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NOVEL COMPOUNDS The present invention relates to

di azaspi ro conpounds, processes for their preparation,
weoheo7rmazeat i cal conpositions contai ni ng t hem ardT/SEZ106/001033

use in therapy. Both the initial stages of a disease
PARTYEULA®A iLherbopgakendrbirsent cempdstirfonand muscle

hypot r ophy depend on recruitnent of |eukocytes to the

i nflammatory | esion. Leukocyte recruitnent involves

Lgr at Lo ocytes into the diseased tissue

F#E@H??Ee?gFogggggéggh and their activation, which

| eads to progressi on of di sease. The nechanism

underly g this recruitnent, chenotaxis, i E] d
Thgt REPRCE adBVERFLYNI&PLALASI FAuRePARELGE ats' Lipt
ga&ﬁabeatgeglceedpbegeeoﬁl ﬁorelgeéeh@lead19utehanuﬁeentlon
I seases) as well "as others {i.e. at her oscl erosi s and
rBaekensbn' s daseageﬂat¢h&spldnpeaveﬁﬂeeﬁleﬁlleemeeyﬁelon
recruitment aned target tissu onsi i S
CRRBELEHAEL PvEORGIGP PP ARSRE T 2P REEpI 87O TRore tHbE for its
mehemekicoes.are a large famly (>50 nenbers) of small 8
- to 15- kDa secreted, heparin-binding pol ypeptides
with the primary function of controlling trafficking
WA O R yaf es. They are distinct from
B%ﬁgggﬁggp b?egggtgbgﬁﬁgﬁpg {i.e. bacterial derived
N—fornyl peptldes conpl ement conponents, |ipid

| ecul es and atel et .activating fac n e

-Shavehed Pt gr Sy R b b ogohRRBE oA A Re W HARLY usea
:Lfno WheC@BSAkYEE FCY sieistes . eskedues theat h@ltm:dlgstchlebuée nature
bonds, which are critical for the_3-D structure. %
aéﬂeﬁd%ﬂﬁé§n§rérﬁubﬁﬁéﬁaééﬁcP§§§édl§ccdrdFﬁ@uﬁdttﬁéo lem with
s%% LA 96N (?L S g@%%fc\é@ cyst-abaest a-]k;ri?. ikYo EWOQ‘he r

cl'asses are chenoki nes, that haveé the
ndwsbeuaesd&@rademuonan@hehefﬁxe-chBOKEﬁegctnN@tOhéven -water
the gystei nes separated by one am no. acid

éFOPa&FIPégaiﬁﬁépéegﬁ fné éﬁ@étcﬁéﬁﬁkbe¥ore f3 is used

I'nes, are

FAUGR S HRkbhes taRd O FH conpiirsadede peiriadf @F memder These
The C- X-C chenoki nes include several potent

drireivegieer 46t @rE lavd agc hilngdesr $hed rnaser dpniths shermaseutical
[ utr 4l g
R g e e L e Batany ReRpaR e
deheamiatttioac tantss cafa gepn eyt eseandonyrphienytesresgchrsgentially
hunan nonocy not acti c teins 1-3 (MCP-1, MCP-2
ﬁﬁmﬁ%ﬁifg &P@%r% 5t|vation, Normal T
Expressed and Secreted) eotaxin and the nacrophage
i nflammatory proteins | aand | b (MP- la and MP- |
OBIESTE CELITHESIINWIERY I¥Ave denonstrated that the
actions of the chenokines are nediated by subfamlies
of G protein-coupled receptors, anong which are the
Tﬂﬁ)@ﬁfe@e&’ddeﬁivwﬁileﬂl @Ié@k,s ECR2veCCRA, cBERZB, s€BRZal of the
CCR4, CCR5, CCR8, g&ﬁﬁ, CCR O, C§%§L, .
Q§@§%WGW§%§%?@uR¥Q§%§@P P& TR HiN%at ST ifffukd eparing an
(ﬁqu ?‘h—QJat%LS'etnﬁll%fl&H | egich hRfaramat e EC Wos Wdrkj-term
ours after allergen challenge and is a hal | mark

| aﬁoraaldee@dc ains dees e s 19pu diaest el & s v dansgt and non-standard

Jtricgdésﬂ%n pgvgrtc{,]l & S%D4+ %{ t%h%%%g S sidn L5]’]'?1Qiustry

1 C pa exposure to t

al | ergen. Al though |nf|Itrat|ng T ceIIs are relatively
few in nunber conpared to eosinophils, conpelling

evi dence has denonstrated essential roles for T cells
in orchestrating the inflammatory process in human
asthma. A close correlation exists in humans between
the | evel of TH2 cytokines produced by T cells, serum
| evel of IgE and preval ence of asthma. The human CCRS8
receptor has been shown to interact with the human
chenoki ne CCLI (1-309). This chenokine is a potent
eosi nophil, T-, dentritic - and endothelial cel
chennattractant The receptor has been shomn to be

- N | — 1N - s Y
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heterocyclic ring, the ring containing at |east one,
typically one or two, nitrogeq%atons (e.g. pyridinyl,

woyoirrsziznyl or piperidinyl), the ring bei ng opCrsRzai06/901033
substituted with one or nore (e.g. 1 or 2)

relskirt beAkstsndEpendenhiknsebacied1hakogppateng. from the
chlorine or fluorine), oxo, Cl-C6 al koxy (e.g

EeRiRERYY, Séﬁmé:ﬂcﬁfalth?l igyeRtasncithe éﬁféy“lrl@ité@ﬁ of

t n f e

G R e e R

saturated or unsaturated heterocyclic ring, the ring

cont ai ni nitrogen atom the ring being
SHHMﬁgﬁapﬁsT@Ebéﬁ?ﬁhgggﬁmﬁth one or nore substituents
i ndependently sel ected fromoxo or nethyl.R8
represents pyridine-N-oxide optionally substituted
Agicolrddmg &e wbeePEgbshitt aemeetrlﬁaep}én@éﬁws}le%ee@eé&lculate
froml1 c f |
PRg) LT Eee by CoRbRg T L Sh, coBr R, A pi s a e
sbal@,nemcudpﬁdpwbrrd¢alobutphl -dyelapent glhudision on the
cycl ohexyl Cl- C6  hydr ox | (e.q. .
AT Gy 7 GRFBEyFLIHy G & ﬁ;? %PB@B@?FB*HY active agent
dmé% CDRLEY GhepeRt ¥k spl rR¥dr @X¥e¥ehohexk! kmudkidndSbe@hg capable
menbered saturated heterocyclic ring containing at
dfeaczetle@ﬁe Eeo. t_heor:aZ)rlleet enogrdivesE| wétld afy @sueous media

n|t en_and oxy. €. [, l;

g? ﬁpopu}anyl E% p%ﬁgﬁ% O% ﬁ Igéﬁdcﬁlerlng bei ng
optlonally substltuted W th one or nore (e.g. 1 or 2)
substituents independently sel ected fr%nlhalo

n (e.q.
ToR erer@aselrgderithe) 2acEives 2ageroxy T &RG. TREE , ndy be any
a%‘i’lt QR iChpPe kY ladhnd stiBERYh) inl &o@fh erbaei mrNt-ietwater
the present invention, the 5- or 6-nenbered saturated
aretlerionyclic ring is substituted with one or nore
substituents independently sel ected from hal ogen, oxo,
or Cl1-C6 alkyl. RO and R10 each independently
HRpresent ta byer @gerfeatrem alspel+Co faltkyl ;nrsneefteroamb lthe
Cl-C4, alkyl grou . methyl, eth
Haéfc‘}ﬁfcdﬁyISlZﬁ et g‘%ﬁ)l |C§6@@tswtloeef>tf i |anﬁ“§éﬁtny|lSor
c%gtte ln)ed by amee gta Bt af; ot be Rb@s %%trr'ﬂé\ientt'h%n

re both hydrogen. p is O, or 2. In an
auﬁpmﬁuhmvm slubshentiedém domsdrstilog, Oﬁ pnglCE&@h Rach

u |ndependen |y repr.esents . ha Qgen ,(e. .
BT B Gra o B ere Sy p ety Yo hPorisT Ghi-in
wekdA ea{dg;éllo(neagihemetshyl ethyl, n-propyl, isopr 0pyl
n- butyl, isobutyl, tert-butyl), typically nethyl. n
represents 0, 1 or 2, typically 0 or 1. In an

te Of e B €58 e ntd Qe R S:th_- iBvahtRon the

COI’]t al n one or two ?DI ng- oxygen gt ons. ring-atomis

peegritc 1an sdtzemdfhathel soppeseritiann o m@eDunwaﬂu$OHltaw

ettt F a SRS g SHeonE APaR FrPdcies, each
s a0 CaikRNe ldarMildr @ﬁﬁﬁ.@l@clt@t @thitdhatoil-in-water

thédefinition of ring Dis not intended to include

agnsltsdtsire asthag@sur &9 &edT & aFdie i MISFGER TS -i ncl ude any

0-0 bonds. Ring D may be unsubstituted (i.e. the only

substituent on ring D being hydrogen) or may be

Eﬁﬂxﬁignﬁﬂatﬂddlfanuthm'panﬁacnﬂaﬁethﬂgﬂQSQQMpaHﬂhion of the

%{W%T} Cil Ogroal f ei er ablgy Cl- C4bil ky.Iq &g)bg}'eylrgsrto@els’sed in
éa{] leapi Vgt hyl )bh a%a@éajtq@a@ylmcmfstmgenyl (said
pheny

bei ng optlonally substituted with one or nore
substituents independently sel ected from hal ogen (e.g.
chlorine or fluorine), hydroxyl or Cl-C4 al koxy).
Additionally, when ring Dis a 5-nenbered,
non-aromatic ring containing two ring-oxygen atomns
that are 1,3 disposed (i.e. where the two ring oxygen
atons |n ring D have a 1, 3 p03|t|onal relatlonshlp

o o, . S

o o - g,
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3-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof ur an- 7- -yl ) net hyl
1-9- (I H pyrazol -4- ylcarbonyl) 3,9- diazaspiro[5
wo3jardzrane; PCT/SE2006/001033
3-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof uran- 7-yl ) mei hyl ]
roy! %Z@é@'cff)[éue":‘] URASEANS: the mean weight
A%&f{%“géjd?(rym hg.?&zcdél I hydro-1 - benzof uran- 7- yle) thyl ] 7
of %EHe spmalznd:lés yb £ arto mydnp@s i1 atl arfaspia oi[l%ventlon is
undecaneg;
p%e%?ﬁak?lﬁl HL G105, J.‘:P"H?If’(yd?oorel RS R At '}I}%llgrrre]t%vgﬁlj’ most
predftades yind bt melegs) - 4
yI)carbonyI] 3, 9- dlazasplro[S 5] undecane;
[5 ({9 [ (2, 2-di met hyl -2, 3-di hydr o- 1- benzof uran-7-yl)

a
A%C%%f i PRSI opecs of the snvention
cd3rt{ex ZpQrﬂE&hgé @t tattdwydr ot de kmrﬁoﬁw@ntﬂ-ml)mtﬂw Jmean
W@;%Q%;%f:%%%Zg%ﬁhaéiéggbgnyﬁ%_ggégosition of the invention to
m§r&(f m2n db RE hyl-- 2o%§|l$hydé@erl beng®f ur an- 7-yl ) met hyl ]

H 1 ndol = 3-yl carbonyl ) -3, 9- di azaspiro
[ 5. 5]undecane
3-1(2,2-di yd of ur
A@9£%P?5Fﬁ% zoFg%Célggg%ony{ﬁ %ngfgglggégg?goyﬁgnggpyiér must
nbb. 8] y8deganen the oil-in-water emulsion or otherwise be
substgpépgég§t2¥§é ggg%g{g%g %hlgn%g{géag gonigeégy%ér the

azas 5 a 11 h d
oS TSERHEALTEBLIBIEE RS, vo prosenres usragtialy upchance
fot- bEQzagarand7fyr)hethgl¥63€@Sed from the
Egzasp ro 5 5]unaecane
wish(#9 F@Q Euauﬂﬁ fHyr - 2, 3- di hydr o- 1- benzor ur an- 7- yl ) ne
thyI] 3, 9-di azaspi ro[ 5. 5] undec- 3- yl }carbonyl ) phenyl ]
am ne;
TRe[ oidronrpaterdeRedsionaodi har boveBEAOBr GPERTIFSH! Fnfon”
SEQ Ih3 §§8 Qhaz?sﬁh 9&§c5éﬁﬁg§§f1§ry|kultable oil-in-water

Pear onyf) phenyl [ acet am de;
e[ 84 6H8- ﬁ@ﬁlﬂddngenhykpglardﬁhp@dé angehzpidianepuypyfiers

f85r6éﬁ§F?8ﬁ8ﬁ§%fa§ &g SS%lE%OX éf the invention are

dh sE406£9- ﬁﬁZUZSd|@b€éht¥|n85 6 517,883 (Hersldf et al ),
3-di hydr o- 1- benzofuran-7-yl ) ne dlaza |ro[

6} 3AG062 3. yerségﬁbsﬁyﬁ}pyr.apﬁ 5 §k?p§§?o|Far 5§00, Ft al.),
wﬁ&EFZ %FZE%§%%¥|1%C§er9¥gEB rbengetueapa’- XEEH@HHM@]to an

a@wahhagﬁmnshybpapmroﬁldha hnybptsonltbﬁlﬁ@%k}nswgtéla?mulSlon
aspi ro[5.,5] un

ec

m@Y(FQ Fésf @gﬁépﬁﬁﬁuﬁl§aéﬁﬁyaFSGEtSS%?oFﬁFéﬁ}?PyFynSPCh as
al¥kibx3 @ndi;aza3Ruiah? ; Skuageardng.
yI}carbonyI)-N—nethyIpyr|d|n-2-an1ne;
N-[2-({9-[(2, 2-di net hyl -2, 3-di hydr o- 1- benzof uran-7-yl)

t hyl di Pi; 5
Tge %HL %g%flfgégﬁblf %ﬁe Lﬁggﬁglgndﬁgxgrﬁfgrgb%ytetra
t&ﬁ@ﬂqmﬂmndeﬁ mexishs dlsf epddiddesemi-solid, or liquid at room

2 802 2 0 o2 3 dl e oL bengol )
@kﬁﬁk@QﬁMJ)@ﬁQ%ﬂéhl6&@@2@Ebdp&%f%xébdwoﬁased on the

[2-({9-[(2, 2-di met hyl -2, 3-di hydro-1-benzofuran-7-yl)
qmﬂonyia]tl@ngmﬁ é?déﬁwrro[t@aﬂ dfdedo Oy than 90% by ‘weight,

carrier 1n contact

BRI SISO preirici i

nethyl] 3, 9- dlazasplro[S 5]undec
3-y|}carbonyl)phenyl]-l-nethyl-L-prolinanide;
N-[2-({9-[(2, 2-di met hyl - 2, 3-di hydr o- 1- benzof uran-7-yl)
net hyl ] -3, 9-di azas riro[5. 5] undec-

3- yI}carbonyl)phenyl]tetrahydrofuran 2- car boxam de;
N—[2 ({9 [(2 dlnethyl 2, 3- dlhydro | - benzof uran-7-yl)

o ' o S - =
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yl } carbonyl ) benzam de;

2-14-({9-[(3, 3-di net hyl -2, 3-di hydro-1, 4- benzodi oxi n- 5-
weRyorastml] - 3, 9- 4 PCT/SE2006/001033

di azaspi ro[ 5. 5] undec- 3-yl }car bonyl ) phenyl ] acet am de;

1PEN 08 O ﬁlr(éﬁer]ﬂa(é, Saikhh Mt dit 2, Sl Ny BB O~ 1 e DTz Ot

X1 n-5- y nme

pxk Beasd ¢ dﬂ@s%]mmé@me@l J}s: acraabmwn)byamqln Hi-2aahyakent

net hyl 3- I
QAT S Rep FAFS A ity g DBtk XY 1311,
c@@éQQWWﬂﬁ@WIlﬁhftihlﬁwrhydrogenated soybean oil; partly
2-({9-[(3, 3-di net hy 3-di hydro-1, 4- benzodi oxi n- 5- yvglent

hﬁ@rmqa@e@ Jam%%%@r%{% Sfhigedeet o1l and its equ

Y, n- 1,
T Bk A R e o B S
sefhybdyesB, Qlﬂjaahsper@{B;S@@ﬂde@llB g¥dundnut oil, linseed

car bon I ridin-3
of T RN ot ol 1y 758 BSinme LT AL off bk A0 §HYS, sueh
agefbyﬁ]oﬁlg Hu@@@@pfé@[5l§i&ﬁd@£ll§wy|&he1r fractions and

carbonyl)pyrl i n-2-am ne;
milx¢ype$ (2hordpfet Rye- we BAlF hyRfF R | OG- BemzRel 3% hiBlg) §o
e§9;?¥%%?gonyl %é?ég%%fgSfééﬂn@ef to 60:1, more preferred from
18:({9=[8@; 2- di et hyl - 2, 3-di hydro-1, 4- benzodi oxi n-5-yl)

met hyl ] - 3, 9-di azaspi ro[ 5. 5] undec- 3-y|}

car bonyl ) pyri m di n- 2- am ne,
Tﬂe(i9$£&§c3eﬂhﬂ§lbYér2®§ ghoydiecht dobeszdbexbn- Bayhyal or

net hyl | di azaspi ro[ 5. 5] undec- 3-yl }
syatbehy@)pynchudnngzsgmin@ynthet1c, origin. Particularly

t y n r y t hyl ]

SB5b4 et I 2 D dpedebonaohut gond e
dbg({9et{2c2; dLnEphytibuBabenfoﬂaoth 4myr)abihylpa3m9tlc,

sgégégagiéo%}pn] }Ho eéﬁTﬁéid linolenic acid, their mixtures

aﬁd(égl&(§s§égbne&ﬂybagt§c§l§ydfﬁeir4a@@ﬂaﬁésQXBBrﬁlyhh esters
net hyl ] -3, 9- dlazasplrokg 5] undec- 3-yl}

aodrbghysyppatﬁﬁduﬁolyﬁ ﬁ@robreﬁﬁﬁﬁ§F sucrose esters;

obfpbt83blg1 6o8i TRbRY! 2:2y b0YAr galebenzaluesy drvhdeeic

adhazaSQb&@bEcShumdecfSuyt}aamhanyé¢phhmyL]apetaféc hembrane
shoul d be noted that_ each ngilfle CcoO oung abgve 1ipid.
lﬁéﬁﬁéseﬁP§haaEaPPP€BPSFlQH 'lﬂ pEhaLAP9spBEE SPUtRECLIPL
Th@vgﬂgﬂgﬂflbg atf uhthehvagspesh. 1Eh?r§E§§§Blylﬁé§€bt@H from

I nclude the follow ng or pharmaceutically acceptable
phabphoﬂhpngoﬁontalnlng material, such as” soy lecithin, and

gﬁé%ﬁ§%§gggézgp éggﬁpé[gagg 82 Eggélggn%ggBEﬁgnZtXB)oat

o@@rb@ﬁYhh@Eﬁ”gbhé@tba&pdﬁ containing material is most

N- I 2, 2- hyl -2 h 1-
pﬁggégﬁggtog pyﬁgﬁﬁypp gagactoghggg conta%nghgy%g%erlgi

r 5 u ygaebgpy ybagetamdeipid,
T S e s g LN e
nhyln]ly?;d@gdllazagplllla@BISQE]yaﬁdeév 3angl| FeambaRyl Wyweéghtsto 15%

bg-WFQQEPdpﬁePEQFFZPQ;Elhy&Po-l-benzofuran-4-yI)nethyl]

-9-isonicotinoyl-3,9- diazaspiro [5.5]undecane;

9-[(2, 2-di net hyl di hydr o- 1- benzof ur an- 7-yl
Thﬁf%ag&gﬁﬁl@fa§ﬁ@réPHGQF&ﬁ&eéSSPrﬁﬁFra%RY 3 Veg%tggﬁe or
l) Ry igdinn rier able of assin

¢ ?gla% ) B, %re&f@r%%%’n%& Seo Ay ek 53 P J
diazaspiro[5 5]undec 3- yl} carbonyl)pyridin-3- anlne
2-({9-[(2, 2-di met hyl -1, 3- benzodi oxol - 4-yl ) et hyl ] -3, 9-
di azaspi ro[ 5. 5] undec-3- yl} carbonyl) pyridi n-3-am ne;
4- ({9-[ (2, 2-di net hyl - 2, 3-di hydr o- 1- benzof ur an- 4-yl ) met
hyl ] -3, 9-di azaspi ro[ 5. 5] undec- 3- yl}
carbonyl)ryrldln 3 anIne

~ o~ I L Y A T o
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the bone marrow (including the | eukaem as) and
| yrnphoproliferative systens, such as Hodgkin's and
weaam7kezigki n' s | ynphoma; incl udi ng the prevent POWSAZIH6/001033
treatment of nmetastatic di sease and tunour
e : @&% ADeop! @sd | &2 SYAL OESs e 491 tract
a%aé%%%?ﬁ@%%t? al tract: Cbelié%a%?sease, %roctitis,
selost aopl 41Ty gasthangsd erdcéerdimstoe yows | mre G ohed saspect,
di sease, ulcerative colitis,, mCcroscopic 1] :
CRRICTEF B harE Q0T 1 LFEON T 197 £ bl SRR (A Sof qepSoLuble in
wht &t Bhl eabsyelysyndi®neon et i vf t amel mycsiaindess an
foodrel ated all ergies which have effects rempte from | ,
alhergative. profaripdi Avderhi nie scanel et Z2fatNanthgntion 1s
pOtgfrlglsg%dfﬁfi SEPBhS1e TIWSyatdr @ PHLEDPE@SPEELicrs are
th %re eRt ThvehtTon provi des a conpound of fornula
cbhprosea phathacevdupcatdysascipy abf essatthi heedbfiedsstarch
her ei nbefore defined for use in therapy., In the
SEBHt 831 PEF FRLABHBLERT SPRETH CATRCTYRE BHAF oollulose,
p5%5§£@8y53§i§9058P|Hgf§ui@£@p@éfﬂ%é§{v@§|§§§ht5§re are
specific indications to the contrary. The terns ,
hydherspebhy " paapy?! t Aot hpbass candymethyl| gepbulose, mannitol,
construed r.ding ph IS | ectefetOnREerial of
Sﬁﬁgf%8gra?$§§§5?%§a%%chggheX%?ggén%%%ﬁgﬁ’pers%ns mh%rla °
vBaweapUEf eredin pueNi assmepésbae ofigbnabirgofhemwpse bran,
consjdered to be at increased risk of, the disease £
ré6RdPET oA, | ATERRYt PBRISPePSOns AP §R0Bfa_ﬁe%ﬁnoﬁi‘ﬁ§ &
p@%E&hEU|§éngh§§§§eaH& egpdhftenageneral bydigebddeo organic
those having a famly history of the disease or .
ceondeti vatevial hospontianhaveabeénri Beheripeg Byed in the
enetic testing Qqr eepj t] ar khy leid
pgﬁ§@8§??%ﬁga?098§98?%g(ngh?ﬁeggiggggg&oFﬁgén%itfoﬁé Fro
carbunbher aspectm phesphesent caheénmi enlpheteddséhgdrate,
nmet hod of treating a respiratory disease in.a patient .
=3aFPBPIAGSEAOAR/ oRadt PFI BROAT LNASP AL Ol BedBEL LA LTS 1t 18
fﬁ%@ﬂ%%ﬁ%?eaggkgﬁﬁﬁgrtBQuE@ bhetPatkeNbfaor comprising
therapeutically effective amount of a conpound of
styotieltdc( pplymeasphar raceuriiesl | yusbcapt BBIL¥ (¥al t
t hereo as _her ei nhef or Li ned- Jpthe id
nEeaRP A anE) onBrourasstEheryst hyBg  tiepohelTaFactide,
gﬁgbﬁuﬁaeéb)aaﬁ acphacrgtettscabPbyyaeecepbablvevsal materials
t hereof, as hereinhefore defined in tEe ggngf cture
14 kgeareafeRt1PgPIudd PnSrrBAEPRG BOr eSpPPar 93
wdlegeage, Lo aibyrther ;aspech, wiheipr eaenkcbpuesls ehe
provi des a method of freafing an airways disease in a
ipateingrions tbf esengiktomesopfathei skrofersapgediisdgsef the
Whi ch ,conprises . adm nistering,to th .ilent a -
PErAIe0 | G Py BT BAErva ABURL S CA Lebapaing CgFPEabLe soLid
ﬁH%HﬂHdia&b)c@&r@e@hﬂbﬁ&@QuﬁiQ&bkydaéeenbabhat&&bbt, at least
t hereof, as hereinbefore defined. In a further aspect, ,
noffe tor @ SHPSTAVERELORSIEGP d&d EhhEDGs 81 1@~ ¥athFourguLsion 1n
Il 6hk %5n§e? %Q% Geulyl 6al lryvaceenRtable1%alsed on
K ereof, as hereinbefore defined in the manufacture of .
coneditc aneht afoe ouse medlitr gat iflegmapnaciwayis-t#adegsenulsion in
In a further aspect, t%@ present invention provides a
GEYGC Y 8559 RSt T "oni ¢ obstructive
pul nonary di sease or rhinitis in a patient suffering
from or at risk of, said o disease, which conprises
THdrisipnediarigd & théheatGore sd Hirer fledticcgypntion to
CQ{]H{ %éev%r%%%ﬂtléfbya&%%u% @fp of Yymed ghlt) A A1-in-water
p é}naceutlcally acceptabl e salt thereof, "as
her ei nbefore defined. In a further aspect, the present
i nvention provides the use of a conpound of formula
(I') or 5 a pharnaceutically-acceptable salt thereof,
as hereinbefore defined in the manufacture of a
medi canment for use in treating asthma, chronic
obstructive pulmonary di sease or rhinitis. In a

o, e o, .

can a%%o be

N "
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inhibitor, for exanple allopurinol; (xii) uricosuric
agent, for exanple probenecid, sulfinpyrazone or
woenzlsoirar one; (xiii) growth Hornone secret agBgQuUAE2006/001033
(xiv) transform ng growh factor (TGFb); (Xxv)
r@l?gfér?tar?@rff’&l@ oF oy fertay PXH)ght Xoff Jcarrier; more
I brobl ast growth factor for exggﬂge baS|c fibrobl ast

pig et thed af;mm Qb’ﬁ'ﬁ)y weadghy doy tee ity Syl ~in-water

AP S, TSI S, (o914 SRS i

e vy aﬂ@ﬂé Sprét]@fhf@@ e GDBEC, b ySB+ 23841 2 tﬂao%wéqmmglqht most

D- 4418; | ast i bi h as UT. 77
PLaEf §ig02d (%%2(5@ a%ﬁsvgﬁ% %ﬁ%ﬁrf uf{b—vg%z%eer?thlhﬁzb?q §nd from

6(510% weié(ﬁ(i%' )b SAUSELE D £ OF Qxh IR0 S VY haseyHt NGB 99.5 by
In itor XX1'i1) chempattractant receptor-honol ogous
wabdlecub® expriessed on TH2 cells, (such as a CRTH2

ant agoni st); (xxiv) inhibitor of P38; (xxv) agent

nodul ating the function of Toll-like receptors (TLR),
Tlﬁéxﬂé:}mag@ﬁ]éowdrdé@ié l’@s t@@e@dﬁéﬂéir‘y @(ﬁmgmu:memer&gater and
receptors such as P2X (xXvii) |nh|b|to

aqmgﬂgér$9¥Vbh0ﬁﬁc@%rs%%¥$v%%?%na%u%% Ham r%@ﬁ ,apg/or of
o r-ﬁréﬂ-isc @‘oxﬁ ?#stﬁ’éhtgﬂ@ ?N@@éé OByt 04180 gastric fluids. It
arnaceut y acceptablfe salt thereof, can al so be
1gspdeferzedbfnattba oditgho Bibt B std nget érsapeets cthgenp0? by
W%bé}ﬁ{:Eemaggﬁteggg%F%)é%%ggeer‘thgr?r7g‘xabny xﬁef&ljl{ab&f its oil-in-
waptipeghiEebat breltsntaseopl astag dgugoas medbabatari on
t hereof, as used in nedi cal oncol ogy, such ag ﬁ
tahRerating a§eRe1pForS ekanBPEe cPEe ?EF?ﬁ oL PBHOPY arf nCr even
oggs dy phafage about 35°C.
w§LF FERRREDRT 5, pLLLeagC URL ALy pmLpRal L abon
anti metabolite (for exanple an ant|folate such as a
fl uoropyrimdine uor ur aci g
BPSPEACREXET, SHeCRBL ERATe, PESFEEIRE ATREY hoof dghe fnvention
tA¥dREXNUp82: 18EBTEE 3B NBuRbepPasetaye) ) ofathanemtilsban formed
antibiotic (for exanple an anthracycline such as
badcpaﬁyctnOfbté@n?@mﬁosé%%@ﬂu@chhe #BURBRYERNWLth an aqueous
mERY ruglx eed 'gﬁglﬂbbﬁ' Phe "EROTEELA- & gaf&k”ﬁ%ﬁh?lﬁﬁ the
mtAr & an antimtotic agent f?or exahple a

cbmpéalahbalofdtaachnaanunnrostcnetavtnhhabtthe same media by
vi ndesi ne_or vi norel bj ¢h as taxo

leggotees) 306r Qr€6ﬁ6FbgﬁEP¥SéeF gﬁpoigffowogxaﬁﬁﬁ rred by
18 seRhRAdaphy! | ot oxin such as etop03|de t eni posi de,
ansacrine, topotecan or a canptothecin); (ii) a

cytostatic agent such as an anti oestrogen (for exanple
tamoxi.fen, t m r r i 8081085 eqd thod
AFS&&éﬁpgng) %%% es?%gae%h?é%égggr o%%gﬁegu ator (for —°
o@X@&bh@cﬁ@bv%Sbﬁ&ﬁhbul&ﬂeamupaddphgemaCEQKleménpbmpOSltlon

bi cal utam de, flutam,de, nilu teron

pr.0
thoét OEPT 2o RHPATCAGENPSE. BP ILERARGANPAE. (RGP or and an
o84 ANRI-§ a3eselhiiR i ch§URHEr @hiul s@bnb 'é&ﬁlb@llslihg a
progest ogen (for exanple megestrol acet ate)
orilsiaBiltyo B Cthge @g@@§|él§§oéﬁ§§tﬁaﬁdpé dispersed

L etraqzol var e O, AR Rk
e d R e AR e e B RO Py B e o ehS
dathidlid % fcanrdery @@Heasﬁwafmam ¢h@rcexan§keoa contact with an
nmet al | opr ot.ei nase. i nhi bitar, ike rim gﬁ media
SATABIS FEGR (HOKIHHs 8 p P RoYEr Ect BRyded ety dlesede '
Jo%gﬁf Si0R)g (Hne gl t@n frcgrieminly hactan -finneiites:
for exanple: a growth factor anti body (for exanple the
anti-erbb2 anti body trastuzumab, or the anti-erbbl
anti body cetuxi mab [ C225]), a farnesyl transferase
inhibitor, a tyrosine kinase inhibitor or a
serine/threonine kinase inhibitor, an inhibitor of the
epi dermal grow h factor famly (for exanple an EGFR
fan1|y tyr03|ne klnase |nh|b|tor such as

L, ~
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3.15 (m IH, 1.55 (s, 3H), 1.45 (d, J = 6.6 Hz, 3H)

1.36 (s, 6H, 1.26 (d, J = 7.2 Hz, 3H), 1.15 (s, 3H)
wonow@rsedr at e U 7 PCT/SE2006/001033

4-chl oro- 2, 2-di net hyl - 2, 3-di hydr o- 1- benzof ur an- 7- car ba

r%tgfg’h}’&? in nii%&*f@ ﬁrrﬁmédiﬁ@rl“sﬁf& o k?aﬂﬂ/adi&]?@#@i‘aﬂol%ﬁ @ctive

, methallyl chloride 49, 27 Mo iﬁ
aqmtammbmcﬂ)omql/eol( mﬂgspwerﬁrdﬂ)e%ﬁﬂm Nl\/faj( ppljgrnatively

t t 40 C t hyl
olLfaild b it s TR Rl e Y
pNBSRYEPDS R €4l B dadtheve %gehte pled f I(Eﬁssmﬂlxsirhg c;mc(m/fo
to 100% Et QAc in heptane). The resultjn
A USRS DM 2tf[1€e 2RgeRhyihrioe 2RH-SLH )k ?%]e)n’z e REpeiding a
re‘H,l % %@é dbssplyed b NV {268 )aadiedd ethétoil-in-

hen dil'uted with ethyI acetate and
wai\tasheetnu\l$homa®ﬁr (aTher ofafni o | Hyercivesi @y apoeatedoeriod of

t;rzﬂg h@gflaég%gﬁgfﬁé;%?%%n Se'leh'tfgé 90819 d00%0 B PCouiate

1f1%£alaéz@p@sbwﬂds@xyzs {2- pf@ﬁétmteﬁxﬁ opo2- @:tl]:Q::ry-I-Qmmwtelsn.on
)) was dissolved in forntc aci d (WgSS
t@ml@e heweetded aifRukeTRPTEHES The FB7Mi 30 &citd was O It iS
@fggréﬁdté goéfs Hue-yes; di s$okh vegds | fr&ihyt formed from
acet and washe aqueous sodi um hydr ogen
tear bonaier ah61nggaddrtiawemfwasee@m@b$a@@dsgndsth@ keep

tﬁggtgﬁ%TBg%%EhfgsB?%gﬁgéﬁgi 3%% mé%%N@IHéJN%e invention may

c fPlQéotgezanﬂEibﬁaingeﬁl@ﬂddeﬂ bepaohtiiag- 3 tasboion of
xylate (0.2 g nol )) was dissolved. in THF ( q%%
dahinew DﬁBNLCLEl alzeFfromosaid pamkbEYlake éalaed osition
te C for 4h, quenched wth 2M
Hydﬁgc ﬁgﬁéﬁggrdgéﬁglé {racted mﬁth et hyl acetate.
The organic |ayer was evaporated, the resi due was

di ssol ved. i n dleth ether (10 nl nd nmanganese
THE 0XPHBOEBEHORYC T4 hﬁnt?vﬁﬁélﬁﬂdg% a%ﬁeu PRt are-Was s @
mebh ELBE, anEOQHhtﬁﬂﬁér@R@l@deiﬂtgha shbestfbheaeding a
The organlc Iayer was evaporated and the residue was

wpmghededosﬁ oifi ita Feropt@inisheatieretRBnpatn@nf7yLll open
39 NVL( . ) ,d ]

thSE é%t og%5§8§’g?p§g%geg%§%§’a sé@%%él%tYo#E%e of water

ig. Q7béake2Hbr dr38kiag GHaskpteambdfatretWe emulsion to form,

2-[2-(3,9-diazaspi ro[ 5, 5] undec- 3-yl car,bon he y ace

aﬂgnﬁdéliﬁe éBnpé ﬁ&r&ég %?gﬁa?edeﬁgﬁ?ﬂeagﬁP% E#lng

?ﬁBBSQH&%nOBflEh%rHﬁQbateo§ i4Sk¥Rg18d into a gelatln or other
hoxy- 2- oxoet hyl ) benzoi ¢ acid and tert-butyl

capsudieathspi cep5b8] gsndédaneds- carboxylate as starting
materials. The Internedi ate ter -butyl
9-[2-(2-net hoxy- 2-
A@&@eumﬁb)benaofbkt&eﬂ-dmaiaapedobEpEbundécahe 3nganborn a
yl ate was di ssolved in 7Ma gugg noIh t hen q
weighedd aPgung @dy &henFORPLSS aPQdO fig1TNE §éﬁ€ BScmixe
wﬁkﬁaﬁhggm%%%QQQ%%ﬁ arRdipyehti cahlieR asxkQke is fed into a
nte late S gave the product as a white solid (0.4
tgp181%preABCltoVB netince3 phaZmpvEt icate fRPdCAEe WIE

P%ggﬂ%éngkfﬁgltlgfgbi% rogéggggégﬁyr%g égﬁ@%gakg%ﬁ$Q%lng aids

€°Co
tﬁb@c%@%&de@ﬁ@ﬁmh%@ﬁamelﬂheéqaébabesﬁlu$un9831nclud1ng
hydroxybenzaldeh de and 3- chloro-%-g%t ﬁ -1-ene taq a
IaBlEiE tH@l&ﬁo F@GSnﬁur?Q?e E0R §§S ywﬁfmprlse

kS ad 3%t Aréd c%ﬂhte7 098X fpropyl
d?mgﬂ'l%)fbgf}a%l%%%(s, fw@Odll.lel (s, 6H)(J thod 2 a?d fpropy
3-(2-Met hyl al | yl oxy) benzoi c acid nmethyl ester days Fo

a solution of 3-hydroxybenzoic acid nethyl ester

(0.668 noles) in acetone (670 m) as added K2CO3

(0.835 noles, 1.2 eq) followed by

3-chl oro- 2- net hyl propene (75.59g, $2.5 m, 1.2 eq).
The ntxture was heated at 7CDC for 10 days cooled to

. o, e . o~ N Y. |
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After the addition, the mxture was stirred at the

sane tenperature for 2 h. TLC showed the reaction was
woaoglate7 The m xture was pouﬁed i nto i ce-wat eCTSELD6/001033

m.) and stirred for 10 min. The organic |ayer was

SERG ateth @nskd hen BatEOHSs t AYEIndaSe EXIT @6 cdandl tdrosslinked
me@%IZ two tines. The conbi ned organic |ayers were

podgheay W phr 1ol sdeneiC Teomrkd st S)camdo driortedrie e
over S cent ' 4.(1 :
458 L5 S EDCETFRLEC e, O (0 a0 oy
s8@ht t6at Dig c oBpeanse dof 1¥0er Deddinbi)tando aqueous media,
benzyl anmi ne (176 g, 180 i, 1.64.n05%fin absp| ut e h
PEEAARBIORY 796C M S vRYE F1oF I RERE L 20F 12 fHentnd, Such as a
c8ﬁ9§ﬁﬂ£5ﬁ£fdsﬁ81Pé&ﬁeﬁﬁMC?I5*@ $3DPP: i) estaddeghthalate
the mxture was filtered, the filter cake was washed
(AVAR) Es@Atingheothi the atablhas Roheente sdeplyind the sugar

resi dye wa urified by chro p p
CPREr | EECRECBEA: 200) MPgH o Do CRhpaiat B 60 DuChy structure
of§@Hér@bﬁg?%fgifﬁn?@uﬂﬂ§GiﬂzémﬂiﬁnoiTc?dexndré ¥82h

g), 20% Px 2/ C (15 and net hano 1L S .
pbﬁrma@a&theéi QBCFE¥96€ P %Q%Pﬁ?@ﬁ%QnTh%rﬁ%§¥%P%YmﬂéreCt

' 0 v S 8 9620% should
Cé%%%ﬁég?%ﬁhﬁéﬁggdgaﬁg%ggthoﬁfggﬁggéa%gostirredgy%dg?
pB5fPsabbf B2 ustdl tohebraant tanlens ¢bbpl @t erushéng strength

mxture was, filtered dthe filtrate t d
oF o §PPeB655 81 FBr be-BPBHULY, i R GaBLBUT T Cad by 2POUE 2
k@hggn@tggtaphy (CH2A 2, then 5% NH3H2OZMeCOH) to give
compound 6 (30-45 g). 1H NWMR (CD40O HOA salt) d: 3.58
3.3 (m 6 H, 3.13 (s, 2 H, 1.96 (t, 2 H, 1.59
B 449 o mposition of the

Aty ed e B s P Be e P E s g

ineehthohyl ekésher f(al Sormebér fedet 6lasingrpabiigles or free
2, 8-di aza-spirp[ 4. 5lLdecane-2- car boxyl at h 2

£$oRL59] A OgRBARbobe hor bl t RAF PR RobFbarhg DF othér
capathet ke1suAMRiYL the pateiskdsabe sggpeyadssarer a tablet
referred to by their nunmber in scheme 2. Preparation
formednpsandRhA BBKhiFéRS0PTCAAPEAAATES(#6 §RtET27akdl) coated.

nd . TFA_ LD ( S [

o amper A0 s G RSht CEnd CBnCeat o ed. Pfheor oLy coated
ineai dueivabetiakenacaprwi BhsH20abdB0entrandcohéinoxsuch as
was basified with OH. THF (400 ni) .was added. e

L P endEeEBbPeB kAt FeePBATR AN Chsear o BPs AR
twas radded 14K arW-8e 1w bBeShicet bRg, pheRadaleNathdwasypropyl
added to keep the m xture was basic, and the m xture
meabydt icedddlasei ahydrenyerabuteMghbyl €rélpéasei phthadate,

C lete. The mi r r i LCe- :

R RT e PRye: Tt Y Se AR A SRk Ae LEEC IRy, Bopetymers
ofXneatiyed meichh cEH2EE2 hanetX3). athgletebiviétt oeganiceylic

| ayers were wash with 1IN ag HO until pH<7, then

Aot Wil Foday TG SRR CtaPradeEiyEaT CaRgost tion of the
1eReRNhaked bastirie ¢arReURAdZ ok38odbrofkepatall gastfric
conmpound 3 To a sol ution of conpound 2 (35 g, 0.1 19
magios aarfd oft 3Nrisatdng icempaRens s( 250 the) crREPCRdFeer -
dropwi se a solution of MsC (35 nL) in CH2A 2 (50 nl)

in an ice bath under N2. After the addition, the
NcHrdieghas shier pedsantt Heveans onedperdtsoer elifsorlozeld, a method
then allowed to warmto ro%glt%gﬁjratu%e and stirred
UnFIMIPLELSRINED 2 REHZCA PG It i WIS CFviimde @
FHHRIE elobmpe ifgxt WS W9 tRRHAeY ithieO pae-iwailere( 200

m.) and stirred for 10 nmin. The organic |ayer was

separated and the aqueous | ayer was extracted with CH

A (50 nLX 3). The conbi ned organic | ayers were washed

with 1IN agq. HJ to rH7, then washed with brine, dried

over MgSO4 and concentrated to give conpound 3 (45 g,

84% as yell ow sh syrup. Preparation of conpound 5 A

m xture of conpound 3 (80 g, 0.178 nol), NH3H2O (2500

~r—e~N

- S o e o o o
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1.54-1.45 (m 6H APCI-M5 mz: 421.2 [ M#] HPLC ( Met hod
A) Retention tine: 5.97 mn HPLC (Met hod B) Retention
woOi20@70377270 nmin Exanpl e 8 PCT/SE2006/001033
4- ({9-[ (2, 2-di net hyl - 2, 3- dlhydro 1- benzof uran- 7-yl ) net
%Mé% §t9 H'@ a§ﬂér£ﬁééﬁﬂﬂ@@a§r a tablet formed from it with
?car ony )pyrldln 3-0l A mxture of Internediate A
wq{58rnyy On13quaohy el (60) eyl loywisg bl 9ilsin-water

SEYTBERO1 St RETP L0 e b8 T PR R e bal kv the qasion

£8theMBSnSEEEpCUp Al TIROMMEENPET &F Ui @m it st rathiom aaayl @djlmprlse
was conglete then acidified with TFA The n1xtu¥ 1
thoapddat banahdsteR felf dBRPPIRTIPGARY PrEPHFat o n the oil-
ntegge e/ pai er 4 dEMm FEOMet th
ﬁb#g%%g &ﬁlsgé?S#g 1f§ﬁd£§%%%%%%trlIe/mater/NHMCM? ain ©
cd 9196t 0ot tne9515t@r:t)se@lrgem*eathenpmﬁdtm esraieni t provided
solid (2 ng . APCI m z:; PLC (Meth
thy RRECLETOhRE | et DEC R i HOHBL D %%%Jafl‘%HC Tt oif i Bacer or
tﬁéng udofd ﬂbalgxaﬂ@éﬁthlvely, sklmmlng off, prov1ded that
8 ;2 2-di met hyl -2, 3- di hydro- 1- benzofuran gl
thylpagr eg|bgasp|$g?glg}gnugéght inferior to that Of water or
n ri title conpound was
grep B%y%%éggbrgég %?ghg%b%xanple 8 using
Internedlate A and 3- hydroxypyri di ne-2-carboxylic acid

as starting materials to give the product a ite
v55) Ta7enthgn g APt PRESRFST A, B[ NPAT RRLELL LR form of
a(¥BLhed Bk B@hemim%lﬁgn@mbédﬁﬁeﬁta HPLC (Met hod B)
Retention time: 2.00 mn Exanple 10

5-({9-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof uran- 7-yl ) net
[ 5 d

Dg¥h#?car g§§§?§@kb§ éF %§ﬁ1§§v EI?NtIe conmpound was

prepared by the procedure of Exanple 8 using

[nternedi ate A an n1noB|cotinic aci d_as ﬁ%arting
Alht BRFSPETEESGi F8 tFié bPBd Erea8 &TfnrYe"sofid: (4 ny,

6% . APCI-M5S mz: 435.5 [ MH#] HPLC (Method A)

Retention tinme: 5.24 min HPLC (Method B) Retention
Exiemp,laty8@omi-dEradplerrier materials. A number of exemplary
nﬁ§|ﬁ%§E&2 Fgg&g%tgg%gggﬁlg'Q¥gagaﬁlgegﬁogﬂéaﬁazk¥k)g?% listed
i3- yYbbaar honyl ) pyri di n-2-anmine trifl uoroacetate The

title conpound was prepared by the synthesis procedure

of Exanple 8 using Internediate A and 2-am nonicotinic

73¢1% as %k%rﬁhﬁgd”%ﬁ%&h@&smazgﬁlﬁﬂgde product was
purified by preparative HPLC ( gradi ent

dedroni ipid edaet ey ﬁl‘a/tefm@ﬁ 10/ 90/ O 1to 9‘81@7@%1) to
A(gz@g@t' s S CTonEG ooy 6 ddd9 109 (m THC l@%’ oF? A

H, 7.74-7.64 (m |H), 7.26 (dd, IH), &
BE Bir( sstdidh, ARLHs 8BZHLBR.EB8Yd, J = mmqrpzai AHarch &
3.13- 3.00 (m 4H), 1.92-1.79 (m 2H), 17come1n:33a1(m

c12 e gane: 51 giel Sstefrdhyo quiatam i n t he aldgihatdan’

GT B8 OFL &F s 78 S5 W (I8 10 S T I T eSIgARNGES M4 h
scﬂgﬁﬁg APCI - M5 nfz: 435.1 [NH+] HPLC (Met hod A)

SR T ST (T mod ) fﬁég%{gémes

0

Hol f(“@oiatzd 38 Z%yrr ti“fégccfj”:r]ydr D LBz of T an- SRERY e

h /I|"C ol 5 51 undec¢

TGO

13 Xﬁnwrbmmwmluﬁm A N 1330% conpdihiPleR

7

Kprfémkwrmbqwﬁ%é@dm@&ﬁe EXEHAR® 8 ysjppdia Inc.

| 2oy steall biree ASarki oy dashaean@ i 9 ~car by | Relyel gl Inc.”

as starting materials to give the product as a white
solid (2 my, 3%. APCI-M5S m z: 436.1 [ MH] HPLC (Met hod
B) Retention tine: 3.01 mn Exanple 13

3-({9-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof uran- 7-yl ) net
hyl ] -3, 9-di azaspi r o[ 5. 5] undec-

3 yl}carbonyl)pyrldln 4 ol The t|tIe conpound was

o o o - o Y p—
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yl)carbonyl] -3,9-diazaspiro [5.5]undecane

trifluoroacetatelHNVR (499.881 MHz, CD30OD) d 8.70 (s,
wOo®7/03220 (s, IH), 7.30 (dd, W= 7, 3, 1.1 Hz, PCHBE2006/001033

7.21 (d, J 7.5 Hz, IH), 6.93 (t, J =7.5 Hz, IH), 4.28
TéélerD(cénQZn&éd)3FD 3.77 (bs, 4H), 3 42 (d, J =

M Mafgnitol 2bbwdarid (1, J =12.8 FZ, Bodttetse’ 2H),

ZH
N fsRyabigried_tgchobe: 2 L. 77 E‘;Z3,? porbifoge Trarns 7
. L IJ s 1
oﬂwar¢XKarppyi79@1£B#Ps=KH&F5?ha§@ 2 paRapprel

LU ™\

V%Mﬂod I\Iﬁt)thﬁlél@mi’iron BEorihod Mg 6STieFrIEX a nﬁﬁ)étgrg:t, Kent, UK;
¢ beldeud S.h[,( 2, 2: 4 ;rré’t hyhnleﬁ&tdmhydrp Gleﬂmmzof@rm@eyhyer NJ,

1

g?thgly %§ EY daes- 3250 1 catbony ) oL b i | ; Rotﬁftte
l'azas |ro un ec ) r ro e
Ciifiond SPPCP R (HCBEHTE APRTCNBIS. Tab0 5 Pkl UG OF
H%Wé’tlﬁédlw RVSALREROR i e Us° 67" mi n Exarrpl e 34
3-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof uran- 7-yl ) met hyl ]

B g% % pyrazol - 3- ylcarbonyl)

% I azaspiro[ 5. 5] undecaneAPCl - M5 nf z: 409. 2 [ MH]

HPLC (Method A) Retention tinme: 5.73 mn Exanple 35

di hydr z h P-
Eﬁfﬁéﬁﬁﬁgl %nga?goﬁr rgné gﬁgzgépégg g é ngegg%e
1hﬁéBEH@hoaﬁﬁtal$ 1hL®&Eéf499p881emm&s16£8f£& dsé sm the
(d, =8.0 Hz, IH), 7.60 (d, J
:L(qaen’glenglg pgepp;:ﬂad lqyzxgliiang\]welgh%dl_amo“lggs of an oil, in
%lgﬁ Z ﬂyg gﬂécgﬁl}.lcgli§ é@:tn]e ia_éef':x’t m%s%ka%’e'%\]dgsgélged
aBdZOHZ$u4p&;rld6d4OS(1dh as—pe_lhgmgo;-ﬂg, p{)emglggfgeg_@@g@ as

4 .3. 1 S 2. 07 =
ety ool HolSydr il oydthoy pogpanical
m2kr 4ubR 48, abh) 18\P@LTPAS—IWJRRA24®8.(2K[—\MI‘&]:kHPGﬁbH & Co. KG,
(Method A) Retention tine; 86 m n Exanple 36 .
sgapfenz- GRRBERAYL - éléeanﬁyaV%li BBﬁszaFggc?u§I?ﬁéIHnytlve
' Bdaz n of oil,
GG, B oy B P tecanc v 1 TloFSacerat e TR
em499188érNHmd @@3@@)0@ ?n92h€d013 in8water, Lipjd gmggsion
7.43 (t, J = 7,
Elan oa;mdei,n ?:pﬁeH?nb}.xi&g( F{:age H%k% H?Jﬁ%yngl ? the
er}luﬂ:sZoﬂ Hé adHkd 6:93- (\lﬁseJte . 5et|§he|j|'|)imoén27ofdthé carrier
2H), 3.97 (s, 2H), 3.
ggaa@ @@as} yh;éezgp@tlzkﬁshaglgg §h§5fa_ﬁ,lsk2p_|§1 1§tfrvals

% (;ﬁe %g%l T%Sg@(i%@agéb Eh%Sgl%ngre?@:s §%:7L§E|Zegi gzél)tﬁma spatula

uAE@ﬂ MBpeirent4hemdgeMetE yHPLC (Met hod A) Retenti on
time: 7.50 mn Exanple 37
3-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof uran- 7-yl ) met hyl ]
ex@meh - bndol - 2-yl car bonyl ) -
3, 9-di azaspi ro[ 5. 5] undecane trifluoroacetate 1H NWR
(499.881 MHz, CD30OD) d 7.60 (d, J 8.0 Hz, IH, 7.43
I

P(.}:egiz rf'&fém o'fz EH)(JT‘DG? y%_y%?] %ﬁz o‘é it 1@11 :ac@o%cﬁ"%pgg é:'d) tt’he
ihventiwntiz PHeIri)ytoﬁnS@o@vsl,erl 1) 54:d2@h(a$1y121|§i):1an3094173 any
a(pflegﬁep% 1}% Cs d, O §I->-I) :Lsg' éfl}_%’d t%H)a’_ w%%%_%’_o%ﬁ)_ e%n%‘l%:&on 100
m(lt ofJ an %ra7c e'illalnz'd)ll lemal*s:io§3 pl@paidt, frow/ 40t g $f=palm oil,

2H) , 1 (s, 6H) APCI-M5s miz: 458.2 [ MH]
3HEL©f(ﬁ@¥¥&Q9%® 9%%@&?9L§@l¢h#@ (8186 Lo IETS lggy Provider

| orQi. so I [ I

A% (é(grq Qs ;“v%%g mgt %\)r/)])d] %ZQZ[ éw_% Sl anh 2 353 Qith an

nZof ur ar-
Tdi18z ag [TREG{TH FHAN®] expqae Bhve st. i 1Alfe ecompdund nga s opr famga the
by the procedure of Exanple 8 using Internediate A and
2-chl oropyri di ne-4-carboxylic acid as starting
materials to give the product as a white solid (53 nyg,
559 . 1HNWR (399.99 Mz, DMSO-D6) d 9.24 (s, IH), 8.50
(t, IH, 7.54 (s, IH, 7.40 (t, IH, 7.25 (d, IH),
6. 90 (t IFD, 4 24 4.16 (n1 ZFD 3 65-3.52 (m 2H)

"~ N A 7 A N N




IH, 7.20 (t, IH, 6.96-6.86 (m IH, 4.26 (d, 2H)
3.84-3.70 (m 2H), 3.47-3.32 (m 4H)3 3.27-3.04 (m

wo®q7/032729 (m 3H), 2.03 (d, 2H), 1.87-1.54 (nPCBME2006/001033
1.49 (d, 6H) APCI-M5 mz: 434.6 [ MH#] HPLC (Method A)

mf@%@%@'fﬁ‘516Wi¥;?éﬂ%é@rbﬁﬁﬁdb(@m%fmﬁhéﬁo&§$§%&llﬂhe
tinme: 8.38 mn | e 55

c@lx@go$¢29@vu¢@%®h@M1@28 ERFER B Wbk of kBl Y Py feqnd. The
AL} BT AR o g gy e 1o
10 ¥teve ofiedint epomthat B. A (@7 connéc€d mbol 3, shaking machine

t hy 3-d h bod
oy o Bt A5 RL56, BSBEORY): SELEREEATLER, o e
%?95@95 Morne- gr%iatéftﬁé@u&@mgeséaﬂ@dnim 4.0

and acetonltr| ( M) was stirred at room
réénpeenstoe. okedﬂlghtmahdt%@a@¢¢l@@SQAf%ra%%t@@uhEl§Ufferlng

The cru r oduct ur| a
FERp. B LGP Rl Lot RS L OB P G BPT TR T P oo o7 96182 1°7
ph@n9565ﬁ0 i&léOdgs&ec&hebér@dmtmlaseae&htbethelpdti@nt by
/% 1IHNWVR (1399. 99 & d 7,96 F% h
pqungngd O|gﬂof7tbg ?@rtypylagezgrq &9t(h?tﬁrﬁ cgn élner suc
% éﬁg g %g éﬁlngk%lags750§néglﬁﬂhg2§%®u§ ﬂé@3m§5water to
(m 2 (m 3H), 2.04 (d
ratpasé. ZTBelwsBefrin6el]l emsms@@n 8h) pel dpggp and to make
435. 6

HPL A). Ret 3
e L e
sﬂiFﬁgtE(aiﬁydkgﬁéth amarﬁhbudréilib&nZqusad Zsybk) metrier
|azas$|ro[5 5]

lasyﬁpdapﬁoﬁ?ﬂ}B PﬁéazFHBSraﬁﬂﬁE BPPPLAbFOYELERE W hE make

tEXhlgﬁﬁeggoyﬂdtﬂ@sceﬁ@QQBQQ )Y Eﬂgtpﬁﬁéegﬁfﬁeﬁt can easily
using Internediate A a

dacaﬁtnohé ppntdatsnecaebpkyltbeacpdtésngraﬁﬁﬁﬁéy to the

materials.to t he. rod ¢t_as.a I -
oREsPm SPRKR P390 0080NBICChSeR) Of BLBaCEAT Pl Popgestration
ofed hbH&toInZQCEGrdhﬂb tZ 28e(dnvet)ioh. 821(@t hakH) a beneficial
, 2H), 3.76 (s, 2H), 3.47-3.36
e§f2¢i30m4tbﬁlg@ﬁFr03nIfSGﬁPaéHFra§to§lgﬁe EH%nytOln' like
St o0 §élﬁtest1nal
T e D S A
m@hb@hodlB)pEet&nu&am tlifmedmznigteiredExagplersy Over an
{[2-({9-[(2,2-di hyl - 2, 3-di hydr o- 1- benzof uran-7-yl ) m
eé%ﬁ?&%gsggrlQQa?geéﬁﬁgr5.5]undec-3-y|} car bonyl ) py
ridin-4-yl] nmethyl} amne trifluoroacetate A m xture
of Internediate A (77 ng, 0.20 nmol), HBTU (83 ny
Emwﬂwma)RmM%@@ﬁqﬁﬁmﬁ@wwm%@%&ﬁﬁ&ﬁ&W%@Hﬁﬂ
I t.rj et JTR) 1),
%%3i£ﬁr?F%Fé 4@% mégsggﬁf%e gfﬁﬁgbn1té§€gggiﬁfglve
ayeari ght . The sol vent was renovedand a sol ution of
met hanol and acetyl chloride was added to the |ight
yellow oil. This m xture was stirred overnight, the
(b SOl vent, veas. iremve g ildhe pileh@de ol Fawal A P ifadledoil and
y preparative HPLC (RP-18, gradient
3 de todh iFB0IS 08/ Ak togrl/aTRAR Jfacdhiey 968, BAdeds/sAerpsid® 200

@le\égj t gﬁﬁl@"z%ﬁ ggl g}ét q,5ql i ' t(1%7'5%4 32'97%wh1:h.@\|¥%ntly

ddirdidg. B %w?ﬂ.e?cﬁn(ﬂﬂpﬂdtbu,ct? w%@s (cbotalided.6. 92 (td,
IH), 4.30-4.22 (m 4H), 3.83-3.74 (m 2H), 3.49-3.35
(m 3H), 3.27-3.13 (m 2H), 3.11 (m 3H), 2.04 (d,
2H), 1.84-1.55 (m 6H), 1.50 (d, 6H) APCI-M5 nl z:
449. 6 [ MH#] HPLC (Method A) Retention time: 5.04 mn
HPLC (Method B) Retention tinme: 7.17 mn Exanple 58

4- ({9-[ (2, 2-di met hyl - 2, 3-di hydr o- 1- benzof uran-7-yl ) met
hyl ] -3, 9-di azaspi ro[ 5. 5] undec-

3-yl }carbonyl ) qui nolin-2-0l trifluoroacetate (salt)
The title conpound was prepared by the procedure of
Exanpl e 52 using Internmediate A and

o I
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1.60 (m 2H), 1.57-1.52 (m 2H), 1.50 (s, 6H APCl -M
mz: 437.3 [ MH#] HPLC (I\/bthod_L ) Retention time: 5.55

wai2o07kB 27 (Met hod B) Retentiontinme: 4.90 m n BKaspm®6/001033
76

k§)‘ (2{ gﬂii{@rzn‘ﬂ*é’lﬂ @ﬁuﬁsﬁ:rﬂlﬂw@&éd bexrorofAl #n-JE walmetoil and

y ]-3,9-diazaspiro[5.5
3 3% yof BB OIAS @%1%%932??1511%@%% i399RSF dR e ECHRroPYL

u u

e R, e ot A g 0 P e(hin-t sy
Clibehycd DXgaj chtd nj oJawam) asnsa aratig eohtlerl alkite gevely

t he product as, a mhlte s lid 5 6193 . THNVR
SY%@@l@@ MR OREREDS P cy. ‘é%s(‘?ﬁt @7 34-7.26 (m

IH, 7.22-7.14 (m 1H, 7 01-6.84 (m I|H), 6 61-6. 41

(m IH, 4.27 (s, 2H), 3.74-3.52 (m _4H), 46- 3. 37
EXWPEIH)ZI %QIE@S@GO.(nﬁ:h@Watgri.gn-lo.gb efzpﬁz %.H?n from the

(m 2 1.50 (s, 9
pijeadi gl ps Byt ar [?iggﬁlﬁié T (Mt iy A) Bet oht i o
time: 5.39 nln HPLC (Method B) Retention tinme: 7.08
m n Exa

18, 5o b FeRPeettyo. REPRIFE 20 42k A5 afel ) AR BPRF . Lnto

1803’#.1"8%“%5%& ,onidh a§@§9r£@<§5b§] Hadecane
trifluoroacetate A m xture of Internediate D (66 ng,
0.41mmol ), Internediate S (106 ng, 0.41 nmol), sodium

B B N

afbxtupe waswdtéut ep2Na)h vetdhydmadcet at e and washed with
aqueous sodi um hydrogen carbonate, the organic | ayer

was evaporated and the residue was purified by

TRrepatatkye HRLCERE-48, w85agb88t in water of a temperature of
acetonltrlfe/mater/TFA from10/90/0.1 to 95/5/0.1) i

609 @i Wi ¢thes prydustowsd sl ke suid d e Pl gdgopy to be

(DELL120,55, 8% CODA 08 B30 T4olm BT Bboaricn

ab- 3296g83ehﬂéréﬁba botOohk. 968yvEM of Hierds8b-daR0i¢hes, an
2H), 3.78 J = 4.6 Hz, 2H) ni 46- 3. 33 & t% q
13tg¥mgdggten@agp§ o§ gga%l gn@ afgfr 916 Par ci§s4 and a
( 1f& ZB1dnd52ehBkred a

b(alt/hbtmodia&)arReaenﬁ.ean unnermﬂdigtm haEﬁﬁFrpli@CWg whitish top
3 i soni cotinoyl-9-[(2,3,3-trinethyl-2,3-di hydro- 1-benz
18¥&Fan- 7-yl ) met hyl ] -3, 9- di azaspi r o[ 5. 5] undecane and
3-isonicotinoyl-9-[(2,2,3-trinethyl -2, 3-di hydro- 1-

benzof uran-7-yl ) net hyl ] - 3, 9-di azaspi_r o[ 5. 5] undecane

(Phe Thiet FFe LearpoaRd SAYREuFETHAS Ehépéﬁéatweflh@lnutes atter
ﬁ%g%ﬁ%%r%ooRagééan9°?Z uﬁéggsﬁQifrnﬁgfééelJﬁﬁ§dof lipid

ernedi at e Ive a 1:1 i1sonmeric product m xture

maseamhu reudadl bd @é@ﬁ rr@pléﬁ%é atHORRFC (889, 99odtbut slower

d,
télﬁ)n ey Spfipgt ﬁ'\loPH) 7. %&C%Egom F’ﬁi“,eéz G358, hreicles
oMy akrhilon s4 5344 ﬂ&l@”be@t@ﬂfugét33n4a236QH]gZHbsulted in an

3.82-3.74 (m 2 3.46-3.33 ( 4H), 3.28-3.08 (m
op 1Zaugd( @it 'a yhigenEorppnase. 8- RUPRTORS pﬁftlcles
3 3 ) 9
%fa%r&géﬁésébn a% }%2%? Fnke d%g%g %wétﬁﬁ@se% 4s9at mild

d&ﬂﬂﬁﬂﬁugatubme no. @bkﬁo&QlmwerH@b@l@NbehodSvaed
Retention time: 8.60/8.65 mn Exanple 79

3- (2, 3-di hydro- 1- benzof uran-7-yl net hyl ) - 9-i soni cot i noy
| -3, 9-di azaspi ro[ 5. 5] undecane trifl uoroacet ateThe
title conpound was prepared by the procedure of
Exanpl e 77 using 2, 3-di hydro- 1-

benzof ur an- 7- car bal dehyde and Internediate S to give
the product as a white solid (38 ng, 24% . 1HNMR
(399.99 MHz, CD3OD) d 8.88-8.74 (m 2H), 7.84-7.65 (m
2H), 7.39-7.30 (m IH, 7.24-7.15 (m IH), 6.99-6.89
(m IH, 4.65 (q, J = 8.7 Hz, 2H), 4 28 (d J =11.4

~ o~ - A ~ 1 ~1 N ~
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A mxture of Internediate M (89ng, 0.35 mmol),

pot assi um car bonate (91 ng, 0.66 mvol) and DMF was
webRoo7rezzat room t enper at ure ahdl crude PCT/SE2006/001033

4- (brononet hyl ) - 2-et hyl -2-net hyl - 1, 3- benzodi oxol e was
cedees portionwi se until LG M showed ful | consunption

of Internediate M The m xture was acidified and

purifled by preparat|ve HPLC (RP 1 8, gradlent

e el TR R Sl B g <

é@@ﬂc@ﬁaﬁ@zsomﬁﬁ&@-}lmﬁd 1é’aJ(JSJ,ell‘,|-|)an 70917—m—wa¢9:; emulsion
P7 38 (d 1H), 6.98- § éf 2H) N )
013, ‘ql;gegcg)gr{@dc 8Rf cgm@%l L1ag) ?nﬁ’h%ﬂ?ac QL Ga ]ZJOY(%: ive agen

4 in
Bt S 0108 SIS et T b <o

oRetehtasa from: tBeZOamneExgmpq:@n’g@ct with an aqueous media
9-(spiro 3- be ZOdIOX e 0 ]-4-yl nmet
tfﬂyéérxg 3t dPéiaEBIW% %rS?mu lOI% J.n ngJi rgé'&fg
3- yI]carbonyI}pyrldln 3- an1ne trifluoroacetateThe
title conpound was gared by the sgnth tic, proc dure h
2 of ThRafPMEOHEL{8NNG 09 2UBuUt anbh@ PRrGiGLet AbZpr SHuERICh 18
0 3 BE21ic kM
d%ﬁﬁgﬁﬁﬁﬁﬁcp? VP Rohe ?ﬂ%%?e%{%%néffkggeg 51 mip HPLC
cOibbbadiBh RebenthbhallwecoB8st8time E&Xappreigyed,{each

cbiplelnalls T hetzodiocole 2oL ool 8PS nscn o11-in-
w3tkk] eaunbanyh} BMRkedeB; 3-am ne The title conpound was

prepared by the synthetic procedure of Internediate A
usi ng Internediate M and

spir.al | 0x@l ckgp n 8" bakdehyd
3é.b§%ecgﬁ8§§g% ué? &éél%u?¥ #gdggéép?ggg%aélve HPLC
(RP-1 8, gradlent acetonltrlIe/mater/aqueous NH3 from

10; 90: 0. 5:5:0. 1 e, the d [ . .
tsoff CoBPRGLCIE% OLTHRET, 595558 REGC DRRCLEF HegvBach is
d(a%erhlt\'.l)led7b§6t@1@ cb?ﬁblﬁlﬁg od, thl)) 08. f9r6. ﬁgr(:ﬁn:lalsl), each

65-3.46 (m 2H) . 3.26-3.09 nb
c@m421§12g @nﬁlmeﬂe zagglfrgnae ClﬁooniysI01 6CPnPll in-

HPLC
WﬁgéFh aﬁif*ﬁetgﬁﬁhgﬁg3.ﬁgck Tafge Ngébfégghgﬁ B)
Retention time: 8.65 mn Exanple 98 4-{
9- |, 3-h I o .
5. S|%%§%P§ﬁFl%%§%%eFﬁ§P§ gzg}Bi££§SpFF8Wﬁ§95F8ﬁ§éc-
3 yI]carbonyI}pyrldln 2-am ne trifluoroacetateThe

title conpound was prepared by the synthetic procedure
6of Thet eompdisdttd on ©fi §gaiAt dr nvBeaean tagdcarrier is

spl 19 3- ben od| c ane] - 4- car bal dehy
*%%‘cfude%bro ucfgvégkgﬁr%&kggﬁgb preparative HPLC
(RP 1 8, gradlent acetonitril e/ water/aqueous NH3 from

A L L B e i,
%!_.‘)Q.%lfngﬁ%c%@ idds a4 n%@l %o&@r( mlpald) an®t 691888 idNemulsifier.

.30-2.99 (m 6H),
2.08 (d, 4H), 1 9o (d 2ro 1. 84- 1 75 (m 4H), 1.68

oo A By o3 g b osaeso-

d%ﬂéynémulgﬂdﬁECdmpkibeﬁ @nHPb@ ®MEEh@®a3mdaauﬂnuaﬁiy
time: 8.67 mn Exanple 99
afqerg-asist 15T F L Beifzodi oxol e- 2, 1 ' - cycl ohept an] - 4- yl me
thyl) -3, 9-di azaspi ro[ 5. 5] undec-
3-yl]carbonyl } pyridin-3-amne trifluoroacetate The
title conpound was prepared by the synthetic procedure
of exanple 95 using Internediate M and cycl ohept anone
to give the product as a white solid (70 ng, 33%.
1IHNMR (399.99 MHz, DMSO-D6) d 9.53 (s, IH), 8.13 (s,
IH), 8.00 (d, IH, 7.43 (d, IH), 6.96-6.84 (n1 3H),

4 24 (s ZFD, 3 99 3.35 (n1 FQO , 2H), 3. 32 99 (m

~ A ~ o~ A —— ~ o~
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APCl - M5 nfz: 426.3 [ MH] HPLC (Method A) Retention
time: 3.47 mn HPLC (Method B) Retention tinme: 7.09
woizo07Eszmpl e 117 4- ({9-[ (2, 2- di%ret hyl - 2i PCT/SE2006/001033
-chronen- 8-yl )net hyl]-3, 9- dlazaspiro[5 5] undec- 3-

yl yi 1-8, wh th 1
2 %Q% Cg%gy Jtpﬁwl%rga(fl—lf- réhr onen- 8 ayllmssmet hyl ]W 3er9€ldr} az aes pr}orn petar
liqﬁﬁd &]&rsdemﬂ@lmélr;mht@,cmwc;kdew( ?'@ngi csemlmmln)d, or liquid

-am nopyri dazi ne-4 ox
awmm U U s f‘z%g%ﬁﬁ%méh FA h%ﬁr%l Spthetic
%llo{ssgﬂth@cfc@ D) )ave e £ sl viatkiau &l chl or omet hane
5 m?) and stirred at roomtenperature for 1 h . The
m xture was diluted with dichloronethane (10 m) and
ed mnth ur at G bonat T
@/a e$fém%%ﬁe§§po ?aﬁﬁ%ﬁg crude pr odjsac% 22
&h‘;Bi“:fat@&d Ibcyr@rﬁpm aw%/eby-méigtmp dB, pajtrati ent oleic,
acetonitrile/water/ TFA 5/95/0.1 to 60/40/0 ;% t hen
Leped &« ht BB SORTIO B HRHGE B i 90 &HYortne
title conpound as a white solid (20 ny, 249@ 1HNMR
(399.99 MHz, CD30D) d 8.52 (d, J 4.7 Hz, F%, 7. 29,
11 d, THe —cdmBo #izt 1 o) o f 7C 181 d, hepein Hphe | pptipaboil is

A ’ s
éfé:gt@dl_&'roml_}?ailg%%f(%gdglt_s ge%u}_lzg’l%_gl_};é@%%@%g’gnégy fats,
sgb%ga% @g%ﬂfutib%j (2p59ml(_|)ﬁer14é-lll Clj\/ﬂslﬁikdcii Yurtér)  partially
s, , S y o
hHPECIENEEPBIS RYPRBR eft L orP ¥ hkY %Y%O?r?%a‘%@écr%%?%\%‘& oils
t id vege 01 , suc
?égg@ b?ff&(?e f%zégufﬂré‘l@f’@@i@l d vegetable oils, such

or o- di met hyl benzodi oxol - 4-yl )
apetbybéas, Qlﬁ;azagpsegpsog}un@@ﬁflower oil, olive o0ll, corn

yl }carb ) di n- 2-ani ne 0
obLLphr B aeth: Bl by HEPBRReThTe SrCR bt SRIP LR ¥ane
ot epABEhat eaBsanfld oils, such as fish oil, butter fat, lard,

2-am no-5-chl oropyri m di ne- 4- car boxy I%c aC|d as
taldpvi nfhadtefFaFrsiPBSgRe PLECPFBAUERSRECE  white

solid (18 ng, 14%. 1HNMR (399.99 MHz, DMBO D6) d 8. 34

(s, IH), 7.10 (s, 2H), 6.80-6.65 (m 3H), 3.56 (s,

12FDTh8 tdmposilipp 8f42n8. 87 Chpimpf) 1- 214owgegglpnﬁhe weight

r["‘f\'fF-IQ] °£7§9§‘9§EH&( %Pﬁéd%ﬂ)e ST P ATE pMBe ALy fron 6:1
+HPkG: (Met hod B) Retention tinme: 8.68 mn Exanple 119

4- ({9-[ (2, 2-di met hyl - 2, 3-di hydr o- 1- benzof uran-7-yl ) met
hyl ] - 3, 9-di azaspi r o[ 5. 5] undec-
13- yhhgarbn QV\PX' )_I_E%Ohmo%l - alﬁml?e ;m%r%h.hl %h%OWBQbLBQ Wagio of
prepare8 Rt he proce ure of Exanple usi ng
nbat-eoiedi ateid aodeRudsilfiopyr imi dirne- 4OGérb@X9plé aci d

as starting materials and THF/ NMP (10:1) as a sol vent
to give the product as a white solid (38 ng, 28%.

llHNMBe( %%% %%1Wém BYEQn6Hrd cQalhs( 8- 1BH) wh&r&&n( the

I'H), 2H), 6.97-6.79 (m _2H) I H),,
emuz(s;l@derzm)s sgalgg:;tgdgfr@m ng@pﬁ:allaggl @d’nt@ﬁ)tlc, including
1.68- R V], HRLC
et ﬁ%g%ﬁ)eg:g]et’enMng{f}%E ’ %ﬁgo%%@%%H[ﬁLc (Vet hod B)
Retentlon time: 7.58 mn Exanple 120

[ (2, 2-di,nmet hen d|o ol - 4 yI net ]
%%plcpgwsg_]tlm (?gS 313;11 boﬁ’ t)n 1%1181%1%1: is
s-g'l%ctt'efdl & CHRIH MRS RI g;ﬂ@rc%@l\&et h 1tnh©amtciwd_larre odf lauric,

l'e 119 using Internediate B and

merlpmlmlrtém cdreeei i ©lgdicd 44 retl&dGngnd linolenic
50 A Rl o2 8 MR 0 A8, acetaton

8 34 (t, IFD 6.98-6.80 (m 3H), 6. 60 (t, ITH, 4.25
(d, 2H) 3.62-3.47 (m 4H), 3.20-2.99 (m 4H),
1.96-1.80 (m 2H), 1.75-1.44 (m 10H), 1.43-1.24 (m
2H) APCI-MS mlz: 438.3 [ MH#] HPLC (Method A) Retention
time: 5.00 mn HPLC (Met hod B) Retentlon time: 7.55
n1n Exanple 121 4- ({9 [(2 2 dlnethyl

o I T L Y ~
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hydrochloric acid saltThe title conmpound was prepared

by the procedure of internediate A using r -butyl 2, 8-
wdizewaspizr o[ 4. 5] decane- 8- car boxy| at e hydr ochl oPCT/SE2I06/001033

sal t and 2, 2 dlnethyl 2, 3-di hydrol -

(%) uct %?%%ﬁtigeﬁ%% lﬁﬁélﬁ%&ﬂ;v%ucrose

ei&ﬁﬂé pﬁdpymhhdhqhdel dno fatty acid esters; esters of

(2, 2-di ne di hydr o- 1- benzof uran-.7- net hyl ]. -.
3@@4%&%@&%%%“?%a%% £% o[t m@&ﬁ%%@s's&ﬁlhc
AOM Bfids, such as phospholipids, galactolipids, and
(2, 2- dlnethyl-z 3- di hydr o- 1- benzoruran-7-yl ) met hyl ]
spIZJ,@gOJdlmlz@fs"plam% @B}@@é‘%ﬁe’c%%hl oric acid salt
(0.05 g, 0.14 mmol) in CH2A (15 m) were added
isonicotinic acid (0.02 g, 15 mmol), EDCI (0.032 g, 16
16ﬂTUTI)e HBi o D DB @gf ALlRimmid ) ek EBN KO SR8l fpgr is
under N2. Reacijon mxture was stirred at RT for
SQDERL e RoSEAT G TR R L A B i ot 5. S U e 9°Y
%é 1 saturated NaHCO3 sol ution fol | owed by water and
rine, dried over Na2SO4. Filtrate was concentrated
arid crude was purified by colum chromatography over

usi n a di n : :

Zru %? ?%m%?e+%9?he5€r€%%éﬁ %% @ﬁ%f@éﬁﬁ%ﬁ§s§%a 51f1er S
sy ebtovd| fHoh dgaMbMBLLﬁA@OCMﬂZaJ_@@ Patedidl A7s1(1<sh as
6H), 1.55 brs |q 169(m 2H), 2.4 - 2.9 (m 4H),
fRapbiprate 2H, J 5.5 Hz), 3.57 (m 2H)

3.67 (s, 2H), 3 71 (s 2H), 6.81 (t, IH J =7.5 Hz),

7.06 (d, IH J =7.2 Hz), 7.13 (d, IH, 7.2 Hz), 7.20
18d, Théi, cdmposi 616l) of 8c5EibEE, w@grexmm&h%ng}ach@%lpld

cggg gnlngl%aterig% S&S QQsc%of”by wéfgﬂ%ntgx§6glﬁy weight

of- fh2a2t6inpidyhna, Brenhy0s ob-behgiot utaniFsybymeehght of
-2-isonicotinoyl-2,7- o diazaspiro[3.5] nonanea)
oghprorolar nmbthyf: 2, 3- di hydr o- 1- benzof ur an- 7- yl ) net hyl ]
-2, 7-di azaspiro[ 3. 5]nonane hydrochloric acid The title
conmpound was prepared by the procedure of internediate
18.t Ehe- beypbs 2t ¥ondpazaspi p6[ 3181 menanes 2- vhrkex)| hhe carrier
c.acid salt a t hyl - 2, 3-di hydrol -
lﬁeﬂ?o?ﬁggﬁasl%aPBaF88ﬁ9aglgsO§%g geng material to give
the product (0.2 g, 57% as a mhlte solid. b)
-[ (2, 2-di net hyl -2, 3-di hydro- 1- benzof uran- 7 l nmet hyl,
207 'senreBPPadyLOD, 9f 8@3%@3&?r0?§e§?ﬁ6nﬁﬁﬁ %B grer +
n as re elatinized
§9F%§5§ ngtﬁy S AR e S han ot ran- Ty &ne?hyl]
staréh, dmazaspryspalspnenaaélhydsechpgwderadlG@ lplgse,

DTSy ECR Lot U LSOMLEBUIN L ose

aH@Bh (80088110084, MiBhhiasd, Es3No{ 8006 gnhfdBomspllhctose,
under NX Reaction mixture was stirred at RT for 16 h.
aREATE 6ATRPRY UPENRESTATFEEEd Rt KeBRAtEP2S QAdAEE RIC
r.ate n I d nd seeds,
e Rty O e RO OF TErare was oncarty ot ad A EQE’FE%
awassnmnubmedgbmspsaparaslgemHamabnc,ypebdlnﬁe peoghens, and
n% as pale yellow liquid. 1HNVR (400 Mz, CDC 3)
r&aﬂ F730s, 1.87 (brs, 4H), 3.04 (s, 2H), 3.74
(s 2H), 3.90 (s 2H), 3.97 (s, 2H), 6.83 (t, IH J =
7.4 Hz), 7.12 (t, 2H, J 6.4 Hz), 7.50 (d, 2H, J =
5.2 Hz), 8.73 (d, 2H, J 5.7 Hz). LCMS (ESI): mz 392
(M+ 1). HPLC (Method C) RT: 7.25 mi nExanple 139
7-[(2, 2-di met hyl -
-chromen- 8-yl ) met hyl ] - 2-i soni coti noyl -2, 7-di azaspiro[ 3
. 5] nonane a) 7-[(2, 2-dinethyl -
-chronen- 8-yl )nethyl]-2, 7-di azaspi r o[ 3. 5] nonane
“hydrochloride salt The title conpound was prepared by
the procedure of internediate A tert-butyl 2,7-
dlazasplro[s 5]nonane 2 carboxylate hydrochlorlc acid

N R o ~ o
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1.80 (m IH, 1.73 - 1.53 (m 4H), 1.41 (s, 3H), 1.37
(s, 3H APCI-M5 mz: 504.2 [NH+] HPLC (Met hod A) RT:
W6 20d/e27 HPLC (Met hod B) RT: 8975 nin Exanpl ePdBBE2006/001033
6-({9-[(2, 2-di met hyl -2, 3-di hydr o- 1- benzof ur an- 4-yl ) net
yl 0, € in the carrier is
2@ %?car%ﬂhg%?ggéﬁdgglﬁigﬂgff?fo%%ere
sélettadrﬁaomta@@Bu@(QhEGULd@thyalQl@md¢%9@@%aﬁebeﬁéb?kum

ran- 4 i azaspi o un
PbPﬁPE? di a@EXém(%%l at3 gh h%&%?‘?%'b%g‘?(%?’i%us silica.
- di hydropyri dazi ne- 3-carboxylic acid (44 ny, O0.28
mrol ), HBTU (106 ng, 0.28 mmpl) and triethylanine (64
2@t , The4gomrob)} thereofi 658l eddt nWIRFSER H§ GAHAT comprises
xture was stirred at room tenperature
%GggeghéhP32§P§% which it was diluted with
di chl oromet hane and washed wi t h aqueous th[IB (sat.),

evaporated and purified. by preparative
i P@nFO%}EQF&:EEPPu PG/ GAELF) TEA BHBF0M1 U6 51 5BrbL g PoLYTer
PQ%E%E W? ﬁgaf@xg+EE9§aE%%Jeg@%?ﬁ%@?gdég ?oﬂ@guycollde,

pHiy uaptlaezsgavcomldeY,9meﬁhapr1aVeO4 (dd, J = 9.7,

3.1 Hz, IH), 6.95 (d, J =7.7 Hz, IH), 6.79 (d, J—8.1

Hz, IFD, 4.26 (d, J = 3.9 Hz, ZFD, 3.81 - 3.63 (m

24H) Th3. é%mb631ﬂlén18f4aHy oZHr1a3m@91-23, 18hémpifHEhe carrier
1gnéggﬂ;1elof3pas§lgé Fﬁﬁ Eg%gkipg%t %%Dgaé'ggsﬁﬁélzgtestinal
éaé% %%bs@@htég§hzw§n@héngéa7 2 [ MH] HPLC (Method A)

mn i HPLC (Method B) RT: 7.07 nmin Exanple
151
2??y|(ff%§[ %Zaﬁpgd%?é%?%fg ef‘ ALy i 93 450Nz 4! UiARxds ¥ kB! carrier

i3 ghearbenwl)pyindonubiel in water but may swell in contact
trifluoroacetate3-[(2,2-dinethyl -2, 3-di hydro- 1-benzofu
vidi- #2FSFret hyl ] - 3, 9- di azaspi r o[ 5. 5] undecane
di hydrochloride (Internediate C (77 ng, 0.20 nmol),
5- hydroxynicotinic acid (33 ng, 0.22 mmol), PyBOP (125 ,
26y, Th.e24ompoisy tdot prf| @tflb’yIO§n1Cr1él(ﬂslir2|41, whegel e carrier
wer e di,ssql ved i ) d (0.5 m). The
5 Rede %§i¥ §F|FE& Sgﬁ&%#\tg%perggﬁre over night
after which it was diluted with d|chloronethane and
washed wi th aqueous NaHCO 3 (sat.), ev por at ed ,and
20ur |Theed30§3PO§rléﬁ§PatolfvémHPl9é (CIJEI@lFSS gﬁa& C@REising

1 Oty | 5 29 792 +RQter emulsion
fgr?o?no;bg 165 Hﬁg %@%ﬁd -cJ)EfdAtgﬁ'ye tﬁ{yow§ltgglr$p?§ng/lgs% white
sl ifttonl HONWR 4(c399..93 Mz welR3@Dpfd c®r2defrs, IH), 8.12
(s, IH, 7.36 (s, IH, 7.23 (t, J =7.8 Hz, IH, 6.95
(d, J =7.6 Hz, IH, 6.79 (d, J 7.9 Hz, IH), 4.25 (s,
2§ﬁ,TH%'E%M§bsﬁﬂﬁbn 35Q1aih 3§ (ka@Hﬁ31&g2&rom301$/ by
(m 2H), 3.15 (s, 2H), 2.05 (d,, J = 15.4 Hz, g. 0
weighea t(qn Gy 1edgts 016 1yt LRS- S zemuis’ﬁé— [%] rom 4

T A d B) RT: 5.29
brkh&prlm“%égﬁrépl ol ), Foyf- R g dPldarMeinod B)

3-({9-[(2, 2-di net hyl - 2, 3-di hydr o- 1- benzof ur an- 4-yl ) net
;§¥;%¥§%? dlaza C%g} 4%%%%1%# comprising from 0.5 by weight
td '4d%1%3pa@@1tgﬂitﬁ%ﬂ1tﬁa§4ﬁﬁ—dvaam0raiuﬂ@ﬂ@ Exanpl frdib160% by
using Intermediate C (72 ng, 0.23 mmol) and 4-
Wit 45l B o i iR drsEhis Q:farq?dsaﬂqrc acid (39 ng, O.28
mol ). The crude product was purified by preparative
HPLC (RP-1 8, gradient acetonitrile/water/ TFA 5/95/0.1
to 65/35/0.1) to afford 17 ng (13% of the title
conmpound as a white solid. 1H NWR (399.99 MHz, CD3QOD)
7.98 (d, = 1.1 Hz, IH, 7.89 (d, J =7.1 Hz, IH),
.23 (t, J : , 6.94 (d, J =7.7 Hz, IH),
.78 (d, J IH), 6.59 (d, J =7.3 Hz, IH,
.25 (d, J 3.80 - 3 69 (n1 ZFD 3 46 -
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(t, J =7.8 Hz, IH), 4.30 (s, 2H) 3.97 (s, 2H), 3.75

(s, 2H), 3.57 (s, 2H), 3.52 - 3.35 (m 4H), 3.29 -
w0 .200/06z272H), 2.03 (d, J = 141% Hz, 2H), 1.83PETAEIN6/001033
(m IH), 1.74 - 1.59 (m 3H) 1.59 - 1.51 (m IH),

. A48y - P Z: L&.5 by weight
3%%??8&2\@ pSfLidhloflale 012" cfir o LM ErOR 6, g ¢ oo
tReBeat bpnweigkt 6f081hthnExahpreengbsion, and from 70% by

Wg%ﬂgg %P ég(%9 %§3w%lghget9ycarr§edlhydro-l,4-benzodio

di azaspi ro[ 5. 5]undec 3-yl }carbonyl ) pyri m di n-2-am ne

trifluoroacetateThe title conmpound was gregared by the
3pr 08BAUFEMBPSEX AR 8L 68NYsPAGCT ALEF mbdP &t eCARRRAHY OF
régéﬂgﬁﬁ'5m89LO£R$Mf56*db ewélﬁﬁﬁbgfyhtg 8¢idiASyater emulsion
Starting materral's and as”solvent to give the
onroduthcaswathhaneaqoéods(Gédmg att 78 tenpivRt 1899099below

Miz, CD30OD) d 8.32 (d, J = 5.7 Hz, IH), 7.06 - 6.98
Tenf-2H), 6.97 - 6.89 (m IH), 4.30 (d, J =9.7 H,
2H), 3.97 (d, J = 4.9 Hz, 2H), 3.78 - 3.71 (m 2H),
3.45 - 3.36 (m 2H), 3.28 - 3.11 (m 2H),. 2.09 - 1 98
3¢m ThH) compg®itiengef( ﬁ\laQPI) 313, yheppinjthesrelpgse

59 - 1.49 (m 2 1. 40

tFH%’%ébtzgf ) ?glgg‘rl?éA o e 2 4se. 3 ) ks 3 [ MH+]
HPLC (Met hod A) Retentlon time: 6.45 mn HPLC ( Met hod

Retention ti pl 71, . . :
6. POTEEU0S. AEnBERFRESRY. O RodroCh 4t pehbBAF ORI ATERG PRt 1021
c@ﬁb6¥hk1%n9thgkaé@§9kﬁgég Q]Fageﬁcaiﬁtb solid non-lipid
carbonyl ) pyridin-3-amne trifluoroacetate ) The title
caawp@mndnﬂagnppééa#édwﬁyeﬁhémﬁﬁééééurEhéfeE%éﬁﬁP@ gemprising

9 bst ggggéagaAétﬁeg 3 Hknaﬁggbﬁbes - 2696800 kbErsed

ag as sta ferials ?o gi ve
twﬁmbensohhé é&ﬁlsganB%inngNwBo$ag9099thhkca®D3eD)add

cap@b&g Pé;bPHPg ykggaseg §§op tgngarélgé on cgéteﬁF with an
gﬂkoué %%dﬁ% t%Hkor§ gﬁ bs1- 3H¥wa%ez3emu3558n(ﬁh 4H) d media,
.46 - 3.37 2H), 3.27 - 3.15 (m 2H), 2.04 (d, J

cbmp@iHA'HGZH}le FC&E’S Oﬁ 74 (m 2H), 1.72 - 1.63 (m

2H), 1.5 2 9,.C - 794 o114

451. 3 [ ) Esd lﬁﬂ%ﬁﬁ% /ii);Ll eﬁ“taitgr?) Fﬁr@gs%ﬁog&ml#quld form
cHH@@i@NE@h@dthrReteﬂbgdnaﬂﬂweacfiﬁé agenEx diplselyed and/or
2-({9-[(3,3-di net hyl -2, 3-di hydro-1, 4- benzodi oxi n-5-yl)

spR thergiizaspiro

. SJundec-31yl JaarhenylifRur ¢irdvdwamgn@n oil-in-water emulsion
trlfluoroacetate The titleé conpound was prepared by
lthéJpﬁncbdumw.@deﬂa@bBéH@¢O&§Qn§aﬂﬂﬁeﬁﬁééwﬁt@gﬁmtand

3- |
na?glpgﬁg Inlgb S %PX%.BFt§g§q§% 3 2@;5@% aﬁﬁqt in the
1 B6H) oflHaNYR (399.99 Mz, CD3OD) d7.97 - 7.95 (m

| 7.63 - 7.59 (m | - 7.52 (m

s oy braoeTg D nas gl 3T gl carrier;
3.97 (s, ?d'ﬁb 1?1% the %%l(iﬂn~4a|é|)tex3 AR1sidB b Ma) or (a2)
2H) 327-315(m2H) 2.03 (d = 14.9 Hz, 2H),

th 8%e c]arme(rmOVEH) a perdod pfazm wRH)Le pgEgatingthe

ril e Bt o ARG (iAol P

Retentlon time: 7.97 m nkExanple 173

oo 22 T B L Bl Y a1 s om

tr%fchoee% a°c‘ S wslgse3rof Lo A ey PP diB- §5a0i, ne

uoroacetate The title conpound was prepared by
the procedure of Exanple 64 using Internediate AH and
5-am nopyri di ne-2-carboxylic acid as starting
materials to give the product as a white solid (70 nyg,
419 . 1HNMR (399.99 MHz, CD30OD) d 8.00 (d, J = 2.5 Hz,
IH, 7.71 - 7.64 (m IH, 7.51 - 7.44 (m |IH, 7.01 -
6.92 (m SFD, 4.35 (s ZFD 4 04 (s, 2H), 3.75 - 3.55

"~ NS "~ NS "~ A~
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wherein nis 0, 1, or 2 and each R represents a group
i ndependently sel ected from hal ogen or Cl-C4 al kyl,

wanw7Ras27 R26, R27, and R28 aré8as defined in RAY/SB2V6/001033

of claimse 3 to 5. 11. A compound or pharmaceutically
acceptable salt according to claim1, wherein the

group B is selected fromthe foll ow ng: PARTI CULATE
3Bl PrBePHARVABEEDT| CAR 1GORPOSFPNPKIL FL EgDCOPL g the carrier and

NVENTI.ON. The _present _ipyentign.rel ates_to .
thi PFCHPAEe SPFUPG. pRAPALEUPreal EonpoLPPi BACt P Of the
capechibhcabl ¥s thekkapenhkdn tempteattocabpabivi coPate

i pid pharmaceutical conposition conprising a

non-lipid carrier, its use, and a nethod for its
SENYEACTUE RoBAPKEROUND G THE bAVENT! ON:Ch siAghahe! step ()
enul’'sions for human”consunption are widely used’in the
offosdphutt ingdastryctboe bé théineHeperbgeneosas zratfyrm said
al | .emul sions are basically unstable. A frequent
pﬁF&BPgﬁﬁﬁPt 1REEN CEMEPSEM8 s physi cal storage

stability, another mcrobial degradation. Therefore

the respective oil-in-water enulsion is usually o
3pr-efhcetiesholort ciladmhébor Whpreis §SRETAAEREr 16hRY S1eving.
stored for an extended period of tinme. These drawbacks

in particular hinder their use in the pharnaceutica
3fBi.elithe weehedr eduiangnmerit €ladmsedard7of cpmpirtiging the step (e)
accept abl e gegrad tio n storage, and.user
oo RPERILOAC ST BAS LS AL ARt o CPREPSERAR  n ¢ he

foodstuff field. OBJECTS OF THE | NVENTI ON The present

i nvention seeks to overcone one or several of the
3%.oTéee Meitbrdd ofr 6BRéRs 38y prevedinghg fealsprevided on the

repar.i an _oi_l -1 .er | sion, Lch ns i s
%é%ﬂéﬁétggp ﬁgnaytgg%??%§r§§g¥a§5 %aﬁ Seeggﬁﬁy handl ed

in standard and non-standard industrial processes used

in the pharmaceuti cal, i.ndustry. Further qbjects . of the
40V &R G I CHERRSHAER OFr GVt RS FOPRBT g JZuRfary
Rfqitdigd . nvention, the description of preferred

enbodi ments thereof, and the appended clai ns. SUMVARY

OF THE | NVENTI ON According to the present invention is

rovj ded,a, parti.cul at.e.lipid r [ : -
E dnébﬁqﬁhg% %3&6F¥%%ﬁ§hat%§rﬁgg'P§?§§§§I%§|%5¥wﬂﬁn%}alms !
xarrier, an oil-in-water emul sion on the carrier and
conprising a pharmacol ogically active agent dissol ved

and/ or dispersed therein, the emul sion being capable
& neleanenly Mg AR @hOR ARGt oM UF amA@eUSins 1~
media to forman oil-in-water enulsion in said nedia.
3khe pharmacol ogically active agent of the invention

may be any agent suitable for admnistration in form

of an oil-in-water enul sion. According to one
49 efreiferth s pEC b rafdudiend v efiaram dedue iparlt itelbd efi zemfrising:
t he conposition of the invention is determ ned %y t.he

ar 19T @igiing Fhe KEMPATLTEPD e Bgmdsitlidos -3 and

@Aldy COnSistdo +f RYGIE 88 .£1RACE IANBIJ HifGure;
a single carrier particle only to which oil-inwater
€mul sfiesrtliagh drhess misdooraditey a ¢ admstthergssef err ed

spect of the.nvention the particle si f .t he
@&ﬁsoé¥¥$%ﬁ?%ﬁirﬁhgif%&%h*?%ﬁpﬁ§° eter M ﬁ%ﬁgﬁv;lhe

capability of two or nore particles, each conprising a
single carrier particle to which oil-in-water enul sion
adheres, to formlarger aggregates. It is preferred
for the particulate |ipid conposition of the invention
to be free-flowing to enable it to be processed in
equi pnent used in the pharmaceutica

i ndustry. According to a basic aspect of the invention
the nmean wei ght of the particles of the conposition of
the invention is preferably 10 ng or | ower, nore
preferred 1 ng or lower, nost preferred 0.1 ng or

| ower. According to an alternative basic aspect of the

o, .
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EXAMPLE 1 Exenplary nethod of preparing the
conposition of the invention. An oil-in-water |ipid
womiaisen7f or use in the inventfon is preparedpPby/SE2006/001033
m xi ng wei ghed anounts of an oil, in which a
ha?ﬂ@Cﬁg{ﬁg@l&y @féiﬂe4§99ﬁﬁe9@§nb@ﬁQ géﬁ$9é¥§gon force in
of suspended, such pal moil, an enulsifier such
sﬁépf(ﬂni]onatednba®lbed sandsmb@emrﬂmmﬁeaapb@bl¢blhaVlng a

ani c m xer s 1 TRA- TURRAX(r) (I KA
CV@?Eén%hﬁéF%P%%h giggf%u?eR? %%t%%hy. Al ternatively
the pharmaceutically active conpound can be dissol ved
and/ or suspended in any of oil, enulsifier and water
4Bk Thethethpd. ph- GhedR #3pPa &l SPBATWAERIf BRFeECER (17) of
th X A wei ghed anount of the emulsion is
agén%dtgg-g%ggggo a wei ghed anount of the carrier in
a gl ass flask while gently shaking the flask in
interval s, t t nd of _addjtion_the m xt
45y FhEmakPRCaOLpaEAra bt FRGbRaP ehee noNBheRBPTyced o the
£ EXAVPLES aﬁ’fgﬁ@é@&boaoat arphesy§ ek ncegaposi tion
according to the invention. Phenytoin powder (5,
5-di phenyl hydantoin, an antiepileptic; 3.0 g ) is
dded_t e - O Tyl SL o : ;
ac g e Rnge BEnarh At e T ca Praiia b L e By, g ive soent
t3 € p&tEBﬁEOGéﬁpgabangole¢ithhnactIﬁgLthédC$Epha®t®gy of any
Provi der AB Karlshang Sweden) and 57 m | M@tgr mh?ie .
oft FARLRE W ER HATR ¥BLBETRA- %&mwsaﬁs%aw P) ppr&pPWing
tﬁ%‘%%hﬁgsagﬁoﬁotgl@o&ﬁeﬂhxbﬂﬁelhsw§téﬂﬁMmﬁ@@ﬁ@ﬁ ;0NgP0Raking
m crocrystalline cellul ose (Avicel (r) PHL102,
t&nar peedpnwhsiveldoir thagepylRanE. qrﬁ@eduhﬁysﬁﬁﬁdd@ﬁ is
cooled to 5C, put on a large wire cloth No. 14 sieve
(mesh opening 1.4 nmm) connected to a shaki ng nachi ne
4®hihﬁenm@uﬁbhyoassnstmng7siewmpgﬁdhagnthgraddmnlohal step (r)
| ager aggregates. The particulate p g is, store
oF ﬁ@?ﬁ?@gﬁﬁﬂtheAcégFP§rnﬁFﬁWeﬁﬁﬁgeoa sénFUthﬁ g@&ﬂFlon
suffering fromepilepsy is one typically containing
about 300 ng of phenytoin. This dose can be
4@dwﬁhesmeté@dt@ftﬁéagﬁ¢ﬂémtwb?rﬁéUrﬁﬁ@aIGtgoﬁf1§h€Y

r, te_praoduct cont ai ner such as a cup or
S&%ﬁ@ﬁpﬁﬁ%épgsg% ggﬁt&%&%ﬁ%rabout 200 Ml water to

rel ease the water-in-oil enulsion and the drug, and to
make the patient drink the cloudy product forned | f
5@al€b@nﬂ@ﬁbﬁﬁa9§ GilRydr 4fe Hpe5ﬁéppﬁﬁﬁ§r§|P°@al s Pdsed
f?iﬂié%i ohl 86 LRstead h 6ekhel eserikheln Rhah rspeeid.ic
ght Wl | ake themsettle in the container so that
the patient can eaS|Iy decant the contents or enpty
t.he cont ai rly.to the tt g
TiigdZ GOP% e CHATEr ™ AMNEREStr SEPBE20r hhdnyPdi £ Lmming
t@@pqg@gqgrt@fﬁhe inventlon will have a benef|C|a
effect on the gastrointestinal tract since phenytoin,
i ke many other drugs, is known to irritate the
gastroi ntestinal nucosa, in particular if adm nistered
regul arly over an extended period of time. EXAMPLE 3 .
Preparati on of conpositions of the invention suitable
for incorporation of a pharmacol ogically active agen
t. (a) Awater-in-oil emulsion prepared from40 % of
pal moil and 3 % of EBO05004K gal actol ecithin were
added to Aerosil(r) 200 (batch 3722 AA- 2 (Degussa) in
aratio of 3:7 while gently stirring. A powderous
product was obtained.(b) A water- in-oil enulsion
prepared from40 % of palmoil and 3 % of EB05004K
gal actol eci thin was added to hydroxypropyl nethyl
cel lul ose (HPMC, PharmaCoat 615 batch 307412
(Shin-Etsu Chem cal Co, Ltd., Japan) in a ratio of 1:1
while gently stirring. A powderous product was
obt ai ned. EXAMPLE 4 . Rel ease of the water-in-oi
enuIS|on fron1the pomderous product of Exanple 3 . 10

- o a1 .



