there is shown in Figure 1
a package for snoking articles according to an

enbodi ment of the present invention conprising an
outer shell 1 and an inner shell 2. The outer shell 1
conprises a front wall 3, a pair of outer shel
sidewalls 5,6, a top wall 7 and a bottomwall 8. The
pair of sidewalls 5,6 oppose each other and extend
perpendi cularly fromthe front wall 3 along paralle
edges thereof. Simlarly, the top wall 7 and bottom
wal | 8 oppose each other and extend perpendicularly
fromthe front wall 3 along the remaining two paralle
edges thereof and extend between the opposing
sidewal s 5,6. An aperture 4 is formed through the

o, R B 1 ~ Y I - T 1 r ~ N 1



In the exenplary enbodi nment descri bed above, the outer
shell 1 and inner shell 2 are together forned froma

w@2i09/12H8b1 anks 30,31 as shown in Figures 2 aneCBEP1009/053152
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Figures 2 and 3, the solid lines define cut lines and
the broken lines define fold 13nes. The first blank 30
is shown in Figure 2 and conprises panels pertaining
toboth inner and outer shells 1,2, nanely the outer
siglilnsf ront wall 3, with the outer shell top, bottom

and side walls 7,8,6 extending fromthe outer shel

front wall 3 along fold lines 32,33,34 respectively,

as wel r t. | ls

o it C2pioR g Rl w08 AR AP sl BBtk g opgos shel,
t the isegchd!l @éfamkg 8spack $orshwling avtiFlegumdthd camet shell deflnmg a

conpri ses ent ai to both inner and.outer
Sﬁa% to iec?ﬁ’z Ighe 1nn rtslhéag,l gxr éﬂ? IQSWE S nlls lbeif%qléx?gefiﬁeconnected
i findrchahbdyl piﬁot fEhﬁvS P éded diRdHTFesm 251dsed gbsifiod of *miﬁh the inner

from.t he se on extendln fram

vHeLL i FCgF e R ﬁﬁef Séﬁ’éﬂd 3 RGRP Yage 18 E‘o%dtfhﬁ s shell

| étendRBron e dnﬁéhedheﬂh\ehérelﬁl tdevwatek Shellanaﬁees]fmmmtmm
romth

first inn si de aps 36 extendin

i AFFERPSH é‘SFW‘iﬂ;%flr‘h\ﬁéﬂ”r“i celLy oyt q‘FdP‘EF‘IaPﬂ &&tegpheflygre in their

SE664AGh s 1A a Slteds|beflgiBrhltaRSth3BiR¥LBBEbAYOf RMAANIRr cuter

|nner shell front wall 1 1 along fold |lines 39. Wen

t el ardn il EendingdnpP @ForierRP IS YAS RNt thhistnpr @f enter shell

fdRRShAOwEN @RIANG hl QMel RRe1isNREM BB Iciosé@gssla\@{ lihel Bb

overlap the second inner shell side flaps 38 extending

f o6ttt Heridisesssshel | front wall 11 and are fixedly

nount ed thereto by nmeans of an adhesive to formthe

i nner shell sidewalls 13. Inner shell nounting flaps

4D extipeckpgormcpiiing {o deing hrydrergihéhd resgsias fdralpé igehe sidewall
1 t e

ror AP oA e G R LANAIRIORL Kok Bullgls

35 andA ph&kagameprdilpetd clrien?, Wisncen i mpﬁo:mdrmrte: dhellg zhce

}E}H%er?,gispogllnle%tﬁg P? %%ere S4 t\é\ﬁe” é Ilgf Fpafﬁ%gg réercfbar the i T shell

Hmmmgmsheﬂﬂeiumnapyohngmumbfﬁgihhap$em0 and is fixedly

nounted to each flap 40 by neans of an adhesi ve.

Simlarly, upper outer shell nounting flaps 42 extend

f4.om th @actk@gh s@bldidy af cliihe2 outietn Shehdreih thé edegssds Bofiddkd by a

line. 43 ndl‘%ﬁh ?nsverse#% to the fold line 32

A Ne . Pt ihepet st wal | 3 of the outer

shell 1. Wen the package i s assenbl ed, the outer

S”,J#ell sidewal I s 6 overlap the respective Uﬁper out er

el | ‘hBEesTRfepPTdipes worlamy arherai Kerdpyrenther et f1eef &l 2nd

e BRRHS Oftedly @&h%&leuge stig Rohhahn %1thhQ!ré&stecQQ% Bt S
forned and the outer shell sidewalls 6 extend

theaviearesrisettep ettty afghe orter phafler out er shel |

nmounting flaps 44 also extend fromthe bottomwall 8

of the outer shell along a fold Iine 45 extendi ng

t4-ansvepadkhge scgordieg tfooqleml 4 pecla® bevhweln thheutsosietmomprises
I an f en _the

RISl hyal e Bl WIFBUEBle SN, f g Beihd

deentdpy an edespeahe flap hm@ve surdarearf thhaléwatbienthiolyitfi$ agmched.

44 and are fixedly nounted thereto by neans of an

adhesi ve. Although in the above descri bed enbodi nent,

the bottomwall 8 is fixedly nounted by neans of the

| ower outer shell nmounting flaps 44 being fixedly

nounted to the outer shell sidewalls to forma bottom

wall 8 of the outer shell 1, such that the outer and

i nner shells 1,2 hinge about the hinge line 21, it

wi |l be understood by a person skilled in the art that

the invention is not Iimted thereto and that the

bottomwall 8 may be fixedly nounted to the inner

shell sidewalls 13 by neans of the |ower outer shel

nDuntlng flaps 44 belng flxedly nDunted to the |nner

s AP~ 1 . o Y a1



therein which corresponds to the tab 60 extendi ng on
the first outer edge 65, and the first outer edge 65

wha®oa2psé r of recesses 68 that correspond to RPEEEP2009/053152
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retaining flaps 48 formed on the second outer edge 66.
An indentation 69 is forned ipyone of the first inner
shell side flaps 36 along a side edge 70, which
correlates with the position of the tab 60 extending
f rom t di n [ I

I’7 Sugﬁa‘éﬁh’i e%i%{lﬁg_, gggﬁt gr‘gﬁ%‘? %egﬂg %coﬁmggﬁﬁ% sBRhat said
6©dgeodqs=|s viot extetdhepito torftamtiallgsadid ecesdpant foymed bq:ts’teen said
|QQ aeﬂg(ﬂﬁ édelflap 38. (Operation of the package
accordin he' present invention will now be
descrlbed mnth reference to Figure 1 The package is

a senbl.ed nd sno Ies as.Ci et.tes

o SHOMTE 4T SIS ERP P EHER EnORETRY P dlBI b Sonfigured so
I‘ elﬁ‘aﬁISMHmggém&ﬁls%ﬁraIWMaIleor&aﬁdﬂage is in the
openposition, wherein the inner shell 2 is rotated
Wth respect to the outer shell 1 and the snoking

apficl @ gaeksl utAGdSRA6 anyl Of ¢l§1rri%(50t%5$ hdHeuin tHRCenIABFAING tends
nber 23 bi ases the inner_ shell g fromthe outer

shier the frops vipdhdongres soard adgs arlﬁt%%‘eserl P R GuE fo the

t BRewIDRLd SBeldntwallr ot at ed about the hinge line 2 1
and urged into a cavity in the outer shell 1 defined

by the front, top, bottomand side walls 3,5, 6,7, 8.

The. si ﬂeﬁ%‘lk aéc%r@;fn t: an} Bﬂ@édléé‘ahllm HHBME t}{eedagtekt\éﬁdé Bom a
t he S|demalls 5, % he outer shell 1 such that the

t sigesd! o%';bteetﬁmrﬁlgeﬂf lrﬂcﬁﬁhfﬁ‘?éo% iteiearas rhelssde@ffalltoﬁ ¢hq epfey shell.
shell 2 contacts the respective sidewall 6 of the

outer shell 1. The tab 60 is resiliently deforned and
aéts aé&Mdyge@henﬁngévCbunﬂ&o@nmﬁnﬂheﬂdawék0%%9&hwrﬂmﬂﬁ
I I 5. f e iyot ed
PR Shonl iy o Bl DRPL DR oy Syl LR Bl
agalnst the step 57 defined by the upper outer shel
nting flap 42 and S into t Lece 6
R T A e X S N a%
6@mkm@a&mmgﬂmﬁnmﬁe@@ecess 56 is that the inner shell
is securely held in the outer shell 1 by neans
thereof. Additionally, as the tab 60 springs into the
r ¢8.eSSAaclaige atddirding t5 QR 12 Swipdr6id UCRE outiRdofnhal hake Hbker
|cks |ntot%he recess 56. \When a user wants to obtain
agﬁﬂﬁﬁﬁﬁmﬁ? F&tte (not shown) disposed in the package,
the user holds the outer shell 1 of the package and
pushes the front face 11 of the inner shell 2 through
he aperipgiige 2cqogdigg o clatmd Ly wrsrindhe fab exteogp frop he outer
tne&eto A protrusion 1la of the inner shell front
face 11 may be forned such that the aperture 4
overlaps the protrusion 1la and a user may push
t tl"? r eaﬂ%a@l& e aag?)?dlhgk? QIQ}’ gf:élﬁm@(i@ 851t4 &/H&e&ttﬁg tal-:b71s ?)Bgtloned
so the i'nne 'S restrlcteJ from pivoting
r ebchtthytat centedte theulagy ansihe kdsilientindefoymed whew t@ppmre@dtoolter
t ' | ne_.o [
o0k BEE SRR Shosk 8 pb AR RE  RITEbelPER Rk i Bl
sidewal | 13 of the inner sheII 2 |s reS|I|entIy
or ab 60 is from.t
530 it s T R8 < R SrebEE O R 8% AiEERR TS formed
shehin@hslmﬁlatae@chaeﬂ tatdavieother.t he sidewal |l 6 of the
outer shell 1, the tab is disposed therebetween such
that there is frictional resistance produced between
the outer shell 1 and the inner shell 2.An alternative
enbodi nent of the invention is shown in Figures 4 and
5. The package according to this enbodi nent of the
invention is generally the sane as the package
descri bed above and so detail ed description will be
omtted herein. However, in this enbodinent a tab 7 1
extends fromthe side edge 70 of one of the first

o T 1 L T O ~ o~ I T e ' T ~ o~




recess 54 and is held therein. Alternatively, a tab
(not shown) nay be di sposed to extend from an inner

waempazaseof a sidewall 6 of the outer shell 1 PGI/EP2009/053152
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conmuni cate with a correspondi ng recess (not shown)

formed on a sidewall 13 of thesinner shell 2, such

that the tab (not shown) locates in the recess (not

shown) and is held therein. Al though enbodi ments of

t 'S . [ i '

be app e iR by S Rog a T BRAPAER PERGIer AR o ffe Mabi

vapmatls@rvspamrag'f dz;c@omagedgeoc\ithevkab@n cheexgroping feyige cuts tessellate
% that lie within the scope of the invention,
é?lne in the following clainmsC ains 1. A package

for snDklng articles conprising an inner shell and an

hel |, the inner shel fini ace for

K1 nd B e BTG O REIB Y ob URB RO rF R R olge ot
t of EI&Cﬁﬂst/Blahlh €nd DB6trespBRlihg chifiBud iD P@neans QLS tBE: &3] dush that
bei n @%edly connected such that they pivot relative
t PFAEHR A er " from a cl osed position in which the
inner shell is received in the outer shell and an open
position in which the inner shell extends fromthe
obfer &therkageiferding to AW pUtEmsshi® 1 whersinyge sidgwall is an end
sixdgwal | that overlaps a sidewall of the inner shel
when the inner and outer shells are in their closed
position, a recess being formed in the sidewall of one

0&0 th eA' IIQ!.Q eQEccQEHng lto %Hﬁllx |1 Swﬁ&gmathg Q&e?s)qs ?Me@gn tﬁéjmiewall

a correspon 1 Ng sid the 1 nner or outer shel

.. sQEHeti 1ﬁmf shgherd theetah nxtendsaﬁndmcrbe sidewbp] the gpeer |shell
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ta?'r ﬁ %Qgédrhfgg% aﬁ)hﬁretc&ﬁ né OGR! Sheldln &tgr §&R3nd

accordPng to clali wher ei n e recess
[ smfeo Fhrélchrﬁ ponreetedibfevienge mf:mbhxe sout that i aluier aimd! tphimgs
t X d rom.t [ of . the i nner shell. 3. A
pggﬁg%%%c(?o opon]uopoanglta | ﬁed F\’/\%er ein the inner and
outer shells are hingedly connected to each other at

o] en space. defined b r sh
028 oot SBARin e R Sishiib ek Tisrat Caurire ol A
paedspesaqrirddidpgotiog eilda\kzms&hﬁtfoveklap Bb3espVhE@RE bPp bty

regess, | efine d int e si.dewal | of

{ HSStlleat g‘?ﬂé’l"Ff d*e A‘eﬁétékgg’ér AL opiaT ﬂge BredP st gosed,

WaBERiMedchQvalHah +6d26d torfds tierfsONA WablexaRds B8 each face,
[ tends. from an edge of a front wall with the

sid Il ex
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