TREATMENT OF NEUROPATHI C PAIN FI ELD OF THE | NVENTI ON

[ 0001] The present invention relates generally to a
woBbdRgef treating neuropathic pain, includi pgrR&R2608/008247

associ ated with diabetic retinopathy. BACKGROUND OF

THE | NVENTI ON [TRIEATMENE Qfh )i ﬁd@e&AB‘f pai n may

be divided into twopfypeSE THECINGENTIOR and neuropat hic
pain. The differences are inportant for understandi ng

0008 he nat ihe Pogsenhivgatian felases SRNer & ABRtaPR o treating Reuropathic
paiflShaLhg LA SRk hRdlitAliabdl® Bfdpatrh0003] - Noci ceptor s

are the nerves sense and respond to parts of the
body whi ch suffer from damage. They signal tissue

irritation, inPEREKEROUNE HF THE W@ﬁhom ury. \then

activated, they transmt pain signals. The pain is .
[0002)pi cal The wbYsical seuses elpait Gyt Renelividgd dnigftweriyRgs: mogiReptive and

netﬁs tﬂﬂ o? tﬁ@&h&r@ﬂc@é@}é Frﬁbort\a’hfsfb‘?ruﬂbeﬁ@érﬂldgsthbh?ature of the pain

noci ceptive pain that involves the internal

probleg“aﬁ@d esReciati fy rﬁ@l@@h%m treatiBe padr | y | ocal i zed.

[ooo@a”p' eglob|68;5tHF§ea hel rﬁb?vesbﬂﬂi%hfsreﬂﬁé WnBSresPH ' parts of the body
rui ses flanmation (froman infection or

whlah tSHFfeft fremdlamagge ey sigsak ifsHe dRtationnMRANIMSSIBIUAL. Q5 actyal injury.
WHeWH cBPatBRYthk ) Haheink ;ﬁh’ﬂ@ipﬁﬁk %Eblﬁ |§ttypﬁ‘§’§l95r)ell localized, constant,

th|cept|ve parn 1S usua time limt ed i esol Vln
anqpen mtaweaqﬂmea@@hm"y M'%Wrﬂrw [stthe subtye "bf nociceptive

paif XREPrfvofks NP6 ﬁn%?ﬁéIVSrgBﬁé NittBAds its K ePRioAic Bndﬂfﬁdéﬂ? localized.
Noci ceptive pain can usually be treated with

Exaneleinaiidspsriaias. POTOURCINESr BRAEhPYMBSi biuisgs 'nﬂam@s@hw (from an

infedtioRbr! AHtHHEY @SordBhf léB§t‘i'ué?|Bné naﬁ&‘@nméécﬁm%a% (Whlch may indicate
central nervous system The pain can be trlﬁeere

abngimahmygsle stsegsephi NogisgRivg pﬁ@ys YU imREmit (5q3§pévmg when tissue

darﬁ élaabagams&grpahh@nsn%r 40 Wskampd 8MnobiRENRR Fan tlaat |s chronic in
|trated or conpressed by tunor stran at ed

natyies Nogicegie, Paip campsuahkge spatasith N§AIDsrRad M\rpp'ods

[000h] equeanMrdgam.é)yé.nllame ﬂe@ﬁl? bfad ifjéry ?'mfuRetidn & tﬁe%hpheral or
ua 1t1 es er si stent al %nla pal n resultln rom

cer}ﬁr@hp%wmﬁy%?mwmhesoaw %F‘s 'Qg?reﬂr'PtY AR qUEthJﬁ Biyrymay or may

notCQWBWE ababReafiaget te thé mavePayHtem. paN@FveIhé?arpﬁben infiltrated or
ersist for nonths or years beyond the tharent

compRpsar Dy Rumery. aUARaAIeR iy Srak Nssye) (op iaflathad gnfegionn The pain

frecﬁjeﬁnﬂﬁl'hﬁs rb@rd.@glgsﬁcmam@eseekcme shbak Guakies! mg@tenganﬁdyma pain
enlng fY, instead the alarmsystemitself is
BRANRRINTU} %

resH'éiP? fREY Ho8YS Bk 2 49 topRl IHPISP R Q?"HB‘P’hChafaCte”St‘C
of hél‘irlbbéiﬂlcpﬁélht Eﬁtéﬁﬁlﬂa Gnépbewtfoslmmﬂase%) y@fatsr aéfbn@ the apparent
r ef a i C y onents of canc
o350 97 SpHAABHR 19eBa T LmAting: R SRS B arag (@rggent an alarm
abcﬁ%ﬁgbmg unrgﬂden‘amdnpme)nstmdh@aralrm@sﬁh A mﬂfhuctlomng
esprea erv many, causes
[°°°éler| phe éﬁ’mﬁ Br BpeHIPP g?'%kf@d%ﬁ?'gd? h@%%‘irpﬁ‘ﬂﬁm(ﬁr P°St‘3h'"9'es)
nelhlﬂlbldh lheflex0syeh gaitiveticCayiBtrapIso oﬁmwa@mecuwn@ér{;ﬁa;n .Cphantom limb pain,
al co use sure to other toxins (inclu ln y
entEARBHRON HEPABRRITY b lagor Rl DRSO Qg Genineral heuropathy
(widespread nerve damage). Among the many causes of peripheral neuropathy, diabetes
is the most common, but the condition can also be caused by chronic alcohol use,
exposure to other toxins (including many chemotherapeutic agents), vitamin deficiencies,
and in many cases the cause is idiopathic.
[0006] Neuropathic pain can be very difficult to treat. Sometimes strong opioid

analgesics may provide only partial relief. Several classes of medications not normally
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and in many cases the cause is idiopathic. [0006]
Neur opat hic pain can be very difficult to treat.
WOS00®josses strong opioid anal gesics may provi geran2yos/008247
partial relief. Several classes of nedications not
thonghtrafiasyanalassies nedy be efpetivgealpoe ofrifycosebiaatiascwithy @pioids and other
treé’thféﬂfs Ofrhkge Cm&atﬂrteﬁbh\ﬁ" td?\tl@@ér@ééjﬁmténguéﬂ hgg amitriptyline, and
treatnments. These include tri cgc I c antidepressants
antipgayHlsants Ayeh a93hapgetin andipeegabalitavul sants such as
[0008PRPaPeN iy rRAGteR/ er%!}?@ﬁétﬂlc ﬁQQOJﬂenU%éﬂohHQ%dﬂrly to standard pain
neuropathic pain often responds poorly to standard
tregaients Q@a@%@ﬁ@ga@/rmabGéb‘gpﬁﬁamﬁt%%fyb%@f oygjrtgee.i [t Eupe people,
it c2h 138td @én&)éedlsédllﬁF N%ﬂfod%s%‘i‘ ﬁn;ﬂ%%& ﬁeathkn?ﬁi? nb@%aﬂﬁb pain are of

serious disabil i nproved treatnent
greatintespt Hine Pﬁ%ﬁeﬁ‘t mv@ntmn Qﬂdé%?(SGF thizpeed.. The pr esent

i nvention addresses this need. SUMVARY OF THE

| NVENTI ON [ 0008] Met hods are E‘r ovi ded for the

treat nent of neur SPMNMRY Rf AHEANYENTHaNvi dual , by

[OOO?Fm ni SM(%E%&Q #B ROVIGS for &l BEeSinftint B RAUFBPAAR ;SHln in an individual,

. I n some enbodi ments the conpound i
by @ﬁ@pnlgtewrmeﬁﬁ@trveodOSA Y eorpeund of foreslaedn é@ﬁﬁoﬂﬁaod'ments

thecE‘onf&hﬁH'l@or%W hdﬁ'\ﬂ'ﬁsté‘% 'A‘ &ﬁi@ulhﬂ}’ gﬁéﬁ‘ér% dompound of formula (1) for
3-(3 di met hox - 1- oxo- ropenyl] am no] be

usezeﬂ eatﬂVG”t(Oc”r t§n?'|[[§s(g 4- dfm@}howihewhé erqpéﬁv'!,arwmlbﬁezmc acid

(tranfYRFAON lhf'é%nféeé#hﬁ@@iﬁﬁh& #ahd irventor’ tﬁéLHehrcﬁfatrqb pbRtis @ result of
neur opathy. [0009] In sonme enbodi ments of

diapefigurerathy-he conpound is adnmini stered at a dose

[ooogi fecti ypshie CAWRMAEMT IEME IRBAIVE tRACBMBYEHY .soamﬁrmstered at a
daily, twice daily, etc,, for a period

f
dogecittactumis’ desfeasine nekRatPipairguery aihel @%)étdat'hrt\é’é’ed’é\)ié etc., for a

perfdd bﬁﬁslbaélrkﬁ\eV‘Gé%k at ®ash W@%%é Oata64dt aMReadHEC HERSSt bife week, or
pai n. One 'aspect of the present invention is

'OnSP’rt@ﬁCE@V?édﬁcf?@ﬁﬁMP?'Br i nduci ng anal gesi a of

[0010FUr OpaeCadiRich of hed pfdéBhe fventidheisnBitdtash wrapmbmdagfor inducing
adm nistering to said subject an effective anount

a”%!%?ﬁb%@ﬁae!éfpp?@wlg Irc @) su qpt,aWStrﬂ%tpog%g\ppspgad@nplgtermg to said

sutﬁé&%rﬁ@ﬁ'ecﬁwé&irﬁ&ﬁwtfdﬂa R6MPOURR G f&ﬁiula’(lz)ndh@naﬂwer aspect there is
anal gesi a from neur ject

h
ProBEH R Teslhed 1181 REPRUBCIRALY dhddring BnaStia LT meranpthic pain in a

sutf}&fte%xti\/rﬁetﬂﬁ@% Rfﬁémg FannhRietenitlg ab shey subjéct(dn) effé@ive@idmount of a
each of Rl and i s independently selected froma

compensRfformuadlbr a c1- csal kyl group, R3 and R4 are
each hydrogen atons or together form her chem cal
bond, each X is indepeer'entIyOseI ect a hydr oxyl
group, a hal ogen atom S| Kyl gfoup of] a
Cl- Cal kOXy grou grao al kyl or
al koxy groups conneqed t o form
a ring, and nflis an|i ntefgef fromH to 3. [OOlz_L] The
car boxyl grou [ , 3- or 4-position of
t he aromati(% -~ Preferably the carboxyl group is in
the 2-posit 5‘n [0012] Preferably at |east one of Rl
and R2 is a hydrogen atom More preferably,

1
wherein each of R' and R? is independently selected from a hydrogen atom or a C,-
C.alkyl group, R® and R* are each hydrogen atoms or together form another chemical bond,
each X is independently selected from a hydroxyl group, a halogen atom, a C;-C,alkyl



both of Rl and R2 are hydrogen atons. [0013]
Preferably R3 and R4 taken together forma chem cal

wokesfhosfdch conpounds having an unsaturated beag/u¥dses247
in the formof E or Z geonetric isonmers. [0014

groupros et afghalkaxyi group, gir wheinwoeX gFours aiRialty! 9"@%9 graeps, they may
be cmtéb‘" to&étfxé%??ﬁn alrifgSEhER 1s84h ﬁ'\f&%@? hemoges, Cl-C4

koxy. Pre ferab I's sel ected from
[°°1F1hl ogenTaﬁ@a@XWHﬁmay %H’é”}?f &1 &r pl4ypositiqnsofathgragomatic ring.

Prewiably%é‘&&béfyh %F&di)olsirr m&‘zcéos@ﬂﬁ' kOXy, especially When

are ne In one preferred enmbodi me

[001?he conﬁfﬁiﬁ@bIYsatée@ﬁ}d?"Gx@/]@nﬁﬂ%ﬁl ¢S adydrqasn apm) | More. preferably,

botﬁ o*ﬂréd%ﬁaha'&wﬁ?d?bbérpat%ﬁisd (3-HAA), picolinic aci d (PA)
quinol i ni ¢ acid ?Qd 0016] One aspect of th
e

[00151 esent Preferghlyi &) BF‘@V ken niogaihgr ffefmi ﬁdG‘@?fﬁ'gm bond.  Such

corﬁﬁ&lrﬂi@%‘a@n@ @hn tﬂﬁﬂfu%éﬁ BbRd Rilybel iR i RHRAIO?Elor ??édi'netnc isomers.
d conprising adm nisteri ntho sai d subj

c
(0018} 1 oot | GEETGRBI Roft QrraAnd 29Eh X OBISh My ba e, farme or different, i
seIé‘&@@%nﬂﬁal&é& @"ﬁﬁedw&yl 'oFYf[f@hRBxy SPF@férﬁSFy@(j |sté2eléc!?€d #8@® halogen

a compound fo her eof hé manuf acture

ancbﬁ £AaKe: amfe wréfer@% Pr'éé’t Pr@‘ﬁtbOBT Xnéi?r BplaetRA dTqmi G- Caalkoxy,
espgaRlaff WHERBBIHY bfd\mefhokilE DRAW NGS [0018] Figure 1 is a

raph depicting nmean SE water intake of rats at day
[0013] 10 polt orgrpreigfiech PELEdIMEs! thg pemeund i§us- qu_ro;()g(yguremc acid (3-

HKA5 @ﬁydﬂ&ﬂ,‘aﬁ%&glld"&ﬁ@ 3- ﬁﬁAF Oa&ﬂ.nal déﬁp@ax)lo%ainsnms ae.at(aA)
admnlstratlon 020 gure i's a gra

[00 p| ctl 9@%@%0 S H’Eﬁj;Pfﬂiﬁ"ﬁh'f‘V%’ﬁPnoPqu% ?omeé'\'}ﬁqwdm inducing

%l@fﬂ?‘ﬁébﬂﬂaﬁ{lé gé‘in ith @ eck <@ @leﬂ'\ddsco%;gfsﬂ@hadmlnlstermg to said
epi cti ng. nean E PWL values for the left and right

Sumﬁ%éﬁ%‘:ﬁ"ﬁ HaeHt offipRilasb rats prior to and at, 2, 4,

[oowpd 8- lydt wpelnsr Fé@ﬁéctsa—ftheng%%bhtoﬁ‘rveBW?s] dﬁe@téa Qo5thbSuse of a
raph depi cting nean versus tome curvies

compAUGVPHGTRHIAINSTEPLIN B BANYTRGITR #f & GRRSIRARETY dorcihg) treatment of
neliOpathicse of vehicle or tranilast at 10, 30, 100, 200

or 300 ng/kg c.f. the 7th consecutive s.c. bolus dose

of gabapentin at 100 ng/kg. Each STZ-di abetic rat

recei ved nulti plErIgOBESERIFAGN BB TAE ORARINGS NY

worbl) 2, SBlRote T3 BB lersS B oprs o Bl S B GEh 5L 4 710 oo
STHeBhistRgiorasel i ne PWI val ues assessed prior to oral

[001;}‘381 ng {gggql) nlgroaf grrggﬁ ﬁ%lp%ang 6‘2&%@:‘? %ﬁ,vp{oﬁr Sgt l{gc%ggllea\?etls In rats post
s‘rgaa;'mﬁgténanat 10 ng/ kg or vehicle, adm nistered

100285 e o1 PE 3ds ASTRRh GG FaFa8T 2 S BBRY 15Td (@) of rats folowing
ST @arvistFitigdre 7 i s a graph depicting mean SE PWN

[002¥]er sus I:lgure ulé \éeg?rapr(m)lc;ep%ngq mean + SE PWT values for the left and right
hindpaws in adult male SD rats prior to and at, 2, 4, and 8-11 weeks post-STZ injection.

[0022] Figure 5 is a graph depicting mean £ SE PWT versus tome curvies following
administration of the 7™ consecutive oral bolus dose of vehicle or tranilast at 10, 30, 100,
200 or 300 mg/kg c.f. the 7" consecutive s.c. bolus dose of gabapentin at 100 mg/kg.
Each STZ-diabetic rat received multiple dosing regimens comprising twice-daily dosing for
7 consecutive doses, according to a washout protocol.

[0023] Figure 6 is a graph depicting baseline PWT values assessed prior to oral
administration of doses 1, 3, 5 and 7 for tranilast at 100, 200, 300 or 400 mg/kg, compared
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adm nistration of the 7th consecutive oral bol us dose
of tranilast at 100, 200, 300 or 400 ny/kg

wodp gugstzer ed according to a tw ce-daily dosi BgT/us2008/008247
regi men, conpared with the corresponding response

with 6 Gegatapenn ehit0 mafkacerabiclr iadeninsetad afserding to a twice-daily dosing
reg Gﬁé}%@ RtdoRsédutitd Qo ey ||r'1gjr9§ né‘@@ 'SQ'|Zed|at%ii@rBﬂSSt er ed

accor |ngtoatvv|ce- ai l OSIn %rrenln dru
[0024hi ve STBUER 4beeidraphdspic remqs]anm @'é VB VeEsug t@aeaswves following

adrAPRGlSM 9f TRAT" cSfsculifeX bith BbRS TosE o trafivast $81100f 200, 300 or 400
mechani cal allodynia at the tine of peak response

mg(kauepministersi AgCHdRDNios & Avicedady 4o8IB97{90 BBRe COmPRIR] With the
cor%s?bn@iﬁb WSspdRse prdu‘béé‘BV |tl?eS 7 @bnsk(tiveZSlus 3651 S’F gdt&Bentin at 100

dm ni stered according to a tw ce-daily dosing
mgf'@g@fméﬁh'd%o?ﬂm'ﬂ@éﬁfﬁﬂ tAFCOIRENgcter 2 dWigBeldin gosieg gegimen in drug naive
STR'RfeaEfhtdY the 7th consecutive bol us dose of

abapentin at 100 ng/ kg or vehicle, admnistered
[0028k cor di Rigure 8ds wr@eh@%mcynammi g P Bexinpre ggsible reversal of
me?ﬁéﬁl@al %ngﬂﬁaaél%é ﬁm%%f%eafi ré]pGHéé (Aﬁmtfbh'ovﬂhé ESﬁ']ﬁﬂItratlon of the 7"

rom vehi cl e (p<O ure s a

consepytivei o/ 1’?9545 d% 8 érénLﬁﬁélél‘ 14% aﬁﬁﬂ'wgr%ruégq mﬁkg administered
acCOHdiNgG té Mncé-ehnhw%aeg 35S bbb Wih the czﬁrQsponglcg\g response

consecuti ve oraI bol us dose of tranilast at
prodgeech by 4be ﬁgﬁ?@s%‘m%l@ﬂl& QGS%QE@QFP@tF‘oafaWO mg/kg or vehicle,

adrhif'ﬁs@é‘reg@chd(rdﬁ\@stb Wc@&éﬁ?rﬂosﬁ@ gﬁfé‘i‘m iWidrlly hB%e STZ diabetic rats. *
correspond |n%rres ponse producéd by the 7th consecutive

S'QB'SPQfg'Yd’dﬁeée’éi g MelpeatPTP-89)- 100 ny/ kg or vehicle,

[oozajim nl SF@u?éj 9a§ (‘aoér@bﬁgjetpiétlﬁg W\éa(hef @@ Jaeéadﬂfden%é PN 8rsus time
in nave abetic rat gni fica

cunss (RGF m"owrrw%msénaeor( s&tmeoé'i conseatiE qf?bm'es dose of fanilast at

100, 200, C30R br ﬂb@%&ﬁk%%ad?ﬁiﬂ%téﬂé& Hcboamgl @& attWﬁ'!eaMIyoaosmg regimen,
neur opat hi ¢ pain TAI LED DESCRI PTI ON OF

THE
comBATERIItNE GBRSPONAIBOPERRIE ATRHSATIBN NG &T 4PBReCUEive hlus dose of

gaEafp%ﬂfuﬁfEHit 1600 kg Ap abdHidle padrﬁln‘i!tér’édaa&@mwﬁ@ ®ftwice-daily dosing
formul a particularly treatnent wt

rEgHReR I %’F% PéwetSTz%ﬁ"P%%ttc rafﬁhe %}Ifﬁ@aﬂy eﬁefq%éfrpww&mq'eowo 08).

[0o27pduce PRIFORAGETIoRAEHDI SrolidingScomBiakitiBAs Rt therapy of neuropathic
decrease in tactile allodynia when quantitated in an

PaiByperi nental ani nal nodel . The effect is
dosedependent, where the effective dose is the dose

that is suff|C| ent to decrease . from around
About 50 to SOUSFTASEREIESGRATICH N BB INVEG6] The

[0028]“t st If n@'{wé rpﬁ&ém??fetrﬁleh r@l%tb’sofbathél fedtfient af @e0@pathic pain with a
satisfactory in al ien

cogpnd P nﬁ!f di paticylp tféoa?ww ¥ia g'fveagwgv?tswg, trapjlgst.  The

metHYdE Qof tﬁ”éltlWéhtl&@%&ﬁcepﬁéwreﬁétﬁlcd&amOé gaasinssasupste gy at decrease in
[ ne treatment. This |ar

tacﬁl‘%I I@rg}?rlnégfgﬁw %ng%(gcgg A SXpermental, arHrg@Hnodgl 1Ijﬁemg‘fect is dose-
depdiieap SiHeré $hd effedtive dulskay itied dose tiat Resufbglahthiocdecrease pain, e.g.

fro&%rﬂv%é’t?q% 5425 B00 FatkonatFisn To nave a varity of
[oozeLl ni calrhefkekistiig treatiridntslion gearmopathioydim areda isptisfétent ia.that many
patlen?s te&p?ewelngg tdggdlllmltlng side-effects with these medications, and approximately
50% of patients do not achieve adequate pain relief with any one treatment. This large
unmet medical need emphasises the need for novel therapeutics for the alleviation of

neuropathic pain.



effects in restenosis are attributed to the
suppression of transformng growh factor-b (TG P1)

woyedagmzs and interference with growth fact opciRGh@lsRis247
proliferation and mgration of fibroblasts and

[0030kscul aTrasiess i N-(Riud-clireetbexycinnapogh priranitagid), Bas been shown to
ha\}énge(/ﬁe%p%f:ﬂﬁ&a&%eﬁ@urlﬂlu&% | ariliffdrEdatdly %@fsdanﬁ\% tranilast-

resent 1 nvention i's mai/r
megigtest effedts inareatenesis, al‘lGhéttréMﬁdetOr Beusunpiessione ok tippefetming growth
h
factI%E'fs ﬁlébll' ?1)25‘?/8?%% sOJr@ﬁ re\‘n('c):% %éth:@@érﬁl efggt%r-ﬁ'lz]ét&\a?&i profiferation and
migratineaf dibrabptastsoand vase:ueub[neoth mesdidellsay nodul ate t he
ncti opi f t.gr ' :
[003fltbgr ou B o?u@e eaghcli%rgt?ﬁﬁ %etf‘tghrhehgé"] rﬁeﬁ é%lé)fl’e’oolrnnéﬁ;bgdé?ﬁce with the
methodt afXbe @festehe"wedmnralsmay be IocMecblma aganoeial, therefore requiring the

sut{j%t{eﬂ%ét J Lk tbeﬁ%eﬁ? d i wn\g' t\%lgg Whlg esgejgupgﬁlr ﬁtoﬂgdoftar@%up of cells
or atissued eltberi isgjated|dr riotirtbe |sah;entgnetnouena)sy@dem thedfungtioning of all

iblis 1 [ c
theoc{eII%AE» tﬂﬁ{ ﬁ@ﬁh of | stg@rr# qug%f h'{les |8;{f1{at[§gup éfrﬁlﬁf@ gntpﬁ context of
theghedigationrof dleg biofogivat ftmntlwrgngraﬁla owmmali i shhlajd derinsherstedd that the
2 0 .
sub?:%]cté '?ﬁéq@é\;!gﬂﬁﬁé @Fr%ﬁr?&?ﬁ? u{i‘[ﬂg%ggr]ﬁtggg?io&gﬁgéé rf’g WLt ﬂln@tlonmg either
systhroatizally 0g inculagalized ongraen s$tilufuthee iresikgctivecd whicky means is
[ r
emfulﬁ&{é‘%ﬁﬁi& Eal‘ugar{g%gli%rt@@ ghérg;%qﬁ c@? ng"[gtlgﬁ h§ n’{!\yséaccur in the context of
eitHep @B 8¢ lIsTdrgust awbgmlcellsmntms the neéavenhemwonm@eb
mans e c : shee
[003511 cgte réﬂaolehior Sdgg éaa%‘n kléegrr&'pgﬁllcs paﬁragg?tgtdopg lﬁ’nderstood as a
refemnmncs peevgntlmg Cr@duglagmrt@hemes |nr@;ﬁ|ngegng|q§smore aspects of said
actifypani on aninals e.g. dogs, cats; and captive wild
ani mal s e. g. foxes, kangaroos, deer and the like.
[0033’} ef er abhg temhémarmal] as dised hateipringlufies HLEBABY PHmates; livestock
I I
o B T e RIS PR dopf B ERre Gy dec el o.g. mice.
rabpaﬁ rfatShswn@mrggmqoesoanmmmma ¢.8g(ioas. qats ansk cantive wild animals
SX&)Eé%mkaP%&QSQ €8eer TdraC tHeOTikd, helf’rfé?éfag@sh?é )marﬂr%rab”‘?s human or a
ressi nerve'trauma, 'channel opathies,"
Iabarlﬁcm/ tealABIMAl. ssa%mrep@f@rﬁwe@emarﬂméea@éym%t may
cause neuropathic pain. Neuropathic pain reflects both
peripheral and central \g&pghdthiéEdiPn Mechani sns.
Abnormal signals arise not only frominjured axons but
[0034] so f r BAvIoRathicPRIB trefeEscioRain B\as ofigigates rﬂr&ﬂbp?the'ogy of the nervous

sys'té}ﬂerlylfébétgg tigfeclidP! thePhes heostdd), UrReveNeEdBpression, nerve trauma,
Neur opat h pain may result fromlesions of the

0]
'Chéé'i'ﬁ'?%ﬁth'ﬂ%r PHdsuigintRe @ipeaseonier EMRles ﬁﬁ@ﬁ&PS%f%lﬁav cause

ne@rﬁﬁétﬁﬁn pinQO3ﬁ]3ur’U?Hfh‘i’cP§EW FefleisNboéth Seridhied Wrih 8éhtfdl o§€nsmzat|on
ai n conditions where he pai n generator begin

me@pqrﬁsrﬂe Hhnogmak signals arjpe Not p@g freg lnjmgg @xons but also from the intact

nodicd P&y "tr%?%hBr‘eCthQ%ri%n@dﬁohttétﬁﬁor?bﬁth’éahjdrédoné?@e Neuropathic pain may
noci ceptive and i nclude conditions such

fesH%f’@EF'd??'ﬂ’i‘% pfitee gRotral Aeraviay Bl pafrem thg PaRNeRRlmeppus system.
[003BEUr OpaNEUI‘prﬂilCﬂpﬁh'lQ dRebGHsHedOmdA dtiest gdih ebnditiths where the pain
genneerar:t\cln(r)%gglﬁz W|th dlsease of nonneural tissues. These nonneuropathic pain entities
are said to be nociceptive and include conditions such as osteoarthitis and inflammatory
pain. By definition, neuropathic pain originates from a lesion of the nervous system

(central and/or peripheral). Innumerable diseases or conditions may be the culprits.
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(central and/or peripheral). Innunmerable diseases or
conditions may be the cul prits. Exanpl es incl ude but

WO206/0dde7| i M ted to autoi mmune di sease e. 9. Wwelrkisebm 08247
sclerosis, nmetabolic diseases e.g. diabetic neuropathy

Examoples unsilvde bet iaph@ohlimited gl autemv%ld'ssﬁae aetgorﬁwﬂ'rd? Ysclerosis,
mefa‘%ﬁ&td'isgasés Q.q. Saéw‘ceﬁeurgﬁa%?%@ﬁlﬁlr@ B@r‘iﬁrﬁ:‘rﬂ' focal, proximal and

vascul ar di sease, paln resul fi ng
auterrsmis), feetian, e.si shmghe%m@wrnﬂtleseuw'ﬂekulaaélsease trauma, pain

resﬁlﬂﬁg Fodh crvdth &'tﬁf\/ AfechENAIDS, eébﬁr'ié‘br BQéKnSLﬁMé‘r?r PER.amputation

post herpetic neural gia, phantomli trigem nal

paimeeaniialPain syafrasme, RaserPRIC r@tw@lgtar @bwogympomemma' neuralgia,
reﬂQf3 E)Vrﬁpgtﬂgﬁ?cf st?r'o?ﬂy ir(cfr?#@ nérpé r&alon&rs%n' BiréHe/ sBi’r\gl cord injury and

er. Cene esion [eading to pain ca
canger. &qneyaliyrm lesisnreading to Raip ean dirgsaly fveiMe. the @es'efptrvﬁ@athways

[0036]TPOT t afGe |HEOR£Ad§HBN AhbES SidrehipLs I nBEepalpR Bélﬁ is strongly
pain is stron?ﬁé este by several pharmnacol ogi cal

suggpgf@pegy seygrje ar,g@qqobqg@,a&stqw_qﬁ ofi190ingy geripheral neuronal input is
cnti‘EéIN |h9@{/éd’ in! tﬂ% ?A%ﬁrﬁgnér{betd? felRpatHi5d1R € Aol the Rﬁid“élfggests that

data suggests that an injured
an amJﬂr@deaﬁerﬁetr \mérvieslSr ESpORsPIB| @rfraﬁw%aihlspm'm bypsplgesia can also

de%ﬁﬁ%@%ﬁééﬁc@% n@hl%@a&ﬁ/‘ﬂ?lfr%ﬁ\ ihB ihjDRARTECH Shen€dtes! the intact

act|V|t% fromthe injured nerve. I'n other cases, the
nogigepiare thascsunde dniurye ang thatinnepate tpeireoian affeptsd by the transected

ner\/émf?cfe\‘@ts%nglhfe r& ‘Piav@fgp%ﬁfa%@o@é’ dchiginyt rﬁﬂe“s%cbﬁ%g%@rh‘ﬁthe intact
bers sensitize and have spontaneous acti vit

Wﬁﬂj BsMay {MflICEnCAGRING0BRIBe BNEr 'a¥a\RCFRIlic éoro §§BRiRg aspects  of

h p‘é@é@e@é‘% @ﬁusﬁﬁﬁ%eﬁcaﬁ%aﬁﬁamewaﬁspects of |
peralgeSia, e.g. In synpathetically maintained pain.

l003rry>os7] \aiiee o Vetaoeaaate SogHme ahanstels. AT RupriREses| iy the primary

aff SR RUPEHS thBt 5@@:@5&\!%{ the AifiRTAEnd G HePatfont dfactioh Botentials in the
critical for the_ initiation and generation of action

neyseRal nieaIbsanas. ¢ hEnen @GF'WRYRtIGR: APdaNsEeaseflcmerbriann dengly of Na’

cha‘lﬁ‘aﬂgls' BfVAAS SSlotERITDEARES dl@é‘ébtb]élccﬂlsd}ﬁi"gé‘shmﬁ@h§pathlc pain. At least
| ow ngsaxoto causes the ectogl c di scharges
[

Six ﬁém&’eﬁ%lp edigay hangels) argJepaited tq,Be ypsesendn %parﬁgl route ganglia

ne b Alch eﬁfé%ub@lﬂ@%ﬂQﬁiotrﬁajbﬁc&bgéﬁe%t dé;féthg olis=ay sensntnvnty to the
route g | i a neurons subdi vided into

newgloXigdfire tﬂ’éﬁémhgmﬁ ﬂﬁ%??"sggﬁéﬁ'ﬁ iGPApREls are ﬁ@m@/ expressed in

theﬂﬁ&&nﬁbt{éﬁlmﬂﬁr@%r@ﬁﬁr& BsiTX- (e'E'Elent NEN t@ha_ﬂ'r?&éSlﬁlfé.ﬁﬂ)r?UMﬂlnHﬁﬂy expressed
channel s are majn ressed jn i na

on fh%@gye"ﬁﬁﬁepé’qcﬁép% 2%'?@? amtheyen @%%ﬁev'ét'%n gf .igrx resistant Na”

chainBR aias sl Mp@%étl RO otdMey reBMteriridifsesliggest their redistribution
noci ceptive C-f b’keh%i)/ gl t hou dovvnre ul ation of

in upiniured SeRieIreQrt (i pg‘%‘é 'Efé’é?lpq E‘gcﬂaf’bd fol | ow ng

[0038K Ot OnyTh@Cpﬁ‘frﬁarf/Idédsmsnaww&kprtebﬁd nUﬁ?@leStdfldélptldﬁl that act as

in unln ured nerve flg t he develogggnt of

ne‘ﬁ%‘Lﬁ"‘?ﬁB‘%{ #S @ngA1Eqron ])rs-l- &5 PRRiRhEral-ANQtRIPY, NFU(RRSRtides such as

subRtdhce Fsand Baloiasiin Qénepﬁéﬂ’étledi@épﬁdb@tanaCéonMostatm which are abundantly
neurotransm tters and, neur ono

dgl ah@rs. After .

Present iR FERSATY BRYPIMATe foWNgsapRiede Wik, PRUITRRSRASS SYAR @S paso-active
mte%ﬂﬁlaicédp@ldé ogmamgeneurbﬁémtdedv RNPY) ded mcécsgamhmsecml'()n which are

whi ch are tl resent in sensory Q q re
norgialii eixgae&pg(? ?\Yeéf Hbﬁ?’?fﬁ@bf’?ﬂré’gs g'&,drama ically mcreased The
newrdpeptiaes | MeserrstoqstnenadnspaMe ¢e diginbie Molenigu mmmmgdaeuropatmc
n c Lnin CK) ,. | VLE nor

hw@;%g%%% i " POl AL P Bt Bt NBAE P Ehion wa¥ ncreased
in tele anediura andylaigecdiametet . DRIG éeurons, spinal dorsal horn and nucleus gracilis
and microinjection of NPY antiserum or NPY receptor antagonist to the nucleus attenuated
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neuropeptides in sensory neurons have a distinctive
role in mediating neuropathic hyperalgesia. In the SNL
woealosef, neuropat hic pain, the NPY expressi opciaR2008/008247
i ncreased in the nedium and |ar e di ameter DRG _
thetactiiohyperalgpsial TheLpergulation oAk ifcpranarygieaseyineusfts is reported
to 48 |ﬁ56NIéH RGhe %eﬁétl\mo y of AHUrbRiRé H’Wléifro%? ic'pafrept or
ant agoni st e nucl eus attenuatedthe tactile
[003Nyper al @@mrwrameévmw@gtngaters(ﬁpr@mn@@f(npfadmn%P;sympatheﬂc axons
|ntosﬁ\'é3§gn3éoﬂlea'5r99|sro'o§ gE\ %l%r ofslidifg *é@ldbﬂé’é)by sty'nﬂaam&c component in
I nsensitivit Ine 1 n neuropathic pain. [0039].
neypepathis dei. Iﬁ@pq,sé of me@)@eflmpg@éagm@bmbr@ r@propathlc pain, a major
corﬁ‘ﬁ’ér%‘ﬂf %ﬁ?ﬁ&'n@uw IpGIn SyrANOAS iHJUgobéé}? réi%Oé@rb\ﬁ sympathectomy.
dorsal root ganglia rOV|d|n ence of
Syrggaﬁbamqwgmrputlragaﬁlperc@ntnbptesd@dhe;?&tqml%a@%isnontarﬁﬁ%sdlsqharge of the
mufr&?n@ﬁ?@%f)r‘é@ i nélﬂb hlﬁrﬁgr%ﬁ ﬂfnh%&ﬁpw Biain- Bé’f'l\féd reurotrophic

| or conponent of neur opat ain synptons have

facweéﬁve beereimpiicateddy Hiﬁamn@weﬁms ofamwmtm@lcuwr@ﬁme 4@ thegdorsal root
ga@hgﬁ EG3hs h-mum% Adivd m?u@ct opi ¢ and spont aneous
I'S e of the injured nerve fibres. The _
[0040kur ot r pripheraldiene wiwwisassaeiatad withia incal inflaematany reaction of the
ner(& Uk Qrﬁ’ci”u?ﬂd‘n%ﬁ&l‘&y heaeRatbReBehdiie! #at 8&btbMiseBenerve fibers. Thus

mechani snms of synpathetic sprouting to the dorsal root

proffdlagIMasry Mertiifes MAY 8%i |ﬁgoly@1 i thﬁj qpvelopmenh |nd maintenance of

neLP Sﬁétﬁm{ ?Era&fers}ée BidyKiMini i§ réie s & S‘P'eé’MIttd? ti@su@@é‘rhage which has
reaction of the nerve trunk

beqmma@maseﬁ@tmlﬂhm?@r@m.hypezrélgpﬁ@ é‘i&W%(ﬁf didipsrhaapeshown that
antggé}ﬁ§t§ othfiaéyHan'r&f:é;ﬁMWv)é grﬁﬁiyéér‘éigf%sﬁaé!ffé&s I mhel prestaglandins,

in the devel O%&;Eﬂt and mai nt enance of neuropathic
INChgipEI P eachP iy 268 RISAITAPIRY ATBAGRERIoNing tiss, Munsand are major

corftrhtﬁﬁé'r% t@alﬁmm\éﬂir? thdiis 1DRSS bEBA NtkYorsts Halt HyeidoXdenase inhibitors,
fl ammat ory per al gesi a. However, it has been

shown
Wh'Phdﬂh'Bﬁttﬁaoqu§*E§'°8f° PegiAgiandins, @tiepyae stheahermal "and mechanical

hy&'ﬂél?@é@ﬁfﬁlﬂﬁﬁﬂnédégfoﬁﬁétiropaihi% gaipst agl andi ns,
PGE2 and P 2, are al so rapl dl ﬁ?Prod

0041 | owi s GFaSALY ARPRRISA it tog Eecio A il Sielingjed A- and

smblﬂﬁiaﬁf@f@t UnkhyBAndled | C-fibags ephinaePan t @6kshihaiorn Iammae I and I
ycl ooxgenase i nhibitors, which inhjibit the producti

resgqecttypuswa@q hedarge-diameten gypgnqtﬁqgmﬁ@f%qerrgwa ein Iamlnae |II and IV.
It h%%@ﬂ'p%@iulahé’dpﬁ{a@p%ﬁghéfal Rerd@idj&Yy rB8WR! B vithdrawal of C-fibre central
neur opathi c pain I s'géneral |y accepted that
axqm@rrn@alsmwrmtamr 'amlrm U awemeﬁa'tr@aalﬁx of dprge myelmated AB fibres
sprg '@t@ecsfeé-ﬁﬂme?}n'lrfé"f’st &flin eR‘aw fhe &@rf&bf@hsfﬁdﬁsnes The new
orsa horn | am nae | and | ectively,
synaatlgéoan%ﬁl@ﬂ%rrelﬁw Exeitaéaly A@nﬁ % sugh @SrAPiBo; aeids and peptides
n i ) t
el 358 0 prh b B B 15 A S, 4 fives are
ass@crait&ﬁwltrcemtane@qsangchatr@renenmrs pfopegatinigethe seese Dfatnuma They have
A . a |
vo e Bhed SRHEL Ao S L BLLABHRG 4 s Bt connectons
lamiee Il ahdverysr,s lighiptouch sbeaemesTiransteigsiBlignaptpain.  This phenomenon
mt ] r
s ERFRSFSB0R el SR B Gt AL i s corma
innpeuosis neHiarapus esentsation ¢ PREse/edorm SEYETENRAINAbTHIE Lryawtom is often
parﬁE@arﬂ?ﬁ@ﬁé?&n foM difloeiidh %@9&’3% Hﬁ&'&?ﬂ%r fitsPBIYsSto be affected is the
propa atln? e sense of touch. They have no
soles | ef Thist may pei becaese dhe JANg \ansophaxons are particularly

suéé@kf@dlé’%@fab@ﬁc RAROPT BRbefWigFhdtBSath® pain in the feet often describe a

sensation similar to walking on pebbles or broken glass which can greatly restrict mobility.
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lamna I'l, however, |ight touch becones transm ssible
as pain. This phenonenon appears, at least in part, to

Wo%w/@ggmt he synpt om of nechanical all odyn| a ipaTWhh63/088247
nor mal innocuous cutaneous sensation is_perceived as

[0043kver e PBafipheralnnesve yaigboAls? Sabses epaensitisatien (of spinal dorsal hon

ne'bid rfrﬁﬁ'sﬂgséc?f nP“f@Elﬁtta'tlSﬁ; &e‘ééiHéle exBfarity.t h@eﬁtréﬁtsensmzatlon is
areas to fected he sol es of the feet.

charagterisedoic hgsrresenrce %fn‘{!;'ngé‘ﬁs‘lfr@“%ﬁ‘sp‘ﬁ?%“aé'af‘t(l--EB) ‘é(F'P";? a short-
livedUNEP b Mdccdpflydrstimbration résﬁﬂéllntthe hbsdd &Spdéi S¥haptic potentials for

neuropathic pain in the feet often describ
a langgs ieorit Rasnbeary shayniapkgiHipmste %wst@kDoqspafteﬂge(h‘MDN receptors

plag)%%l% |N"fHe°;5}oEé’§% &'cRalrhlsehstidtiont mobility.[0042]
eri pheral nerve injury also causes the sensitisation

[0043F spi nadhergds suidenes of Jeanient sARKriBYlinneef RbiRfaspinal influences in the

deVeRsndrit ahé %uﬂgn%eﬂﬂ'neﬁﬂﬂobﬂl@'Hybéﬂélge@%ﬂtﬂﬂz‘ suprasplnal contribution
sensitization is characterised by presence of

of Rgurerathic fain wag-copfitmesbbr s %rﬁvwlomfp)ewféc AyReigigesia by the

splhél\{%sﬁi&idneé(r |ﬁ£ctﬂ@ﬁbr‘?6f3§ubfﬁs;§ﬁél@|’tb§tiﬂ\ Qﬁlrﬂﬁ%de% ' 'Thbh:ﬁ)lnal pain
i ncrease of post-sy na&hl c.potentials for a lo

transmigsion sysige |§e|.g]¢e§ RethinhipderyAng axsilatory control om the supraspinal

sitdls/ pERIRMry RhaShrairdstdrt robharAlentrdrRRIP edUidY (RYMP! ETHE degree of
the proceSs of central sensitization 0 ﬁ There i s

dewn@rea dhigjtonpcantephis substantiallyifedueas 'nm[uwpagu% PRSI PN the other

haﬁd“ﬁhé‘%é%@éndnﬁ%tfé@htglﬁ)f\ehﬂé&m‘mm ané F(W/I%rﬁ@?iﬁl@ﬁ d6fsal horn neuronal
neurotro eral gesi a. The supraspi na

trar&sw13=“r'?rbl§t'n@'ﬁa%ﬁ w&ew'agaﬁﬂmerﬁlmwwy%onf irmed by the
[0048] eVent EpihaPEorB YaPeANp&HBYAES adteRFied aMY mitfodiiBl BRY activated by

transaction or inactivation of supraspinal sites in
neyAN3HACtiYASIPBIia therprriRtishh aPubsiRnFes, M%@'awngyg%r@ﬂq@ed peptide

(CGRALT sUbRtamck M dHdt gluvanddte, fi€ddedt R6v $i@Npregyndptietetriibals of the
supraspi nal sites, gaartl cul ar | éht he brai nstemrostral

newgRt MHIRBCRATY HeRIERSRIERRINS PRRBNGI@L Ny ofciyatscallcatls and make

thehnfpr&ﬂdcer )éro:mnérhﬁ{awrs; &H&ﬁﬁéﬁltwrﬁ’dri Yndye dUER? indrease the neuronal
ani nal ot her hand, the descend Y‘g
kines on

exqtgglflqy, t §Pﬂbﬁst§??)’é%§ aPF’o’Hi“PH'@ M6 a§?)|9581'" fagneaienh §
activatisroBAd glia aR8 MetForexpredsnRcepdaafor dhdraWTI@ peri-spinal mjectlon of

a8 e PO A Biog B g Folhes alodmia an

hypR¢algesih 6 REveralramabl atddelsat | Dhe i fact hﬁatp@stabhafeﬂ allodynia and
Subst ances, such as . calcito | at ed

YRR Sl RS SPH i PI OTRELET r O i GrIAdgr il aupports the

corftisoninat tHésé @llm mat?mwérletlh&ﬂwmhé nwhlhttehaw ra|}§ vt/dfllleTs the initial
eri pher a vate glial. ce
IR ik SRR LGBkl G5 E5PoRIaNES s refymodel o
neurBpathi¢rpdie Indugéd ©9$Cllatlh Qeﬂeuhmrﬁha&m (éoﬁmbl mfleynma@hh neuropathy,
strocytes and mi ja can. ase
SN trgh 6o B et BRRGT PE MfBid ol CliRp RS Ihibited Tow
thréshoRP infechahical bh@dymaThampeymlnépJvﬁlalaUlI(etheCéttewmatB‘ established SIN-
at ory cyt okj ne funct . .
inditeel R Rap st DL Rt latns 1 h ey Sangithns with a crucial
rolée?/relgidrogmll gells imihitiating, Tl’afhérahhgtmahtaﬁﬁrﬁgibhhsm pain responses.
al L odyni a esi a_can be.reverse
Q“ﬁ?%aﬁ' r‘i"freﬁ 51@955?@%?%6%? Sl @‘988@%?2"9 gsfjgeytic activation
matkens linial et rhoddl dsfhmaeo@thlalpam @leaionstrated that\/f)émﬂﬂsralnnerve injury
mai nt gnanc t he | itial, i ndngt' on

indpeks, B cSHrn daie Tl Pl el et cEgs e g ation using

mRNA for call madde lexpfession. The delayed but sustained expression of mMRNA coding

for glial fibrillary acidic protein (GFAP) was considered to implicate astrocytes in the
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neur opat hi ¢ pain i nduced by sciatic nerve inflammtion
(sciatic inflammatory neuropathy, SIN) that

wo'Bohsye)i ne, a selective inhibitor of m croglplcquSQ@jsyooszﬂ
activation, inhibited | ow threshold nmechanic

maigfanaagmiphase/oh Berpistent daihstatast dt bas a@%ﬁeﬁyl@ted that glial activation

fordd, AKHAASMInY the B4 senQBor@Venbitter Y ofdifal has
coﬁgi‘m%ﬁ% The dat agvvt'erge cgl\réa st ent Wltf? a éruc?ﬁq' injury has
healed.e for microglial cells in initiating, rather than

[0045Ri Nt ai Qbé@fl@!&@%@ﬁﬁ%&%ﬁhl&%ﬁﬂ?@&%le QitANké RO of the invention
real - nmeasurenent of spinal mcroglial

and
include e yloloUEasix NGH: HaRENs his B 7 dlebiftaliog @porder that involves
attdeRs 0P E@\t/é?é GaRfinthe QQ@QM@QRS@O trERire 896 a8 hﬁééﬁlnﬁﬁﬁé{ﬁalgla) Often

I Nj Ufé{ln uces an ear| %/Slna mcroglla activation

thegenigtlittjer @icraieain fstwassyatiackactne iatesindidierpftaskparg ferred to one of
the CdrinalBMhdee v €249 Q?rSV/Qn ng_ﬁh%&ﬂr@ymth@%kﬁ Wbaédl@ﬂled trlgger zone

expression of nNRNA coding for gl al | ary aci di

suffigest to gvokerAP) atiagk. d aﬁsqﬂu%aS@daPraﬁarﬁﬁpl Qeataéswtia@ewbénechamcal

dlsi?ﬂlotnhﬁ'?ﬁé Eﬁ@ﬁ%ofﬁh@%@n@frogﬁbﬁhébi%msté}ﬁ' leﬁ&éﬂn%ﬁon hiay be seen
been postul ated that glial activation could be

thée
at taemmpgessm@te NENYR BPAPTRSSIPRATATHAR aDeFiant blapd ¥gese! Is one of the

mofd ¢hmbR®a@dsgi nal i njury has heal ed. [0045] Speci f| C
[004&/ pes of neuropathic pal n treatable with the netho

t he ARYBAE iXAMPIR|QhdeeurpRatlisu P eepditiofy ﬂ‘?n(ﬂﬁbet'c neuropathy
DiabbR3!dMRAlcausdy & Ién‘gtrﬁdgﬁéﬂdbhi @dr@ﬁhtﬁ*} ﬁﬁéﬂ'ﬁrﬁg tHa@the longest axons in

i nvol ves attacks of severe pain in facial area
the (perigherabnerve ate mssta@l@qra@e}n%&ﬁntﬁéem Bifatgral eyrpipg pain in the toes

and F&"t th§nt‘téthE|s%n§6ryr1@sﬁi}f§ fevBslk Weereatbd f;b*"alf‘ussen-EIthFI|t)(~I (with or without
ht eni ng ke attacks are referred to one of t

decd%ﬁ‘sr?ﬁ‘tte%se("?'.?"'tY)VZ or V3). Light touching of the

004131<I n i nPalyﬁéuraabth?%fFe&ﬂswomaﬁlysw -bo%est élpdlﬁuéftliﬁpétiénts and is
di sease appears_to he associated with

then@eﬁamrerapn dram &f tneyrPrathy: hRiabstic polypRuroppthy rnGoaIRASSes several

nedr@@éthko dyR8roied nﬁdterfhe Denase! icBmbidin ﬁa)dlélﬁl s§@imaéfrical sensory
conpr essi on_ Si Nerve co ress

polm?éma%'ev (900 Ueswai slgicatsssy {%Wﬁﬁfaf'on that can lead

to Sﬁhbﬁl%ﬁon (4 BdinfiN fidnRtic &%@mﬂaﬂww(PmﬁyﬂWt& hidl Fates of patient
dition is diahetic neuropat

mofiae &M, MesTalh. qEAs AT SSRGS PoBa Al gVEReTi: FRntrol and

durafi6r0 ©6 HiaB%R8S MAcrobasuia digduseaduchedsy ByprensioR | hyperfipidaemia and
vul nerabl e Pat | ents Fort bil ateral burning pain in

smpiRg pERealsq idepeRdent BsfolaCiorSt i ve sensory testi ng

[004g]eveal STHE Preatsrdeate oS PDSI Bi 1-20%, (e t/hrla!fonvvleflémmg the different
ed . touch sen |b||lty) eur.

rea 0 47
Cri§Y BREL oD SOr 0 WES LAY G0k Pipg 1 cisbeti
patwhtlb inthé E@rdﬁé&h m@tbm’éﬂ(E@RUDMB)WUﬁmaVéIytudpldababp@d neuropathic

neur o enconpasses sever e
SyERJRHP GHEE 20y SRS R o PR eE Pt By T Prqpgon of diabetic
patEBRsSsUffer ﬂe?wyri[%wmtzlwm( DS|P) The mai E clini cal

atures, o t ulgceratiaon that can

[oo4 ﬁput at | B‘ﬁ pﬁW&fpﬂé'ﬁmF 8?56’%?? eﬁéﬁ SB%‘{%S?rTﬁﬁﬁl) irhifg, *pins and
neadixl] nandimatihigghshoating (e Pt Ieletttncrmsttuodj torampihg, aching, contact

deternm.n ar.e C
BT FRHOR T 4 1 ORI SO SO LR HETHNge walking
as Beibh basefbytpeT pebibtesoor, sdajdirey sarl. dh‘&me maynok only mild symptoms in the
toes while other patients may have continuous pain involving both legs and extending to
the upper limbs.



snoki ng are al so i ndependent risk factors. [0048] The
preval ence rate of PDNis 7-20% the variation
wonedd@gdorng the different criteria used to dep#RS2008/008247
neuropathic pain. It was found that nearly 25% of type
[0059] i abefrh% %&N. asgosiated (with B\§FoeAssorialedt wih a rapid” increase of
ungl&A2RPE & ﬂ?ﬁ{s' Withis WeeKs d?H%'IQéH%dtonﬁéi§|§%¥ Bhﬁnng pain in the
synptons o year period. It can concl uded
|°W€hé'f“b§ mamesthe@@@r ancbra"@ciyrwn aﬁétad\%&tm@n%cgmlen of symptoms.
Deﬁk@ﬁbﬂ%‘ﬁﬁ%@&@it&s"@b@ht Idd34Rky B8 fuP FenBHNY 138$ iPBREN mild or
describ I'n various terns as burning, "pins and
ab&e@éanééhere|aaﬁ@prra9ﬁonglgn§hd%ﬁqrwtmlp @i pay|alsa present acutely in the
£ 1 gensitivity
corﬁ%ﬁl%gdoﬁlr a n‘?&gg%c?ﬁ t%@EI W Sonme patients
[0052¢k per i eﬁ@&t wmekc M‘QUBPJQ'Bé'ﬁ r?gcmplt,cﬁb@% ohshipgles| and isr an example of
hov§ %ﬁll%&%rﬁ@éﬁdleaa_ beps n”QHmBI%s ‘P@élﬁl’ts Hohfla® YEMIaABR of fhet Wetpes zoster

t oes | e ot her patl ent s nay have conti nuous pa in
virysrtpa\ t\akﬁ‘g up desidensgsin Ahrl dessakieat aenalignafter ashickenpox infection. The

shlhélﬂﬁ%rdpﬁgﬁ%ng 68 &Ws@?sq Bt F8IRA %t&rﬂ%M§(sP§§&% 3? ffdre spinal

a rapid I ncrease unpl easant sensory
neryes.hihe Blisders. hephiin tlrr@a@yt the paipgnay eARtinye: rﬁ"ﬁ@yrﬂ%.m aj particularly
promiiserit %‘ﬁﬁre' i PoRtheRddtRGRUPAgih aﬁhl@%ﬁb@)ﬁ@ﬁ%?'b@ Mﬂb§éht @ven with loss
noct urnal exacerbation of synptoms. Depression and
of Grfiber ipneryationefita;ePIdgERiISnay al so occur. Sensory | oss

[005K£ of t e@tﬁ@rl EorifitichBSEMintérast drer&atment "PQ:Il!Hét PEriSHERAIS neuropathy,
uropathic pain nmay also present acutely in the

netggﬁ@t@;@tpadn appsiated waéﬁl‘llgplg Salerasis, pp?moahprpp R, RpBEfram certain

carﬁlél@g @Rl $he KKQ051] Post herpetic neuralgia is a
I'ication of shingles and is an exanple of how a

[0053h{ act | BRCeERe INoBRIN TR NYRARS C%P%moagor@eamth% Sybigehsagyaluation, by

serffivity & 1088h, Qtc.t RRInE MRRI2IZASS fifd Yded |H3qdahﬁttat|6r@5f9§alﬁ P Spontaneous
residence in the dorsal root ganglion after a

fook ifting ehp@w WihFgE nanimatmedplR ghakProvidsa behavigndleeasure of pain.
Altérhatild Fle@Egret Nt orfgel _Pﬁﬁélhhﬁvdi\% R Gé@(o?ﬁ)cemlaloﬁﬁrk:&rs of increased

nor e sglnal nerves. e blisters hg in time,

netﬂgpﬂ \}' Ye HHEFES. eXRF?%Wrﬁféh? immediajg early %ﬁr]eypro%leln c—F?os in the
dor@émﬂrﬁ%ﬂd b&ebps BtHel nins rbarapeitds) idanerdmpr. Stlisanimal functional

al | od r t eve th |.oss of fiber
magRl: E3PRATPeIMa0iT é"ﬂ%@ %wbmqmwsf af?maﬁb 'Y§ giggsures. An
exdMhplk Ngfes %w \ﬁnﬂ{dréwaahw ilnnﬁidédl% \Wlﬂ’i it SN model is described by

(o oBE g AR Ao, PRLD R0 2588 TBlTOHL I Cpectaty

incERPRFARES by PeTerehbe fdritéaohirldeWs phinRealyeRSAethedpai n in
humans can be nonitored by the subject's evaluation,

by sensitivity to touch, etc. Aninmal nodels al so flnd
use in quantComaburbs POR maemmeﬁw@nmwopmmoom ifting

paw w t hdrawal in ani nal vi de
10058, o EamAauad s e b ek, 45% TBRich feudhaye the structure
of forrg@amg pai n i nvol ve the use of cellular markers of
i ncreased neuronal activity. Increased expression of
the imedi ate early gene protein, c-Fos, in the dorsa
horn (and perhaps other nore rostral sites) is an
exanple. Small-animal functiona

10



magneti c resonance imaging (fVMRI) and/or PET inmaging
of fer alternative neasures. An exanple of a
woRaWHkdoRdr anal nmethod in rodents with the SNpcHaEedosiodsr47
descri bed by LaBuda and Little (2005) J Neurosci
Met hods. 144:175-181 , Rerein_specifi
i ncor porated by referefce f4orot eachi|hgs of||pain
anal ysi s net hods. COVPQUNES FOR TREATMENT
NEURCPATHI C PA
met hods of t [

RUseXi n t he
t he strudQutt of
formul a | wherlegi i s independently
selected fro ogen &R%m or a Cl- C4al kyl group,
R3 and R4 axg hydrogen atonms or together form
anot her chen1ca| bond, each X is independently
sel ected froma hydroxyl group, a halogen atom a
Cl- C4Sl Kyl group or a Cl-Cal kOXy group, or when two X
groups are al kyl or al koxy §roups, they may be

com&etneébdmwfm Rhsfrweﬁbadém%eww florh @ dirdddne4tém or a C,-

Caaligl 1oy, B ant B5are 52 WEradsD APBNEL Foelen o AAteRT gegical bond,

eacht R8s qadébé}ﬁldént@r 8élBcted frdin td"ﬁy&oﬁyﬂsgrbu@na Hald2f] atom, a C,-C,alkyl
| east one of Rl and

Prefer ab,%( ﬁ&? héﬁ
grou p A CverAk XY Gy InrWheRdwRe %srqsafsaaﬁa afiyl g ﬂ’QPW&gBTw they may
be catirRoted tbg¥iRel to Fored 8Fing) ahdBisardnBdet Adran toaget her f or m

a chem cal bond. Such co ounds gaw ng an ynsat

[005%), g myh%@arbﬁxylgowbmﬁ e o fhe t—qqs loin ::ié? @romatlc ring.

Pref&@@?lh&éﬁb@ig@?*dﬂpﬂs irﬁthé ZQSOSaloﬁnd each X, which may be
rent, el ected from hal ogen,

he sane
10058) ey opliably At oA cnpr AR b B 5 7 L5Gio0RE e e preferably.
both@tgggmaﬁdr@y@mmsmre preferably nis 2 and

both X ed fr Xy,. especial ly when
100560; 1 x BeEerABYn &y onq OBSGRRN HAPEPEY (12 y3 pFATEEFlefond.  Such
con§suunas Rdviag awneutluaatéda bond may been the folre of B\or @t dedmetisc isomers.

[oosﬁ 3- (3, BreferaRl b, hros PR pagh & Mhishomav he U 57599 QR dlfferent, is
selédtedifrbsh Hdldgem, ICa<3,, alkyiNo) C;{0jalkbier Prefdrabliy Deistselddied from halogen

and B Rk n MRS ATPIECA 1 2. ADEhPOl, KoaTe, FRIRcteg i GayCeatkony,

espetiaflylivhieh boincX ard mefiQR).. [0060] Particul arly pr ef err ed

[005 lolrrg)ourégé)'%fcg r'&fﬁ’%&%gﬁﬂ’a‘\éggﬁ op fr° elg (Fof?s use in tge mventvon is 2-
[[3- (mﬂdwﬁahbi@héﬁylmbhy -2-propenyl]amino]benzoic acid (tranilast, TNL). In other

embBI8RY) ik Bl 4 SLATLARKESE SR (S pangapgemvaniic
acid(3- HA?-) [diédblini- a{ﬁﬂ (PA) pin goiyblinid acid (QA).
- - 2- gropen
10060{' 5" ¢ PaRRFRAfH BAYr T L SHEGIrgs Ts6fiL e Anentipn e thpge offormuia
(nacid; -[[3-(3-ethylphenyl)-1
- 0X0- 2- propenyl ] am no] ben20|
[[g (4- et hyl phenél ) -
aci

aci d;
-pLropenyl ] am no] benzoi c

an

Examples of compounds of formula (Il) include
11



-[[3-(2- propyl phenyl) - 1- oxo- 2- propenyl ] am no] benzoi c
aci d;
W()rz[069300éﬁ)7pf opyl phenyl) - 1- oxo- 2- propeny| ] am nolpegnznies/008247

2- [L3[‘([23m?tﬁ?y IBhe bREerZrAroReyHBMNOREBRINACIdani no] benzoi ¢

zgdneth yl henyl) -1-0x0-2- propenyl]amnno]benzmc acid;
2- [@

dr oxypheny X0- 2~ ro eny| ] am no] benzoi c
Sy Phn B e mir18a-a88 Hid 2

2- [rs Cétﬁylﬂﬁé?\gﬁnvb)loazﬂp%ﬁéh@n@ﬁinﬁlb@ﬁt&c acid;
2- g toyipnenyh TER-5 popenyliammolbenbsis geny! 1ani no] benzoi ¢
2- [[3[-([4361ﬁ)3pl‘féﬂyi)fﬁ&tbaﬂblrdpehy%ﬁmBmh@cﬂ@ayb] am no] benzoi ¢
2-[[3r RPreayehany Do PierenylaminoloeBsRie 8Fifan no] benzoi ¢

3Cbropylphenyl) 1- oxo -2- propenyl]amlno]benzmc acid,
2- [gzixoorgpylphén?/lr)q oxon¥ pz‘openy ammo reggmc gc'ljam no] benzoi
2-[13LRhyidroxybheriypPhexy R )prdpehyarinelszpesiy lac@im no] benzoi c
2- [L3['([3§’y(j§°’WPU‘?ﬂy8p118¥8/?)prﬁpWHa'?'”ﬁm?Bé?f{]‘lafgm no] benzoi ¢
2-[@c@chiydrdxyghérii)t1 bx@rzqnb@myl]émﬂno]benzouc acid;

|
2- [[3[ {ﬁscr%ozgélﬁ)%wﬁy%%n%or pe”éﬂﬁ%“@o%?aﬁ%ﬁﬁf'jjam no] benzoi ¢
2- [5300300hlorbbl$er{y3 1bémmm?®@ﬁblﬂarﬂmo]benzonc acid;

2- [[:3%{45‘3’%9[8 &R/n} p%%gﬁ?f"'yﬁle%@ﬁﬁ'fam no] benzoi ¢

2- [E@C Cﬂuorophenyl) 1 -0X0-2- prﬁpenyl]amlno]benzmc acid,
2- [@I- fgéwrcap%enyl oxoy-gro%gxwfammc%enzm acn? enyl ] am noJ benz

2- [fi@&fdo%medylymtdxow;sm@wlpanﬁnqb@nﬁqwmeny| ] ami no] benz
2- [%[({%§r?@°ﬁh%“yll?e1c RSk g RIRRNYiianinglasnsois AGideny | | ani no] benz

2-[[B-@-Br6mdphenyl)-1-oxo-2-propenyljJamino]benzoic acid;

2- [{3[ ([4%§>ﬁwphenyrse‘} g}(/o Bhperg;y r?yl]%m%)é?benzgl nyI ] am noJ benzo
2- [f%dzai-ﬂﬁndhakypﬂériwﬁpbmylp)reﬂenyb}mmo]heopanpb]dam no] benzo
2- [t ({31'?{: g@eﬁh%yﬂmr’%)rbR)é%;Tp)roplengu%m@o&egﬁglﬁ?ﬂdam no] benzo

2-[{3s(2a4 tighethoxyphenyl)-1-oxo-2-propenyllamino]benzoic acid;

2- [[3[ Zes:{ﬁée:?hy%heetn%)ﬁygx oo )()lrgpenyl axn%ng]bg € Qé{ll ] ami no] benzo
2-[iF 13%(1&éhﬂpmhbmymﬁpfdpebylmnd]bpnmBMU] am no] benzo
2- [taf([zgf"Teﬁhydﬁ’réwgxy?ﬁ?e%ympefy% '%'n%]bﬁn%oﬁ raff/'?] am no] benzo

2- [[%(Zasdléthoxyphenyl) -1-ox0-2-propenyllamino}benzoic acid;
2B BB SR SRE BrdrknddRopeRifpEEY! 1 am nol benz
2-[f3- {234-(1iathfbxylprmmpdxgomqmp;dgenw]muoe]bepzmemsii ] am no] benz

2- ﬂ(%é'ﬁr%oﬁ% egﬁp)xy 3peTy|])am|n%]benz()oF5<:e%§)F] am no] benz

2-[[8-@,4dipchpoxyphenyl)-1-oxo- 2 -propenyl]lamino]benzoic acid,

2[[:3[([3 |pro3ﬁo?grﬁieg>§hﬂ drlﬁ{ay%-}) oégﬂﬁ%r@n@wﬂfd“é’&l.&m no] benzoi

2-[f3e(2cB-dieprytghenyl) Fmpfﬂapltwmm]amlmdbmzom acid;
2 [[i{g - é%thfy (?%'eﬁ |FD]f E%]Bﬁi‘oif oéﬁr;yg]amincgb%{\zoic acid;

2-[[3-(23- @l@trwlpdﬁpvlmwxmaenmp)enmamm]Qermomoa.a@| ] ani no] benzo
2- [E’C‘lzaghgéwxlphen“ﬂyﬁx hzeﬁrolga?nyi]a&%o]genpzp Ic?paecﬁi/l ] am no] benz

oi ¢ aci d;

2-[[3-(2,4-dipropy|phenyl) 1 oxo-2-propeny|]an1no]benz
oi ¢ aci d;

2-[[ 3-(2- met hoxy- 3- et hyl phenyl ) - 1- oxo- 2- propenyl ] ani n
0] benzoi ¢ aci d;



2-[[3-(3- net hoxy- 4- net hyl phenyl ) - 1- oxo- 2- propenyl ] am n
o] benzoi ¢ aci d;

wO020ddl0dsdez- Met hoxy 3- met hyl phenyl ) - 1- oxo- 2- pr opefishegiots247
0] benzoi c aci d;

2-[B-@4dipropyishray 1 pxaed-prpppmdiainalaenseis. atidir openyl ] ani n
2- [%1- 941& Pd‘px@‘lﬁbﬁil) -1-0%0 h% propenyl]amlno]benzmc aC|d

or op yl')-1-oxo- ropedyl]amn
2- [B]- e'ﬁQ p¥y- Q@pqhylphenyl) 1-oxo 2 propenyl]amlno]benzmc aci

21 ‘%L'ﬁe‘é‘gxmlmwpﬁemL%Q@Efﬂwéényi}arﬁmeyb%n%.@raeray| ] ani n

2-[[3- @ngét?\lggyrg%ﬁwptaerwrbpwﬁmﬁwgnyﬂarawelbznﬁ?'eﬁéwy| ] anin

2- [fz?l erﬂét‘ﬁb?y @Q'hé{hylphenyl) 1- oxo -2- propenyllamlno]benzmc acid:
t hoxy- 4-chl or 0X0- 2 ropenyl ]amn
2-Br erng péy atgh[prophenyl) -1- oxo 2 propenyl]amlno]benzmc acid;

2- [%—j;hﬁet@mgxﬁﬁlch%a(pr%nwgLWﬂB?Jb%h}I]ahﬁd]Beﬂzd% qagny! | am

2-[8- ffgg‘f‘gkﬁétﬁwwflﬁwwr@S@y%rﬁé?WﬂyﬂaIn'6&185'22%? 8¢gdnyl ] ani

2 brﬁ%@kﬁ4%|o%phenﬁl) -1-0x0-2- ﬁropen llamino]benzoic acid;
net hoxy ydr oxy 3’ - 0X0- 2- pr. openyl ] am
2-[ U@ﬂt 8xY:3dwHepxyphenyl)-1- oxo 2 propenyl]amlno]benzmc acid;

2- [?5 Lr%et%xmlﬂyemﬂhé}wﬂéy@b@wﬂe}wqarﬁmerb%n%.@ae.ayI ] ani

2 ua:i B g 3 Y PRI N2 P CREnYRSTIOIEBRIA AP o]

Zrﬁél‘l’noi?g‘/lhdwydrox%/%henyl) 1-oxo 2- propenyl]amlno]benzmc acid;
trinme | enephenyl’) - 1- 0XQ- ropenyl ] am no]

zdotr@eaaylwepz\em" 1oxorR- H@PEW']@M o ) -

@nﬁt@;ﬂ@rﬁéﬂh]eﬁﬂ) F!QJXBBZJE }%hﬁ'no]Bé&mc acid;
o [!%gr& - et hyl enedi oxy eny I

1-
BV IReHIOXy DY) OB Bl Iy pPERErE st vt |
2- [??(‘Wéﬂh?leﬁédlf)?fﬁﬁéh?l)h Ldxb-4- propuﬁyq]ahnnd]laworwm.l on is

[[3-(3, 4-di met hoxyphenyl) - 1- oxo- 2- propenyl ] am no] benzo
[006'1]3 aci da( garrﬁduérﬁﬁ;trefeﬁub)con{p@ﬂﬁabf fosmuragd) fae ek h thiehevention is 2-

refers to ]ine or . branche
1343 trbneth e ent-H X Progeny lag sl erisi Ao Grapast, TNL).
[oosxanpl eﬁsoﬁséwcﬁbr@frpum’e itéved Uats-cpRikhy | refédshitd , linear or branched

hyqu&[fb%tcypllngﬁ’gqyg@/ 1 Agonﬂggqtjgmrazq?rﬁs b?l%.%arrt\rg?%of such groups include
mett@?‘E@M' rkgropil; |sb§foﬁblyﬁ nibutylj segaduty@and Ite?r[lbbl@d

S N T N,

hydtbdﬁbfbon blﬁé]ﬂ@ﬁwmg blibelrk}drb@*ndtohutaiﬂl dHeyor. twotorble ends. Examples
her ei refegs to hydroxy

of SrB e reIndisd HrdaSiPeR PEaY 08 SHiRtHEd o kyi
[0068] OUpS ha\Uséd hkrdin, tﬁectelfnb&m Clakoxy" Fetens|ib eydaixy elps substituted

wit B0, Brarsbe it es bafea i B HgnaioRe. Eeampes of sueh

grops endiudd Rreetticxy metHoxl ogendpoxy, isbplopoxy, ed-butdxy,osdd-butoxy and tert-
chl oro or brono atons. [0066] Suitable
b”tBi%lr maceutically acceptable salts include, but are not
[0065] M t ed A sed hktein,ahe pdrar Mmageht oreihblp” aefemsptodlubeo, chloro or bromo
i norgani ¢ acids such as hydrochloric, sul phuric,
atoHﬁosphori C, nitric, carbonic, boric, sulfamc, and

[006BY dr obr Suitablephasmacsutisallyt acazptabiissate éidudealbuy are not limited to,
abl e o ni ¢_aci such_as acetic, propipni . ,
saifC 56 Bhafhfeehlict Sedblatie Mlats i plcn BiRidfRberic, suphuric,

phospheiic,, mindsrlcerbdna:ct barjc, rraolfarmcglamomydroblo&mmmamds or salts of
SUCCI oxal i,c wca&e# than suI honi.c,

phﬁrg]aﬁsﬁ é‘?ﬂY Fﬁ%?ﬁ)tgble fie d¢] s gg? PR 8n|c butyric, tartaric,



sul phanilic, aspartic, glutamc, edetic, stearic,

palmtic, oleic, lauric, pantothenic, tannic, ascorbic
Woam@b/()()aégerl ¢ aci ds. [0067] Base salts includepchuis:vs®os247

not limted to, those formed with pharmaceutically
malgice dyydegsymalein, |f@mgnc,smg|¢|ca§ltg@dlragtm npRiesgueanic, benzoic, succinic,
oxa'lli:t Br lacefit Cf OOGs?IBﬁéﬁIHWOIMQUIEHSHléngenzenesulphonlc salicyclic

ni um Basic nitrogen-containi ng groups
SU'FPhii,ﬂ"@e agRRite, egluaguel edetip, stearic, dg?érntt@, aleiq, dawic, @pw)r(hemc tannic,
met hyl, ethyl, propyl, and butyl
ascgﬁ%l%rgﬁd yae cgar\%%s des and i odi des di al kyI sul fates like
[006T net hyBa%méia'téﬂ ingluge, byt preanaQt; limitied totthesssformpedsdh pharmaceutically
acc@BfQB%”E%ﬁan L.fcﬂrdé‘-go%lu(rﬁ)péfé’%ldrnqtﬁluﬂ?\hﬁl%ﬁ?% Oﬁ@%ﬂu)h ammonium
accept abl'e 'salts are known and bé prepare
anchglkHamsooidwn in the art, see US 3 940, 422 t he
[0065]0nt ent g9k f’\WFH fl CIQE'\%\;\I}IW@F&%%W bQQ{L@'rtErr@éd \ﬁltrt‘ such agents as

r'ef erence. al so be recogni se sone
Iowgbﬁligﬂmge $uch gp mﬁtgylﬁtpylnar}q)pplogg@ggtybam@ﬁr bremides and iodides;
diaf?ﬂ%ﬁf&és%ﬂé‘ difeinyl BRE %lﬁé%ﬁﬁ sGﬁﬁébérﬁj &he@Xi sting in nore

an one stereoisoneric form The invention thus al so
[0069k| at esCP@PébmﬁfoeﬁﬁgmUH‘ dLBad dheir ahasmwtéca"gowéﬁpt@ble salts are
kndw?f dRcPthaf BE 3pdied By AARBER KrioWnGR e &3, 28-US 8/dBI4P the contents
t han abolUt 90% ee, such as about 95% or 97% ee or
of Vd?'@h@'@r'“@%ﬁ?faw}d%@n bygefgEgnceas mi xtures, including

[po76ppcem CIt %H‘BBB% recb§hised tha@@@ﬂe'&mﬁd%i&/f&?ﬁlula (I) may possess
prepared sf%rmet ric synthesis, for exanple using

asysHnetsr Cpﬂthﬁ argttherefose 0998‘% iof existing<iBIMAre dhan prroStefeoisomeric

fonW trih@UkventiBh Em&%w RoIRES 86 BdmbEUHRRLIA §Ub§t9nt?ar]¥ pAREisomeric form at
heory or nod action, the conpounds_of fornula

1)
on%\%mr%pswaetrncw@nﬁﬁﬁ egalareatar thap sheutiAe%. eea such as S anolt 95% or

7"}9%@6&%5%} Mwaﬂrgg‘%%éegs %m@Uﬂthu@és Hlfﬁ.:dlrﬁ%%hﬁmnﬂ)&ures thereof.
known by either of the chem cal nanes

Suclhl MRS YRR REMPyERaratht aﬁym;n@trg,cpﬂ'\twsns for example using chiral
mte?m[eﬁr%tés?’or‘lbﬁbﬁﬁ%'i RwWBBENY! ) - 1- 0Xx0- 2-

penyl ] am no] benzoi ¢ acid and may al so be referred

[°°7€b as THéheutlgpitingsithe presgpt ipuention; to; anyarfathegyy phEmode of action,
the CéBpRpdimls f A rBihiAa Qﬂ)sé'l‘y&lgi’y ABEv D Enti-Bferbicagtinpiumds. A particularly

Ri zaben. The structure
preferr{esi QP’BIFP‘?Pé‘Ph‘ENPENﬂYF‘d}‘\'BS}I'? kawR Ry rfithe of dhg cpgmical names N-[3,4-
dmféﬂflix%lﬁﬁar’ﬁé\}lpﬂﬁthlfaﬂﬂlzz] Heed rret@bol i - {:‘{31 3dafmwrob<y|srﬁsnyl) 1-0x0-2-

ounds. of fornul a % formu

and
Pf°Bﬁ’é¥'HﬁE 'P‘?QZQM w%@ee;m% S0 fegefmﬁweﬁ )ffew'aatl sotilpfurther, it is
kndw&eﬁly th:é &féﬁilé@{l%m?ﬂh mM7mpémby frer tegge r;irﬁ% R@a@tanl The structure
an SIC rea | ME. e odl nents
of N33 GaaeGpryeingam o Bt an it aud tsocr?@&ﬁ%e'a V't he

i nvention allow the use of a ef dose of a second
drug than woul d ord|n3rlly b [0073] In sone
¢l of the invention

and i ncl ude

H%ﬂl yt her apy. Exanpl es
C pain are

|
m)no hera, adj unct therapy ang
tandegrds of Care for neuropd

CH3§| sclose¢d in Cinical
OCH;,

[0072] The metabolites, derivatives and compounds of formula (1), formula (Il) or
pharmaceutically acceptable saits thereof may also be used in conjunction with another

14



Journal of Pain; Volume 5(3), April 2004, dinical
Characteristics and Econom c Costs of Patients with
woRabdrfoydesNeur opat hi c Di sorders. Integrative Olpcr/us2008/008247
conbi nation treatnment options are also provided in
therpyufos exempleoan @ralgshie, treatmeeiniegieboln ReReemMeaskipenisdthe use of
Traﬂflasrt l3e otHEY%BHgBUn&H Bf ﬁ@%%rﬁubﬁ raﬁgw'tﬂe ©88lo¥ %%W@lndcﬂet 5 a second
topi cal agents, regional anesthetics, stimulation
drubéW@Wéloéﬂwaﬂlbh?slﬁ%l rehabilitation measures,
[0078P! At! VR, I SEHIES of fHeliReriBn At ﬁ&ﬁaew m&hvéﬁt%haﬂ combined

a conbi nati on thereof ugs usef ul

witle On®ioh 10" Stanserdsyg! GArRHot @atﬂmmﬁm%m@fpatmestanég@stof Care for
treétfﬂéeﬁ‘édreﬂathi‘ac‘: MACarkr kﬁ(ﬁ@ | SnP NP FRPR AT Sy, t therapy and

esi ¢ actlons attributable to noradr nalin
polﬁhgragnr &o@mpleSrCétﬁn pefderrader, ngyrerathinpRn %rﬁrtm&qwg in Clinical

Jo@ﬁ%%@'ﬁ’yl Q/did r}fié %’L E&B il Wcﬁuﬁﬁ)ﬁ(%ﬁéraéﬁhé{%%ﬁﬁé&%mlc Costs of

i um channe
Patisstowith Painfid Neurepathic fisqrderst drtegrative o1 eembipatiek tieatment options

- t f i@
o SRS it LIRS, B i o s o
inventigni prec adminisieeads dn &qlwpﬁowtmgoplﬁalaa%ﬁﬁ cegienal aaresthetics,
stinfuf-i% tidrl B§§e4 tﬂé‘?aﬂyheﬂ Qbéal %ﬁmf‘dﬁt)h Mme&dlrés, 2at|8tVelprocedures, drug

unit vol tage-g cal ci um channel ant’ agoni st, has
themb@tavmr@dh@apy @aeyoa@maﬁ@m thersef. Pregabalin is a

[po78Rbapenpijysan felgh'\ec%f)ﬂaﬁo@'tﬁ'@réﬂf W’tﬁcth%nbcﬁﬂ'%odﬂdgh@fr the present

cal ci unthannel affinity and better bioavail
inverligndnglédestricudiccantigeprehgants. hose \aealaesicActions Biay bE attributable to

nor@&r%lngﬁrﬁé Ghd Sefkdhin Trreﬁﬂﬁﬂé’l blbéka%eweﬁbsmﬂﬁéﬂy derﬂ'mtcﬁ‘\ descendlng

~'m xed serotoni n-noradrenaline reuptake inhibitor
inhibgioas fNMPAY &egaptarh @ntagerisfre rando SompN-chaRael |béml,<a¢¢}e he mixed

ser%ﬁﬂhoﬁi@r’%ﬁ@u@e%pﬁwmh%@oﬁ QSloheRink NHas! BEeNSdddy |n°tfne treatment of

ain in PDN. psai cin, an i \rlt\n%redl ent of hot

PORe. §ashrsaaniion rashRaRgFAC orviAP CHEATRENL R HDN BRL 1 has significant
ad\fefréé ¥ ki WgNnaEJQWéJndl@é?e%'r fisst ﬁ:fme Hé%ﬁpe@&bé"peﬂﬂﬁnérﬁa-z delta

usefu N CO lon th erapy W t conpoun s of
subunitevritagergates galeiunb ghanried arttagqmsh has ctemqnétrewéeefﬂﬁacy against

PD nEr raBQI %%S’SE-Qﬁ%Sg%I&iNW&A%ﬂ%P%QRQEeNgher calcium-

rvo F Xyphene + 65
chaneebafﬁ@lty @@hgﬂef@@a)@dm ity. fds ARdencs ofstﬁg effegtivemene of opioid

anal HH PBRP qgar%aéémlsoé(mqoc%?ona %%&B&Psé?étomeadrenalme

ycodone + 50 APAP or 10ng oxycodone + 650ng Al
reup@kgo@ahltorghablg estive ixiped ent Qjm a'§19|h,dpﬁa|ne patch 5% has

B: l
be&%h&ﬁﬁ t@r}g% J%'r']’gw 4 5 Qﬁ%h}?;nPquﬁiﬁﬂg?cc‘é?pﬁalcwR% ifgfedient of hot

pengem 5 tanee Bataggnistwhighdaseshopin sone @‘ﬁ@acy in PDN.

mo-,ﬁ?//drocog%}ﬁ I*és6ép”ﬂ\eﬁ|3 Diic Leg&é Qéyf@ﬁQn 19&9blnatlon therapy with
drocodone + 65 AP; Lortab 2.5/50

COFHW*@é@&m%nwerE'eow'mAbut {férfloﬁbi%%@d?a'w%g? 5Omgpropoxyphene

Q. F
© RS0 LR iR D000 e« i

APAd Fqg@ee%tr?efimg SOYPRIIONPAP323ME ARART PTOMY SYCATPae dgg%%% APAP or

ng
7. 5hgig9f%ldtb§§%0§mgswﬁlgér;a zgn?gor&EM%ApApmm&WAp or 10mg

oxYSER *a BEBMEE APAB, | rcpda Aemiadan coBRaoRisatigne + 325mg aspirin;
RoXEMEHRBE! Sfg( BxfbodoRé! OIBREREOPAP; Roxilox, Tylox 5mg oxycodone +

500mg APAP; Lorcet-HD 5mg hydrocodone + 500mg APAP; Lorcet Plus 7.5mg
hydrocodone + 650mg APAP; Lorcet 10/650 10mg hydrocodone + 650mg APAP; Lortab
2.5/500 2.5mg hydrocodone + 500mg APAP; Lortab 5/500; Vicodin 5mg hydrocodone +
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corticosteroids (e.g., dexanethasone, prednisone);
stimul ants (e.g., nethyl phenidate) or a conbination

wol0e@ede7 [0076] Additional exanples of therapeyiiss00s/008247
agents include one or nore opioid agents useful in the

50Qragrp iR i Lantabah 8/5881 HmémoEStThémgrfwémqoéﬁne wthHeGmMg APAP; Lortab
10/t5ﬂ§ebaﬁ'§eh9%ro€6d‘orﬁ°tr 500 @@bAFO vrg&,s}lamer 5rﬁquda@co@aﬂe + 200mg

dr onor phone, gdroc one, oxycodone,

WFDFFWMIQ 3 §@@grﬁﬂdsmen’e3 ema ARAR: rwt«rmtrag grpg trgmapol + 325mg
APRPCBFH ﬁHz’éSmeg' (B'9CPBRRXb R Eﬁhﬁf‘epahﬂnﬁ%mp%é rO@g"i‘rl'ﬂaloperldol)

hi ne; s fen tanyl, pethidine, nethadone,

corpmﬁﬁswsiﬁ%se dexametngreies pf%dﬂ@ﬁ'ﬁhlsff'w'a%ﬁ/(ﬁﬂ pmeﬂylph@ﬁu’ate) ora
corﬁﬁiﬂé’tmﬁrtﬂ@t‘e'&? [0077] Exanpl es of non-opioid anal gesic

agents useful in the conpositions and nethods of the
[0076]hvent i Additienal gyamples of therapguticiagepts dnglyde one or more opioid agents
us é?&l% EEHpSEitiond aﬁ‘ﬁ%éﬁw@&@bﬂﬁ\% ifVentioh, rwmammtda@bﬁ l'al@not limited

NSAI'D) such as a salicylate (including, for exanp
to an®RIines, codsiom| and, thehainenchydsemeshans. s&vﬁwpa?ree oxycodone
oxﬁ“c{r yeSaI d%@brﬁb@ﬁ\d%e MRideétyimiérphing! at e(HeP@B)neS' WiBomorphine,

ate), an aryl al kanoic acid (including,
dipeopanpyl@orriing, of kenzyImeieline of aithc ethiteamRhneis fentanyl pethidine,

meffaRBhE e pr@ﬁ&@?héﬂe eha%ﬂﬁga&ﬁl@ hﬁﬁﬁumﬂﬁns and endomorphlns

sul i ndac, tol ne prof en (|nclud|ng for exanpl e
[0077bupr of Examelgs mfdmhoplplénmjs%ﬁfe Agents sefH dh dhe compositions and

me%ﬁ@%f%@r‘nvelﬁﬁ&@rr@l% butoir‘épﬁ&flf?ﬁltednt@pééﬁﬁﬂmophen a non-steroidal
tS r of en) fenam c acid (including, for exanple
an Iﬂé‘;

@ﬁmﬁw &tng (NFAEotusha?f @ saticvdate (elusinge 4pr example, amoxiprin,

ber(dnﬂa% UdihBfine f AagResiim! %aln@'lafté’x'd?ﬂmlsél ONB%lahHiB, methyl salicylate,
| oxi can‘gC t enoxi cam yrazol i dine derivative

magnegm dsALEYIReh éRaﬁD{'@ka’iﬂ*@nW%u('a@Bﬁ’fég 498 pPRPARIeN ediclofenac,

acéEﬁiféﬁchoéc%mé?Mﬁh%F&erﬂégn%toMcf'lH@érﬂét‘éBﬁ) nabulitfore, sulindac,
i nhi bi tor. (such as val decoxi b, cel ecoxib

tolrpefidca Rrafgn (aclHdipg fon gxpyRie: duptien %éprpfe@oeeé\bﬁer%n flubiprofen,

ketﬁﬁéfénetﬂef@blacaTbx@BFdferdelﬁH;ﬁ&?@msubﬁdféﬁ) Ebsfenamlc acid (including, for
am triptyline, carbamazepi ne, gabapentin

ex%‘ﬂ@@a’ﬂi‘&fﬁ’\?}“"brﬁ% y pleciofenamie g%%‘l")c i"stﬂi‘??aﬁk (mcIudmg for example,
pw&d‘d&hﬁnléﬁlfobdéﬁm Qﬁébﬂsﬁﬁz@&fdx%m)sﬁoﬂﬁbiﬁmm@ déﬁv‘éﬂﬁé M@Acluding, for

or gabapentin), a psychotropic agen
exareRIe. PR LLATRAS @ﬁapyopa&ﬁnwmaﬂg%% %w bé’é%‘?f‘?t sulfinprazone);
a do&t@hhibﬁok§ LigiTas QAlde8okiR TelcrdkioNor RERPKDY, aI6uHl shalgesic (such as
such as cl onidine) and a synthetic dru

idaagop! cMBFGHER | Gk AUCIFPISBr fa 5] SmURENIIte, carbamazepine,

galsdpRafh, 'R reddbRAIiMOAh 8fypRara sﬁbeéisUGh ag®fvhenadrine, cyclobenzaprine,
acet anmi nophen, naproxen, Sti mul ant agents

ScaPOETINe | 1 A RBNe: [15ds SEHPLURbOSAL | BRITGHOPRG. Sgent  (such  as

tetﬁaI‘Wcﬁ*ﬁ@:érﬁ’lléblnﬁl)I LHHE , NNADA aé&pl‘d?t ahta@bhled (6Gch as ketamme) an a2-
amnogmélllne caf f ei ne, i ne xtrijph

adrfeﬂ%rgﬁ I 13998istsy Lpf‘é‘t@,sn ﬁ@}q%ﬂ?ﬁz‘ﬂ?ﬂstaa ym@%’ng drug havmg narcotic

proﬁ@%’béoﬁwﬁh% &anﬁtﬁdoldlrﬁfohhﬂé}hB@dlﬁh@nt e indBlpioid analgesic agent is
met hanphet am ne, net hyl pheni date, dexnet hyl pheni dat e,

aceiamnePhen. N@pEXePani ne, nodafinil. atomoxetine,

[oo7pjﬂen]9|l rrsltumulblnnalgemberyeﬂn anvitie | methodsdand Igorgp_ositions of the invention
rafi ni enyl pr.opanol am .ne, psuedogphedrine, . N

no@irortii A SohoiBTER: o oA os e YAt PEHPhYIine

thebpisHydiink, amphetamlne, benzphetamine, dextroamphetamine, diethylpropion,

mazindol, methamphetamine, methylphenidate, dexmethylphenidate, pemoline,

sibutramine, modafinil, atomoxetine, phendimetrizine, phenteramine, adrafinil,
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[0079] Barbiturate agents useful in the nethods and
conpositions of the invention include, but are not
wd 1009/6080b7t 0, Al | obarbital Al phenal, Anobar bit algr/us2008/008247
Apr obar bi tal, Barbexacl one, Bar bi taI Bral | obarbi tal,
phenyipsepanelamine, RevedasiphadrinezusyieRhHne. apMpBgtagMiny| fitenorex, or a
biRhtdrofedol a2l . Cyclobarbital, Cyclopal,
c° Iﬁal | obar bft aI Febar bamat e, tabarbital, Hexet hal ,
[007919xobar Bptbapratmgﬁ@tga,[sgfql in thewp&‘ugﬂg,apgwomposntlons of the invention
mclV@éhQﬁu?Xél’éa'not '\fﬁﬁl@ﬂl QBeWI'BBQ#B'itEIm AIH@ér?éPb@(n%Ba%ltall Aprobarbital,

bar bi t al Pent obar bi t al Pri m done, Probarb

Barrbnewrr%/ﬁﬁﬂautal Brajrbarkitala Butahaghitah Buialbital, Bughssbital, Butallylonal,
Ogﬁﬁgﬂﬁﬁbaé élf)@érbltacﬁecéf’c??rpdlt%thal@bgm?l@ﬂ' Febaidariaé, Heptabarbital,

I al bar bi hi obar bi t al

Hexathalb ttexpbarbitalaMephebaibitak dvietharmitak Methokexitehr Methylphenobarbital,

NaPébBé{r'bhélt a'Nealba?*bufiall "EPQ%BHEJ&EV' Primidone,  Probarbital, Propallylonal,
phenyl -barbituric acid ( DMVDP

Proaftma:r?ét chegh?ébltah Repgsali Srebutabrbialt ?ﬁeiceb%reﬂ@l Siamestas) Talbutal,
Thlﬁﬁaﬂiltﬁhe{rﬁﬂmﬁé‘lr I?hfo%%fﬂ?taﬁ@tﬁotfu%}bn%ﬂdml@ﬁérﬁal Valofane Vinbarbital,

precursors, derivatives and anal OgS or a combi nati on

V'”Vﬁé?'eof 1 q@U@U]OXm‘ﬁﬁtyhnd§ Sdighenyi-Racpitude  @eidi nv@MMBRB),  1-
moﬁé‘rﬂeﬁ%x%ﬂ@tﬁwpg%aélﬁ%dyma?olﬁﬁéa&‘?d éIVIMmDPB)J%H éﬁéhér@@%ﬁrbnunc acid

descri b tent Nos.
(DRPB)zm¢ tB@QP"eFxU'@QEﬁ ﬂzevatwe@eed ?&@09950'63/&0'59@3“@ %@%95

[008? 591 é@%\-poﬁm&szgmésf‘r?btho%sogf:’{héﬁenﬁoﬁ%Qn ‘Bzancorporated into dosage

forms ssvichzest thase dessoPadrind) i FRIaTAE r?e§4€ba%d $s. 89%n?.536.809;

3, 5@J@f129e4ioom7@@@6ﬂ@5@§ 50595957 & o0 efeﬁns 1120528t 5@173 @az 5,639,476;
dm n| st ere Wlth one or nDre Ot er conpoun

5 3%55%5 33,565 58EAdHPnP 0RO and SRmMB4s | iﬁulaﬁ%ﬂﬁé%ﬂf@ with these

meﬁ%bn'tﬁéraéérﬂndbfhédq%sée”&)rﬁﬁrﬁd@“\ﬁm QRe Oprdseni WRvention may be
ferent Tornmulations via the same or different

coqdgninigterast Wil QD 9 imAre SN FOSPOHRd A Bplackiess Bie cgadministered” is

me8ht iR RdHe ol bRnistFAlion G BHEPd dPne foRRURYBH BF In thBedMferBRbformulations
be adm ni stered together with an agonl stic agent in

via dhg same, ok Sifferert roptesqek égqlgentlgyadrglgwgﬂ?n Hy+the same or different

rouBd Fd)rsé%aﬁﬂlé’rlhé%uB}é@ﬂbg&t%é@bd'aﬁﬁﬂrﬁ@t@?& Qfgefl'feﬁmlth an agonistic
seconds, m nutes, hours or ys between

agef in Arderr 9 PRBRDCH IS RECGRho Ef%/ p°§§“8?“%?€'6‘tﬂ'%?t'°‘TH%§%ea”t a time

diff§Reh6& Bt REMMERYoRSS, ANRMES, HoBFLEr ddys BRYWETIRE admm&il&noﬁu of the two
"ef fective" anount neans an anount necessa east

typpaptmylepdest { Bpse MAleCHIES Mayde ¥kpistased B‘ra’ﬂyom%’ lay the

[oosPSet OAnl"Bﬂééﬁvé BMROREmShAY aﬁranlialn‘t nébéé&ﬂ} Eﬁfeast partly to attain
The anpunt varies dependin

neur opat hi ¢ pai n.
ther desef rgﬁaor%sqrct& deiahaRe RoRELP! (TS REFSIFRRN OF dalicattogether,
nedrbg@thiepair. Mehd memmaﬁeg Hepehdig upti the Cﬂm@alth bﬁd bﬁyswal condition of
ee of Erotectlon desire

thef'%‘?ﬁ'ﬂ!‘%tt? E’?ﬁ tEﬁat éhectﬂ’fﬁ QG FRYP PB'@d%{?é‘ék@n%tre%}Fdft the degree of

prof&dbﬁ&iesﬁéd U@k formulatish of Iﬂw coMp6difioH, thaCdseessmérit dfSthe medical
ect hat t he %ﬁrmunt n.arelati

SRR AELothE AL B s smﬁc?eé%tnam*@u@nwwﬁ%' in a relatively

brobd réfge thal0fidle daémiinas hroyheiottinedtrials €at ment ” o and
r oa

"prophylaxis" is to be conside
1008200t REtignceLtaren POUEABIN bR S S PR Gpnsidered in its
brob&@dt ycdnksd. aTﬁelhd;]rﬁﬁ'treéinfehﬁaddﬁé it hécés@éﬁyllﬁ@mm}é subject is
tregﬁ%tunflh ¥ail regorv%Py ySlmlllarly d&gghng)gs,,n oceessr?c?%rI c\éssar‘?y mean that the
subject will not eventually contract a disease condition. Accordingly, treatment and

prophylaxis include amelioration of the symptoms of a particular condition or preventing or
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subject will not eventually contract a di sease
condi tion. Accordingly, treatnent and prophyl axis

woi 206J0eg®7anel i oration of the synptons of a pamwicirahasnos247
condi tion or preventing orotherw se reducing_the risk

oth@w%ﬁamuswmge disfsaftdeyalopingcd Rarticulgh condiéon. e Mg term "prophylaxis”

may BE@BRYHEEHSS r%ﬂcu@ttﬁ@@éﬁ@r&@né’é Jf aBarticitar icBRdition. "Treatment"
Severity or onset O articular condition.

may *alseaewmthe §RYerdy eban élﬂﬁtﬂ'@ qongitisByverity of an

[0089]’(' sti ngamiisidtibAN-of [ QQ§3]coﬁ$BhﬁH§t bt fopuRl @he formula (1) or
rrpounds of formula (1), fornu

pha}smpﬁtﬁ@ém pEeARt3Pla Sakp thaseel, ghmesfogrnecgfeaaphamhaqemécq' SPmposition,

ma@f b8 BBRSHIRGE Wy Cly %Hpélﬁéﬁt' %angay Wﬁepﬁfdcdgfafﬂ?? BYent of the
any conveni ent ‘'neans. The nodul at ory gent of

phasmaeenticalit FAFRROSHioNp IS P‘P'UﬂmP%‘thoereﬁ?Sh' tteéhetr@p%stlﬁu @etivity  when

adﬁmnh%'ié?@@ i &S arfoLhMivhiéh WBBBNRIGA HeSSRticthri cAs@N TRERERAAtion depends,
depends on the particul ar case. The variation

for Qé‘ﬂ'@ﬁ'ﬁson ther humaimen animghandherneriptery agantanosend A B@ad range of
dos‘é?.qHé)aBQraEb ARG, fGH“@)?a%ble Afr&'ﬁ %@uf Q@Qrﬁgl% é%@ﬁ%r@abub% mg/kg,

| 1'cabl e, for exanp fr om about

abq‘@ﬂ R malks Lﬁboﬂ!05%m@§(g @B@@MOP@O“@/@Q IRRY %ﬂ)é@ml%@red per kilogram

of H&ﬁ)kglelg@ﬁ’% OUH% 8 r@&%é&en\%Qm@'aaﬁﬁfe%dt@EFOV|de the optimum
ki I'ogr am of per day regi nes

theeameltis ExpPOBSHr d:\yPif Fate. @&N?rﬁbﬁwtq?ér%&ﬁ@ﬁtméy Pss%wg@tered thrice

da.lﬁomuwml &auysmésk@l mahtwnydﬁ%tm%aﬁamaﬁmlaentems%r&hs 48Se may be
thrice dail tvvlcedll nont hl y

dai ly Y,
proewﬁena@uptimdea% 'nﬁ'eaﬁeﬁtbdrtbapélgerﬂc'%@f the skuatiop. t&ésua"y the regimen

w.ume%%td.mafb} Mt |é§41%@dt @aaysn @t ateshdy 3tda?s &t iI<HNEbER 5 days, at
he situation. Usually the reginmen will be :

'ea%Wb? megkfgronger| east about 2 days, at |east about 3

[0088RYS, athé AUl dgeht ﬂa%/%e aAminiSefdd |ﬂ@é6nvéniéﬁ?hanﬁér such as
l'onger. [Q084] The nodul atory agent my

by athé nPrel erRtgRvieRods c SMIRRI é’t’ﬂternaﬁ?lié'?'e)gudwaﬁ”we?he intramuscular,

subRUBIneolid) tihBY@IIMIAB of WaBHEsittA} %uté@'oﬂh’rhﬁl)antmg (eg using slow release
i ntraperitoneal i ntramuscul ar, subcut ane

moleglegkie Mhaumasiulatory asent Bay heoedraigistgred %Fr@nflopﬁgof(p@@rmaceutlcauy
acdéﬁta'bﬁa RORVLIE ShRa SRicATsesdid aaditior BAItSTBE e behp@(@@t eg. with zinc,

adnmini stered in the form of har ceuti cal
rorset o8 BB k8 (Whisb e gpesiderey s selts forarur i epoiratdny ustative
of @ucHBdcd SRIRINEXaRs £ hyarbawlamdec hydr@tsroﬁfdet h@ulbhé‘t@ phosphate,
ich are considered as salts hi s
ma&ﬁm Peglple FitTats. 1enEedias SUrEngte. R Soattssnd e tie.

thedcBvé HErEiEMmtas itslee afdyrdmgi@féu“rindablemrmhateetabrélﬂmh@drﬁam a binder
nmal eat e, Tétg'et ate C|trate be zoat e, succl

suchgsdragacantb ¢aTp stasch prgelptip: @ disiptegrating jagent, F'f"ﬁ} fpalginic acid; and
almbamesudhgisag?@mslunsste@réae adni BI sg ered in tabl et
orm e ta t may cont ai I haer
[008%} agacaﬂ??] %%ﬁn”?@’aPEh?@fecge Anehn or 0@?9’?"% efssecialpg with any
profgifiteous OE hoaprarkigacesusanblculesd Far bxdmpleaint ones e@bodiment of the
m st ar at

nagnes e, 085 agent may be .linked. .
pre BRSO SHHE ARPLE 2L DO ARSI AR AnBRb B TR its targeting to
a logaligearegiont ei naceous nol ecul es. For exanple, in one
odi nent. of resent iLnyention said ent be .
(008§ 00, TRBireR: of, SRR Eare iEn T, e oof JFiee R @piratoraly,
intratracheally, S ethsopbaghgeally, intravenously, intraperitoneally, subcutaneously,
intracranially, intradermally, intramuscularly, intraoccularly, intrathecally, intracereberally,

intranasally, infusion, orally, rectally, via IV drip, patch and implant, preferably oral.
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[0086] Routes of adm nistration include, but are not
limted to, respiratorally, intratracheal®,

woReaRkaryngeal *, intravenously, intraperitonggifys2008/008247
subcut aneously, intracranial”, intraderml”?

[0087ht r anu¥ke PBRIMACeLtiRal SRBEIUEAPYS fof injectabiRoksg include sterile aqueous

soliiti¥ns aq@hBRE RhileY . sbebTea}n%‘iaHléberéléﬁsusér‘?d‘ sférn@ | ¥owders for the
rectally, via IV dr pat ch g@oant preferably

ext@r\aprapew?rewra@tleﬂawf ﬁtﬁf%w%ﬁb'# &9l ’BSU‘PFtCHBP%S'PBPr may be in the

forrh 8 @Cdr8dth ®r bferifeYeh SGitabid RIF 'té;ﬁca?%ﬁﬁﬁ&éﬁoﬁoht%barb% stable under the
where wat er soluble) or dispersions and steril

congBipne 0§ masufackise @rdiiana Red m&uaé PEFEeEANVeh aawngttteﬁ icoptaminating

acti‘oHJ &%@Fﬂo@gaﬁ%ﬁé isQA® a8 bdtterRead Rk pr T'ﬁ%%é?ﬁfeﬂ Ehri B@ a solvent or
f or m of cream or ot her formswta or to

dlswglpnmd'@m containipg,t foh examels| wa@ﬁo%harﬂqiep@widf) .eesﬁ@pl?r glycerol,
pro?ﬂ@h@ JR/cHI SndNGuid tdlyRasy I gESt aRE thE ARE! ‘éﬁl@htﬁ’é}ﬂhﬁﬁﬁes thereof,

e contamnating actlon of "m croor gani sirs such as
andyueqetahle Oiifd TharRIPPErTHEdiy-Gan &9 maiHainedafos skaRle. By the use of a

coa@ih REER 123Ne SBFH, LH(}‘ ﬁ@%éhfénaﬁce Bpfheeﬁéém?é@pakt@e%lze in the case of
anol , poly for exanp ycerol, propyl ene

disgarsien) aa%dbyltae. a%ovyéyﬂsflfw%@ ydde, pegwentions |qfktbe, action of

micPedrhambAs al tHe Bdu§Mesrsut by%ﬂod@gl@ﬂb’&ie@lapbhé antTfUﬁgaI agents for
proper fl ui dltlyf/? can be nmi ntai ned

exaRRle rarabensa eh EPutane!. a&benel:F»Pm'cna%ythtm@ﬁ%hqmetharﬂ'&% In many

cas@k, ithailNoptei&doRald ineludeSisé®nicnadeies, Cf@ﬁ%x@ﬁ'\;l)_le sugars or sodium
di spersion and by the use of superfactants

Ch'?ﬁc@\/ drrelopged gpsqrﬁ@rheftth@, Hieatabie PHBPYHANSTAD Rebroyght about by the
usedliRUEHYE  dRpdsitiBlis Vo | Yéntsdteldlify ebsetptidRd fantéxanitiatl aluminum

agents, for exanple, parabens, chlorobutanol, phenol,
m°§%?t9’f"éfeaﬂ%ﬂe'?tlﬂ nerosal and the like. In many cases,

[0oss8f W || skeildrinfeefadll esdiRionsC htedeprepare@nivg &G:@I‘Eo‘ﬁatlrfgorthe active
exanpl e, sugars or sodium chloride. Praolon

corapaBBIN 4R dratined IMpuR o ANG “PBIRRGRIEL FOYEN Salh prous of the ofher

ingRicg Eng@Retdtedd Mbdvee alssr%qLuFed h@uovmp@ﬁrmerea%taﬂ.smt Senerally,
delaéf absorption, for

dispg{siQ ¢ prepay bééptéqrpﬂratu[\@%]/argtgr ;?PI’éllsieHJ active fdngqredient into a

stefile] WeHiGlBSwRIER §UrtdlAs afle bwasucncemn@csr@i lm@dmrheaﬂ@tthvereqwred other
anount |n the a

. Co ds in the re r
oG o LRPSEAE TR PhEVGL AP PRgPaRs BeEHe Powders for the
pre@taﬂaﬂ&:i aéfetﬂteﬂbOV@ectaﬂerﬁﬂmlohedthé Préfemed Hﬂ;‘thbdétcﬁr péparation are
sterilisation ner a ersions are
vachHEL P A g henEou Patie BeBRRRE lRich dieidch (rgtcEg e active
mgtdaﬁéht Pl any laddiiehdl cdesirebiiingregient ﬁbmsprfehﬁuhast@rlle-f ltered solution
persi on medi um and the required other ingredients
the zmthose enuner at ed above. In the case of sterile
[0089p\NderSWmh tHee aptivap arigrédients Odres b@itablye prateeted atheg may be orally

e Py B, AR o TBLL S A RIS s o, o
may it eénclogeriMie haf ot beft astitll \gélatlngcrap@ulento_rpﬂ treayalgy compressed into
tabfgfs, o [ CBY (HECPA PR PERAT LB ToB GO el Fopgral therapeutic
adraidistration, ige adiivenéanpoundInay adahrgcomanatedtvem eﬂmep;entmyn@esed in the

forralc?d%#s?glre t\?})llf‘af?ered%ag g%gr? ﬁ?@weéd %VI[PSéJI S elll Pse sugpens*ons syrups,

wafeey ane thedikes Stch compositions grd prepbedtlbngshmld rmomap\saltl least 1% by
weicg)l:\t c|>ft activd cgr%p&?r{&) rﬁsesggcéﬁgé)e of the compositions and preparations may, of

course, be varied and may conveniently be between about 5 to about 80% of the weight of
the unit. The amount of active compound in such therapeutically useful compositions in
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tablets, or it may be incorporated directly with the
food of the diet. For oral therapeutic adm nistration,

wol206v/@géd7ve conpound may be incorporated Wi t h pCT/US2008/008247
exci EI ents and used in the formof ingestible tablets,

sudhutheh suilabler dosageowiicke obtaiRas e Ereferredgogpositions or preparations

acc%HﬁnP&be!h@rb?eseW rﬂ%ﬁtloﬂ\@feeﬁr%paéﬁ%otthﬁ an k@ dS8HgR unit form contains
onposi tions and preparations should contain at | east

betwe@wbowmghug@f aglévei aompasing oakrut 199 egpabais Atrageabeut { B ang, about
t

25 BB 08 W, SRGuPAANAGRL) ST niThore Hharf 3 2000 g

[0096bout 80he dkbletse trashghit ptﬂs chesulgs @andTihe bepmay @fso contain the

n ugh u f

corﬁ'ﬁ&r{e\‘lf‘s tﬁ?gﬁ%ﬁl ﬁesrlaé‘fltqé't %a?lhggr; %?'?‘a%% &@b‘logaé:‘égﬁw% starch or gelatin;

exomnras n@@h apdigalsiunephesphptss atdisintegreting pgentisych @asorn starch, potato

sta ﬁcqlghlegaéﬁ %ﬁ? tRE RN o I MRABK Q0cR' & Qﬁ%% Ss‘?earate and a
ora osage unit form contains en

SW@thln@ agentasudhyas @uwpganlactoagmtsagwrmmam@@u@ddfdn@{ a flavouring

agém%EEh iy eg?ﬁ’rﬂng{ralggéﬁ %%ﬁ?&rz%ggry%vo%df\ﬂgﬁ the dosage unit

formasba @assulQ rlfovmegontpinl Irsadctttméglrre@erm ot the abioke typgya liquid carrier.
Var‘?’du% tﬁ@rnﬁ'\% |atshﬁ'|a§n &@@@ﬁtsasaéoétlhéé & tﬂ %[Hae?\fvfs@ rmo@lfy the physical

bi nder SUC as gu acacla, corn Starc
forraxefi the edns@ge Lt aEOUirt%ar@Butﬁbdﬁi@stfat@ capsu s may be coated with

[ |’
sl AY14480 A3 o AR g o o
swerigiieg agmtsm@ﬁwaared pmlparaéxﬁeéaémmr\@géeﬁ asdyerangkfiavouring such
as ?I:n'é}\f?géteoralnBEtf@§@urorO E'G&Qé‘rérg/ Hﬁﬁéngﬁuﬁﬁdiﬁdpr@balﬂwg any dosage unit

urin ent such as erm nt
formi ﬁh@ﬂ@r*@%rphaﬁﬁa@ﬁé\cﬁﬂb' fnuae/oand rsybstantallyt Ren-texikde the amounts
emegyédfolh”bb tléhctﬂgsé’étﬁe é&mﬁbf\df‘s‘?%é‘y be IndoAfdeatbd QRtot Sustained-
erials o e above type iquid carrier. Various
relepspdrepasdliansand fammulationsr esent as coatings or to
[0099f Nerw §g: gRethEY aEE@ctFHWtﬁéCﬁEsérﬁrlmé?\ftloﬁ rf@laf’é%s‘ﬁ‘ngﬁweuﬂ'le‘tabolltes or
or instance, tablets, pills, or caP | es rmpgq
derivgtivasd agi hwem@fqrgcdefwgapr dhappageutizallyy pegeréable| sats  thereof or
antd§oni&te théreB, té%ehé}%tdb%?orgmﬁéﬁ“%hew%é@% @ife fhethod of the present
sweet eni ng agent, nethyl and propyl parabens as
inveptioger vati ves, a dye and flavouring such as cherry or

[0092] ange ﬁ'hé‘YrRt‘éhtlorgalsﬁ%B\ﬁées Qrb‘ﬁaﬁﬁé&ruhéél dé%ﬁq)r'kﬂ comprising one or
pr epari ng osage unit form shoul d

momﬁonﬁmﬁ%.fdém YihuPRE M9l Al éﬂqr?d'ﬁfdiﬁ phosthe Rharmaceutical

coﬁ&%ntﬂﬂ@lﬁ?ttﬁe HVeh@ore d AsbétiRed ivithOsucht dbptaitdr{sy &an be a notlce in the
onpound(s) may be incorporated into sustainedrel eas

forrpr RrBasIbeHl s ARYSrIT I LPOSIFY. epUiatng themaniische. Use or sale of

pha?ﬁﬁ@é@tlc@fs MWBlolbgﬁ,%EBFoduBtée%idhnndt%b&bﬁ&tﬁ QppfRal by the agency of
met abolites or derivatives as herei nbefore defined or

mapWREtYER MSEiOF SPIRJOrRURR aFMBISYEI t her eof or
[0098't 200ONTR SollolMigeetampiss BRY pit'ToRh 8bsaefdroade thderf ordinary skill
used in the nethod of the present invention. % 3%
in the @t WiheACPERIel disCigsdie AckdeschptipnRichan focRpke 28R Usk the present
inv&mtionC @AV Hrs indg wQé\ﬁi:IéU toTRHIE t6e0 BEGHeNST whitl theEiflveitére regard as their
or nore of the &Jdl ents of the pharnaceuti

'”V%'?}WBdLﬂ’tai“‘oHBeyd‘FteP lareeraseattha §&&‘P3¥’EB”%§9¥PV‘§6%3" or the only -

expediffeats peffermezian Efferts mtel mnl matiB aof erisiire raesuratp &dthbiespect to
a. gover nnent al ogbncy tlneq fLe manuf act ur.e, ?

nurap Salgede.9. am nts tem ratu cS ut some experimental errors and

deviations should be accounted for. Unless indicated otherwise, parts are parts by weight,
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pharmaceuticals or biological products, which notice
reflects approval by the agency of manufacture, use or

woS8bsokey hunman admi ni strati on. [0093] The f olplcawisaahs/o08247
exanpl es are put forth so as to provide those of

molgediah avsighlkiis | weight [aveage Walerularc wieighbt derppeyalusg Uisein degrees
Ceﬁ\ adle2RG 'pPéésQFé i9fat BPHéér%tﬁﬁB?\d gigd use the present

venti on, are not 1 nten tolimt the scope of
[0094\'hat t hal |pr'éi<’#'@'F% apg patent aprligatipps plﬁﬁﬂemﬁhﬁnsn?&rﬂcaw are herein

|nc$r58bété§%?nr%?&eﬁéb e RR&P nlirdf @k %CﬁXIHgW|mnP§blmklgﬁv or patent

are all or the only experinents perforned orts
appliggtioniuerg %Q'E!CQ"M a@ﬁsm'@da@wm%@tem Be insenorated by reference.

(o095 ber sTHS edrds@ng- inFEMIGAL Shast GIBRAN Qiéébﬁbeoet |ﬁ )telk?llﬁ of particular
sone experinental errors and deviations should

empedimgntsaund pr PIgRPead by the present 'OYQ%‘?fvtpé'@mpﬁ'ﬁ?tpéefS‘r"%d modes for

the%éﬁe Wtﬁéﬁh%}ﬁuoﬁoht%wbéf BRicHd bysth‘éﬁé ghEkilPinaRE QR that, in light of
ecul ar MEIg , nperature 1s 1 n rees

theceraseal isslosuied we%@uﬁ empdifigatiopp mdarc ANaess (f18r pe . made in the
parti Qﬂ%bmﬁbbn%?d ekehpfiy AtfoR2dEIAHIRPRbINCH Psndelt 8sbpe of the

In this specification are herein incorporated by
invertioar erf@E xpMMe; Aueloi Fedap sedyndapeis HChanges i Galale made in the

undampinbcgmoae@feneét\ﬁmoue&%bﬁ@ RN pWREIR SR@Ehéd. Caltbrtover, due to
i ndivid i ndi cated to be 1 ncorporated by

bw\osmékfe'net@na[ m\ﬂlenmecoaﬁxggaﬂm Wens%ffa%m@sgw protein structure

witiiRR Céffe*&ﬁﬁ%'tﬂettﬁélﬂ"g‘lc&f aBirt irf Wirdlr of repRslinie Al SsucAUmM@dRitations are
pr oposed esent inventor to conprise preferred

intangad<o be rncilqsi@dml theescape phibeiappendedplaims; Tg prepent invention is

funﬁem&mbatb?Qh@isbu&h%%%fnnﬁkrhd éxdriplédie art that, in
g ht of he present di scl osure, nunerous '

nodi fi cati ons and changes can be nade in the

particul ar enbodi ments exg@ERIMeNTad W t hout departing

fromthe intended scope of the invention. For exanple,
codon redundancy, changes can be made in the

[oosepder Iy Eﬁ@er%télem&ﬁcseEwdahap.broaélffeﬁtnmgtuaheva%réﬁtahed from the
ence. Moreover to biol ogl cal func

A”'Etj‘\uE\)‘HP%’HES}taE%&“H%ﬁ &omswgee GhdR elén')é%fﬁ'%e 8”?'?1“" Adult male
SpRg0t-Bav&t (SO #é“t@ (ZVSZZ 530191) waré egbd er thiestdp) Rﬂﬂsc\ﬁére housed in a

action in kind
te”?R?(%tH'E?eBOQtEP"B% "POfBI Gdet %A?éhwrﬂh t%ézgggﬂ%' ﬁlshifﬁ?%ﬁ cyole. Food and
waépﬂﬁérﬁéi%dalﬁb% 58 Jibife. PRIt of d"rugraﬁhmﬂstrailoﬁttfdcbﬂéd at 8-11 weeks

def.i_ned the fol |l ow non- | i xanpl. e
PO R AP HEIIPREESS 1 BURRast JeiFIGHEHY B MAVRt g 12 weeks post-STZ
adriFinidtraadn fP P&te RExpeimériti2g PEmE7)was obt ai ned from the

Anl nal erl ntation Ethics Cormittee of The

g eensl and. Adult mal e Sprague- Daw ey
[OOQ?ISD) r ats%ﬂ(u%aa (Féfﬁﬁarw?Iwaslﬂbﬁinéd)frommwoatm&fala%t Rty Ltd (Sydney,

Ao 25 i 53 TS i SR o ated YO EAE 1o (etboure
Auyvedn_ar‘_w&ém.r@vwd ﬁ,béﬁn@dnémbntm weré tpuedhiased @ontPrigyet (Brlsbane,
oS e B D et ot bR ppyonggge o e
Sighia CReridaMEelipaBoEydhdy, Aadtralid)sSaliel ampdutes weresobitained from Astra
PhaEanPa%reLtriTcglqsf P?y Igtg((vg_ygr?ev, ‘Australia). Medical grade O2 and CO2 were purchased
from BOC Gases Australia Ltd (Brisbane, Australia). Polyethylene tubing (O.D. 0.8 mm x
I.D. 0.5 mm) was purchased form Dural Plastics and Engineering Pty. Ltd. (Sydney,
Australia) and silk sutures (Dysilk Black Braided Siliconised Silk) were obtained from
Dynek Pty Ltd (Hendon, Australia).
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Material s and Chem cals [0097] I|soflurane (Forthane)
was obtai ned from Abbott Australasia Pty Ltd (Sydney,
woAUGldogdora) and sodi um benzyl penicillin vial SperR2008/008247
purchased fromCSL Ltd (Mel bourne, Australia).
' NMne injection vials were purchased

[ooségom Pr %%Aﬁ:@é' ANt wiidsduppliddby tE SPBREFFOARCEBred at -4°C until
citric acid and trisodiumcitrate were

usqalﬁaiqaage@ 108metke. disgptuecoinewpien for CRiRpAR) Wasyiiegd as the positive
com;orrgl,,ggﬁjd Sal i ne anpoul es were obtained fromAstra

har maceut | caI S Ltd SD Sydne Australia). Mdical
[0093} ade Ofeéfr{&ﬁ’d@a Y%h"ﬁﬁ Epraraiion Feshadiste {%{g@@tlons were prepared

freéﬁﬁgbﬁ 3hé "i‘lago@' aﬁﬁﬁﬁu&hﬁi&ﬁ b)AWélghﬁ\b'tﬁé apBﬂip‘x‘lﬁféWl'n@Uﬁt cf>f bulk powder

was pur chase

andaﬁw%nerﬂmstt |"&éh%ﬁ%ﬂ%¢gl RkaPe R vehigle. | CRropumetsy, Celliose ((CMC)
0. 56&1%&&& Rt .n?e’wloﬁ)l Wis Stilizbd 88 tHVaHidi& fdBItRS kit al ded

I'iconised SilK) were obtained from Dynek
Wm?%ndonTeﬂu@ﬂ% iAgmigistratRmdsRetsr waeni llghty r%{ﬁeawet'zed with 50%

02:606498b. & fcilitiité itied Sd%\'rﬁ’éﬁdtlaﬁtof\b?eﬂ boURPddsRE d¥eakbh®f the test article
Sponsor and stored -40C unti|l use. Gabapentin (100
(trqrw?q&); Qaéﬁﬂ%lnv%'d’eihi?'%a"if’@r MaymuyTh Pt gRvRge \A%igmetaqm'aléwed in this
stuéﬁw‘aQ%oQQshw ve control for this study. [0099] Test
Articl e and E)/ehl cle Preparation Test article

‘:“-' DEWORAYY freshly on the day of

[001@ ni szrztmaaettavmeuwﬁbnaf ‘Id&ﬁ\félpraBBfé Ne%r@ﬁwt Rainful diabetic
k er and suspending it in the reqU|red e

netappaﬁaﬁas(ﬁ oD mrﬁﬂmr&léatrqm waqem)n) U(!Y‘aj%th# develops as a

res\ﬂﬁ‘bffé slStairet tﬁ‘&dhbﬁmal wasveUhjuty. ZRik Mestt dienveny %@d fmodel of this
his study. 00] Test Article Admnistratio RaSTSZ) o rats.

conﬂéw@ iNvghesy snae@tmféfqtleedof then HeoyeEh: 5’(5%‘@@0?'6

resf.lﬁiﬁ%hlh td@&t?uéti&ﬁ AdA NESETiAthe PaRéreas atheRbly Uend@fiRsthefrats diabetic
eac

he test artlcle(tranlla%# a nt|n or
dusy g tpememedEscifesh GPUIN UG8 GRAAFIL. aBRIGHTEY dhe gnduction of
dlabélek hiith SritkelEno@s ST0at: 70‘804n'[?ﬂ@uqlt benerafly E’ékd[%/{) 318| wk? for tactile
el o

eti c Neuropath 00101 Di abet Rat
alogl iy the o1 ATESY PR %’BBQf“h  UHAATNARP BB Sindpaws.
[0013sz OItoaH”dactlc? of svzatmabdtwmr REEM O ARy I0¢ eéts %r@fanaesthetlzed with
i abetes _in humans s as a r
3%sigetuppRd’ Bi 95 e %&Fmﬁ @P{e)’éﬁ\yrﬁe‘ﬁr‘i?nn?ﬁe génﬁ@nﬁnﬂ‘ OD) was
msélﬂé?djlrft@?hé?@@lar Q/Emtfdi ﬁcﬁtﬁfélltﬁd mtraVéWcQJtsV(eﬁ )tdﬁiﬁ"nnlstratlon of a single
nistratl on e che 0zot gcl
o0 SepozRlat 17 TOrPUREFY L AT TGN, S Pl pag removed
andquugasn véiR Waegbedrﬁﬂ&&l th:eg/vdsdm Wad SloskdRedts eecéuedtsmbcutaneous
yced insul in-secreting. ca
bz AeBRG GOoY AL SHOSH i MBATCMRROR S MatFoligRivarm during
sur§itél ?efco?@ry?@?dm_/\n}eje Hous@e rseight byiott wamrﬁzr&z)i\ﬂéﬂmfeﬁratlon and were
tactile. allodynia, t efi.ni tom o
mOPE’?rreg BUTLPBNE bt ¥ TR SRS G010 SR el and welk
being. STZ-Di abetes in Rats. On day 0, rats were
%
o M TR e SR R T —

once-daily on days 7 to 10 post-STZ administration and rats that did not drink 100 mL of

water by day 10 were classified as non-diabetic and removed from the study. Body
weights were assessed once-weekly.

[00104] Measurement of Blood Glucose Levels. Blood glucose levels (BGLs) were
assessed using a MEDISENSE® device prior to diabetes induction and on day 10 following
STZ administration in those rats whose day 10 water intake was 100 mL. If day 10 BGLs
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inserted into the jugular vein to facilitate the
intravenous (i.v.) adm nistration of a single dose of
woSbbgiekszot oci n (STZ: 70-80ng/ kg) . After STZ ippirARkec8A0s247
the cannul a was renoved and the jugular vein was tied
wegss 15 anM. the digbetes diagnesis wag. corfirmeq &pdj theg@nimals remained in the
stu )ubcut aneous benzyl penicillin (60 ng) prior to surgery
to prevent infection and were kept warm during
PHARMACRDMNAMIGAGSRSSMERAL s wer e housed singly prior to
[001f)ﬁf;e ther VSKW@&I_K@&E&H&? o?‘ﬁng‘ﬁﬁtﬁdrgﬁfal Tﬁfe@ﬂolgg' l0AlibFRE8 von Frey

tine of dmnistration wth ? to genera
filapeatst Wergnusagkelo geterigine [the loygst \mcé\anwﬁ Hwesfmlm reggrpd to evoke a

brIS\QéﬁM\g §\ﬁ1§lsr€ﬁé‘1 in t%?ﬁrhlﬁdﬂa@)éeBH\Q’% S Refeansferred individually to

once- on days 7 to 10 post-SITZ adm nistration and
wirg gpesh tt\eﬁtmau eRASSt (2@r Pk X 1290 cM X 2 ot and @lloway tepacclimatize for

ap%i@a@l;@?@&b'rﬁ ﬂgp?i%r RAVLERY ?éétlﬁg a@&nﬁ%ﬁ@%ﬁ Qvntfhrtﬁ%nvbﬁ‘ Frey filament

ts were aSsesséd once-week y
tham@gueeh&mfigoﬁorca dhdfilamgabwas perlisddo tie plgntagisueacof the hindpaw

unth & klﬁn{eﬁgbﬁa:klé‘\@ "sf?gfﬁ@sﬁ\%&%e%qf' J‘E’es"fboNge)me( ;!Sr))mpted use of the

devi ce prior diabét es 1 nducti on and on
next dilarasat 9 'WWﬂ'SBt rayitetrayal @ﬁ@%@ser\amn \%%B@Hafé?d use of the

ne)&Qlla\’r‘ﬁ’érﬁrof 'd@El%%@ YaveidriOFdmerits ugé’d pﬂ&u@éﬂ%ﬂ@fliﬁg%l of 2, 4, 6,

in
di abetes di agnosis was confirned e ani na

8, 1orid ABa, 181ans 20 Sy SoMAAARITITRAVECABSERRNA! did not respond
to L&Dap{ﬂe WFFeryeMarﬁ%ﬁi‘%S$ S a%dfn‘?é” sWelghfHedWad being fully developed

THr eshol ds. brated von Frey | aménts were uSed 't

wherveit Fri%(é’WE% "1 @ﬁé@ﬂf%mﬁﬂﬁ“@aﬁfeﬁrﬁ@shol d required to

[00168]0ke aR@EﬂoﬁKg %HLF%)F IRaH PV trfeefnh&%avld‘frbhmes '@ to pre- STZ surgery
Briefly, rats were transferred individuall

levels (bf £ Shsfha weatineg! ger depesentamu rycEal o tagfle ﬁi'Oddﬁ‘tP If drug

tre@hlePVRErdRed FENT §RIbb¥E pf25urgRBI BXdeRE Q)albe%% 80> mlzni 2 g), such a
prior to von Frey testing MeNnci ng

reshpRsp 5 ciasREAR 26 RRLNSICRRISRABEIES BgmITAHiAIOn oh 8 T7 baseling von Frey
me¥8freARRls| drd QskB&senl arﬁoﬁéwﬁlﬁréﬁzead?ﬁlntsh@h&ﬂ NgRBhe PWTs were

until the filament buckled s ¥ Absence of a
asseggpbifsbedtindpaws at \ﬁ?%ﬁﬂéd%@@f 5 thedeygigpment | of pigbetes-induced
tacfik diIB&yrRsi ng weight. A withdrawal response within 3 s

pronpted use of the next filanent of decreasing

melght Fi | aments used produced buckling wei ghts of 2,

4, 6, 8, 10, 12, 14, 16, g,@a,ﬂ@gﬁo g. A score of 20 ¢

ven to ani mal s at did, not
Invetgatom She i alaR Ecaacend Boaneommaep s Hajid Repimens o
T%ll@ﬁ'lmg Rat! ModeAsrvedisfRPDiapbed Ny @6path§ YP N Ddse- Ré@onse Curve

001hre " < O Pl arﬁsa%%,ﬁdg?tgﬁ?t.%« B 3 12 Diabetis Rale, LB teile allodynia
wa!; ﬁMI@'d‘evéleed 2P\MTS|6FQ Bhe Weaat mmoﬁmlhﬁﬂéﬁtﬁﬁnbcblﬂg oral doses of

rever sal a od If drug tre
vellifle ros feartepuiag” 0By 200y 508 MalkPap ballt s tcksgF (il combapentin (100
mgflg) ere>adriinisterg@dl to §Hﬂns f SFZivdtsedic irgts C IERSH irdti ifidalfsSreceived seven

cor%gtgyléqnv%ﬁlp #s%gé)y E;}‘Feor 7 ﬂé"q@'w'gét 5! I%&ggggeé twice-daily at 10 to 14
h irftelvhirVWBagElihd Pwﬂgrwereséssetssmpn&ras e m.ﬁwratmebﬁhe first, third, fifth

ancgges;\gqn?;bﬂgl no{)?rara' ala{;gf &%E’q mmgfplﬁowmg aldmigis{:rgtrﬂgn Bfm htehs%venth oral
bolus dose of tranilast, hindpaw PWTs were quantified at the following times: pre-dose,
0.25, 0.5, 0.75, 1, 1.25, 1.5, 2 and 3 h post-dosing. PWTs were determined utilizing the
procedure described above. After a 2-3 day “washout” period, rats then received seven
consecutive doses of another oral dosing regimen of tranilast or of s.c. gabapentin (100
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tactile allodynia. Exanple 1 Investigation of the

Anti-all odynic Efficacy and Potency of Oral Bolus
woDRae/gagooRegi mens of Tranilast in a Rat Mdel etTRa&h#fswbs247

Di abeti c Neur opat hy (PD}Q? Dose- Response Curve [00107]
mafkgb pRminigefedivice-43ily At ¥0-thhiiptervals, sith eschparimal Fegedving up to 5
dos@@ ?elgﬁrﬁSFné I fo BHd%Gé”H Bod@feshbhde) cio¥ e5PPRAhreliY FatsG@ceived either

weeks post - adm ni stration), bolus oral doses

tra’@'ﬁsﬂl%i‘%l @00209 roérﬁqoa@ﬂlkeiﬁﬁd ti’@oa"t'@@dy'ﬂ@(ﬁe?ﬁj’f‘%ﬁ Wgfe compared
wmbﬂ'lo@é produced B? 8. Qﬁbé}:ﬁ?ﬁﬁ?md r‘ﬂ 893 Ry d&)tlv%bﬁtrol or vehlcle

adm ni st ered ogroupso etic rats. ch
[00108] ¢ i al Followieg: jadarnisteation efoﬁs@@a@wée ot ulgol%g&e%fof ‘gabapentin

(1Obh1%/k}§”§éc&9ﬁﬁ WN&H—@%H@@H&HJ\;ME@H@H ih V8 e2didBbticy ra@§ a@!Qunlstered

h intervals. Basellne s were assessed pr.i
muttiglet gesing FRANSRT. dhergrwas significant refief efhlactie (mephwaﬂb allodynia in

thesi'ﬁl’{difém (FRRFe 9. Fferaﬁrﬁnltlfh‘ﬂbd)ﬂﬂa gﬂﬁémda% d'_c@bllr@ﬂ\/b@ﬂveen 0.75-1.25

adm ni stratl on of the seventh oral bolus dose o
h pept#sings and I‘ﬁ%@?fa%\?rppmgv?ék@'%u%frﬂq“f’ﬂ Rsat 3. H%Pec'flcally the mean

(j:SfE‘R}lgl WVTnigcrte'aQ@@ froRT ﬁﬁdﬁe\i) & prldose: te- 1p0 £1.00 tlth%5'nean time of

post - dosi ng WI's wer e determ ned

pealt rqapenfm; ﬂﬂn?%ﬁ’@ﬂ?é’lﬂ)r Eolkoing | minERRn Ot eansgegtivg oral bolus

dos€aYof tWaIESUACCORBRG @8l.a hAtS dhiERediRER ity STZS@MBtic rats administered
consecutive doses of another ‘oral dosing

muttiplendosing regimgms, §|@1:fl<@gbgﬁ%ﬁ{l9qyn(alygwmcegIonIy byfthe 300mg/kg
dos@ﬁiﬂé@hrﬁé@(lﬂ&urbvs)weéiabhtv aﬁ?ddyﬂa@. iA4hd hinabawab@rréu tdtween 1-1.5 h

each ani npl receiving up dosi ng eqi fens,
postidgaing &nd thecoriesr dHEﬁ“Q% of @FWUW&B Pd-r e§|f|cally the mean

(iS’EQ@@W?dn&ééM frérh &Y [1054)gPre-36se 098 (2P 9)P4t tﬁ@%dﬂﬁ/ tihe of peak
an

the anti-all odym C responses were conpared wt

resppRss 1 I RASEEBSIBY) 5. c. gabapentin (100 mg/ kg) as the
positive control or vehicle. [00108] Foll ow ng
adm ni stration of 7 consecuti ve s.c. bolus doses of
gabapentin (100ng/ kg) accofMPI§2% o a twi ce-daily

Invékighfich 6faBé mn-anady&T@Eﬂrba&;Eéncdestah@y &fdpranBeiug DRAing Regimens of
multiple dosm nificant relief
of tactile (rre '%Etdf‘) rig }‘Eﬁg‘;@ﬁ?ﬁﬁiﬁﬁ% "34$ ndpaws

[001087 Qur eDé3e-RBepInseNCurva broThanilast ithdger\Jait/élsnavmabenc Rats. Once

tacglsﬂﬂég)ggﬁ]g'% Igfnljipé{glpgﬁcjf &%\?/jgtq%g tugoeseh(gﬁ)osp gTE administration), orai
bolPobéd ofltlapilast e 10Dah=UHEAI0 VM) BOO Qﬁlﬂ@dorf 4mn(|4-4§ mg/kg were

ad%@g@rﬁgggéﬁgggéﬁﬁtgéé a@»&éﬁ: ﬁ@t;sgfoi:grqom |ve Joses 8ontrol animals

receil Bl 13i ¢S thofifsi dusedfof Gabapestmui100mgigan= bpbueradosms ddses of vehicle

(n—g}%@iﬂgiﬁ%ts?%‘e’%@@&g%%&@fpgﬁ q%ﬁy? \{Vi‘g av&g? Hatermlned utilizing the

proge@urmﬂlneﬂl agilzolvé IdBaﬁllnarF!WTaMlehdymauvms pitgradLtbe chdaihigtration of

the 30 0S| gi.nen ure 5). Peak . .

the et e s SO HaoR AN B Rl SPPERETIB: e diide 1 Aninats also

underpenttinizasive yoafdey testing(0.25,m6,d0.7, 10 d23{ il BN 2cdndal hi paist-dosing)
was, > .3 h. S Lca PWI. i ncreased

aﬁqrraéimlrg_stia!\lto& c%?g B?\éen&ggnﬁegugvengcﬂtié t?o%\@ aggpln{%ee(e ige- daily at 10-

14H inteeval§. peak response (1 S5h post - dosi ng) . Exarrpl e 2

[001 vest i gaéjl on of ni..c ff| cac

ency aV@Lgﬁl fﬂ’ga t%\gl Lgrk erthgﬁ gis yyere mon pored for visible and

audible signs of distress throughout the testing period. The visible signs of distress

included behavioural changes such as complete immobility, movement with abnormal gait,
agitation, aggression, wet dog shakes, excessive grooming, restlessness with constant

movement, repeated sudden movements or staring.
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Tranilast in Drug Naive STZ-Di abetic rats [00109]
Dose- Response Curve for Tranilast in Drug-Naive
wobdrdagabeti c Rats. Once tactile all odyni a wagchilshdns/0os247
devel oped [(:_PWI'S 6g; 8-1 1 weeks post-STZ
[00148ki ni sRlata u@ﬁpaﬂ@raad Disnagal. dftarcoptpletionf thesexperimental protocol,
ratéa s eutﬁQﬂséJ‘Wﬂﬁ JO@%OC()E‘fo'mJW% b§QQnﬁd%Té)sldEE(n F¥B-°trc§rcasses were

m ni st ered rug-nai ve di abetic rats

frozaendm’q&@mwa{/ey Eb% é’lee&thtotf Quegns!arg Biological Wes}eger@oval service.
[001'?94 us dpgesaily Q@W‘P S@'\QW@IS tifefourPds WER! plotted for the 7

us doses of vehlc e (n usin he sanme dosi ng
orat bejusraas® af paghedrsiNiagim frailagt, Qéb‘éﬁﬁrﬁt'ﬁé’d vghiclei lz|SiFgZ -diabetic
ratd. PRrUIR HRAMS Rubiblenedergliove. Basel i ne PWIs were
measured prior to the adm nistration of the first,
third, fifth anchrseweiad PRcfPwt fani x asibo, gabapentl n
or vehicle. Aninal §r&ailwmhdre¢°w€mwn nt ensi ve von Frey

[001&@% ' gggp\glé;zglg?g (\anrgr% %In%%m rm all%édzﬁy %btf%ctn%g %’srﬁ)lgctuve pre-dosing

basetine values \anditbé wseatosmdeadhe mosthaized respanse df&ré.u)s tabe tOrves (AUC
4n i . Observati ons.
vaie) vight BN ey RO L RATMEG AR DPOCL YRl O
[00134)i bl eStatigtical dhalysist Tles MahhVihitieyuestiwas useditdo ngmpare differences
f odli: i ncl ude .
o 887, T e, 008" o8l 35l 4 rceraen using e
GranhPadﬂ?rtsmmBhﬂMnmnhﬁgagw.@,, argighe atatistical siggifiearsieasriterion was P <
t dog shakes, excessive groom ng, restlessness wth
‘“constant novenent, repeated sudden novenents or
RESUITISNg. [ 00111] Rat Euthanasia and Di sposal . After

[001 ‘fﬁnﬁ laﬁlt gngin cf?ér} %ﬁlﬁ%ﬁ? Q{ % d&f gﬂ@ﬂ‘ég lén \S/ﬁ'zttfeaw fats classified as

“diatietit’'osuthi tbat water intakecwas éQO\mlr eef da}z by dant!Dl past B sldministration

. ; ) .
(Figfe 1) S HOKE! Gléosepp REfE 1 3R 2 JORBVER SHBBLE pepkgrpost-STZ
admipistration i (friguceird)e Veighte V\gaSOasmse@rortCBeNenﬂv &Nkl adminigiration of
corg;?&&e f éﬁgﬁg Cég_sr'zggtlg/%e:ﬁg’nrlgz '(Sl'fwer gﬂ'rlécgzt%talrr}g@bﬁ‘ﬁ)rﬁ@&iéﬁly prior to
adrpmssé;ﬂab@@ of theefirshfosgpiRcemprynd, which Fogured iflom 8H weekgrpost-STZ

ad{w%{%&%@%@ﬁm géer tﬁ’cw_grgﬁ of Plafs % %élfiécz da\égeg ei'oged mechanical

vvereaso nor na Ctln
allqdmelarre@pé@twevsestpbl@f@rdm todoueeksinpst-93Zues and t he

[001 F@?J _Thdife ﬂ%djﬂld n@%ﬁ &P PQW%tH@réﬁHﬁTﬁﬁeHFolaé)f E&ifowing the

ues) were I ng trapezoid
mdum@gpatdlaheteq odth1iy. ST4t lﬂstat%atacﬂlﬁaKW@F@"'CPHea"Odyn'a developed

pro e.vxpuaevg% -8 GebkMASHdIS Rthdbaws CBPRisfert! mtheéxsea%odsn The time of

bet ween treat nmen roups Statisti cal

initigtion P& treatment withdhe et rticde Ag vgm@Ie(gr Shpeentiorwag Bithwveeks post-
STf‘gdwﬁgt‘?at%C k& 9srer3allile %F&l)}htbewégg We‘"%@v@l@ ed ?pecif fgily the mean

I cance criterion was < RESULT

(SEM)dm Feay RVTp@lvesTioe thintelt W@w@wqueagwﬂcanﬂy (p"< 0.05) from
10.5 £ 012 §ab&D (126.8) § b7 %51 f WeksASost-STZ administration and from 10.7 (+ 0.2)

g to 5.2 (¢ 0.3) g for the right hindpaw (Figure 4).
[00117] As expected, the administration of STZ affected the left and right hindpaws to
a similar extent as there were no significant differences in the mean (SEM) PWT values

between the left (6.2 0.2 g) and right (5.2 0.3 g) hindpaws. For this reason, mean data for
both hindpaws has been included in the remainder of this report and the mean pre-STZ
value is designated as the target threshold.
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“di abetic" such that water intake was 100 nL per day
by day 10 post-STZ adm nistration (Figure 1) and bl ood

wodobfse;l evel s were 15 nM at 10 days, 2 and Gcd/dks2008/008247
weeks post-STZ admi ni stration gure 2

100138k .o o Bas9live RV KNPSHAICH Wesg mohﬁlgmﬂsarrt%rrfﬂf&ree'o%&@'ﬁasora' bolus

dose’é'@%ﬁlc%? gabdbehtid, M@ihdast & JiINdsEaheisteBESH prior to dose 1, 3, 5
i medi at e r|or to adm nistration of the first dose

ang{ (BigHisRii@b e\/\?f’)rch occurred from8-1 1 weeks post-STZ
adm ni stration dependi ng ofighkbg group of rats tested.
Once devel oped, nechanical all og%/jnl a remains

Meam #SEM)oron fisey BawVitkdrrwaliheashaifls aspersed @rior to to ddses 1,3, 5 and 7
PDN-Tact il e Al | odyg drud Y@f\‘/e@mdlgﬁé\hc%id"'dr aval

Thr eshol dQ\ FEol | owi ng he induction of diaghetes with

(Tﬂ!)':‘e‘v gepiclen, | Gakapeptiyct | Era("ﬁé/bha WF@Q'I'iEt al 1|ok »mgig 16%”['1'135/:(
a\/al Qpeg p|: m&_& b’ f g—g——

PH‘?’_rflalcé\'% ScohdE®nt wi ‘ha%ect g The‘"%iiorﬁs of | 5:10.5

Phicr o' {ﬁ{.z'sg&wa%b&(f 534

dals%ry ¢l'e or g ;\L,M %’7 th 036 post %é-P? 5.1+£0.5
G SPaety? cal L] PR moap  CAERY v ooy P 00
|

dgg%\gel oped. Soem ! cal vl e neah ?SEI\/D vgn Frey PW
PNGH 983 7405 | 05 8W8 g1eCT £8966]5 ST g4 84011 | Y [ 6R2£0.5
dese@. 05) fronj 10 5(0.2) gto52 (0.2 dby 811
weeks post-STZ admnistration and from10.7 ( 0.2) g

to 5.2 for the right_ hindpaw (Figure 4). .
100118317) Falovify S RAMDIsahoh /s CotRerUieoBOILS Acses of gabapentin
(10@&{9@6%) eatcbitfuﬁwd &f b k- aalghaos“r;gﬂebgwsr& tl?fcmu@hmvbaSTZ-dlabetlc rats,
extent as ere re n nifica | ence
thef e  SERCAPITelRd) U deoe BRI reodueet it 90 Tt Bingfaun driaure 7
Table @)t Pé€k antdaffodghialih B awkipalvs foctlired beagen, 1- M&ﬂ pdﬁtdbsmg and
for both, hi ndga\éFH has een i nclu

th eo‘?or'ieﬁP%“CP%B‘P Pﬂé) Agtign WA%2 gz ngpugalfys e mean (:tSEM) PWT
mcdﬁ%é@ﬁ‘r@hﬁd 5a@:omeg preLdle tolo. @gsimb)@ étQﬁélﬁie Bhpedk response (1.25h

S wer.e not n|f|c dif
post0s - 87 S o1s Seeedap. e pss ah J5Blq i gt produce
sighifidantlangiallodniaal | doses, when assessed prl or to dose
1, 3, 5 and 7 (Figure 6, T?bl Table 1 Mean (SEM
von Frey Paw Wt hdr awal o & ds assessed prior to

Maas ¢5SEM) Bon Ere&FRhVWV\lltﬁdthwagtmeshblcSTaEsdssdmfbllmngtbdmlnlstration of
[00119] F

ni,stratio ecutive
bl e Hoole Brtiistutia RRS I bl RS ST kibafoBE o

Tims! CRetdlae | vy [ dBabapantin e@0 rfemarilast d00IJ)-Tremilase S'IZ—rahnlaéneti CTranilast
(Mat s, there|wagkgss.gnifi qamg/kg el i eff 200 mpékgt i[|1390 mg/kg | 400 mg/kg
oal T0d¥ALB 4PN @EHED 1 N (N& FAL4 NI NUBIWD .4 Fl €205 52 $0.4
0.18D1 @ 2840.8 Pgalkysanbl - al T dadygroa 1 N 1 BGs5H0. ndpdves4:0GC Ur reglo+0
obet \wano.3- 1.[% d5+post - dojJinpp+a8d (g 266€0.6 €SI@BHIIEY NE[@8)25+0.2
048 abl5eM5 0T |&H:D8N was > +0.2pecl| 8I2680.25, [the1.6ean | 7.5¢0.5
1( SEMB.508 | narsrased fromses20.60. 2) 8G5§0.8- dds.20.39. 0 8.75+0.25
104. 0bG+@b t Hd.0tn0e of pgqBOMespons&.2630.25h | 1311.3 7.8+0.25
1p0s| 5686865 nQq) .9.08017si St ent| BSEd Sexpedt0a0.bons, | 12attdd 8.0+0
2dos¢§.26£0.¥ehi7dit€.4di d not] 7d+0@uce $i7@0x0.2T art12.0+2.2 7.840.25
3ant | 5810.6dvi6+0.3 6.25+0.3 6.0£0 9.0+2.7 6.5+0.3

[00120] Following twice-daily administration of 7 consecutive oral bolus doses of
tranilast in STZ-diabetic rats, at 100, 200, 300 and 400 mg/kg, there was significant relief
of tactile allodynia in the rat hindpaws (Figure 8). Specifically, the peak anti-allodynic
response following twice-daily administration of 7 consecutive oral bolus doses of tranilast
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follb\ﬁﬁ@@ﬁziaééfhlsﬂl%ﬁbn desdure)s cldamyCerfigndivatedy bt followin admlnlstratlon
admnistration of 7 consecutive doses of vehi CI% g

of thet/mSHopsRULIVE PRis dosaRdmiRistered pPerpjAiNg o Awicegajly, gosing regimen,
thet %aMPR%it &rlreermé e pu SR fetQfabapéntine@ld. nqo ﬁrgmgacamaarannast at 100,

ficant altered PW values in th
208 EEO AN reg/ka?? SigRHa Bl ofeater fbawaagweﬁia@ (26R's).
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VPR r senting the full ersal  of tacti . .
VB HEN eaH sk repang AWC HRES foh s rairs STardiahtigets.
STZ- [oeHak fespbhsat | on. Fi gure 8 &MRR atypedienonst rafues t hal
fol | [ovdniee @adm ni stration of {Bs:0bh L omsescut 1[\eesa@ us
dos €], GadpeninI0e gtkgaacor di ng | Bo+a0t W Tesdi2 \ &ffvidng
r egi (Meanilaéthi@0 YgidR at t he ti m8.26£0.pepk3. 233 Ct| 498:1.7
gabalppatilast 208 mg/kgl00 ny/ kag) aRAS5:0.%n| 6Aet11at |HB0.200
300 |amvehnik&tBonmigdkg are signifildaAtly pit4yaRE@p.6t|Ha2+8Rat
for |VEhniebtato0 frakdge 3). Tabl e| 8.76&5620 [ GEMM4.2edl6.3+0.9
responses and AUC val ues for drug nave STZ-di abetic
rats. [00123 ur.e shows E

00158kie; 1 RDUERPishals HR) ISTPES (STEND B8R SRBCH ikt g : response

vers@é@nd Buﬁvbe(ALRS)I inathéf ﬁisulai‘temmpbwl focuuwmlg administration of the 7t
ive. oral bol us

corfeciiafrpEiaivndosedy iapiee) of 308 Mt ¥ SaAeontr kst &3 § 0.05) than

that ofvéHidie tihdrug-naive STZ-diabetic rats. Although the AUC values for the 100, 200
and 400 mg/kg doses were larger than those for vehicle, these did not reach statistical

significance, most likely due to the small “n” numbers.
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that of vehicle, in drug-nave STZ-di abetic rats.
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gabapentin (100 ng/kg) or oral tranilast (30-400
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wherein the(xbon'pound is chosen from2-[[3-(2-

met hyI phenyl ) 1 - oxo-2- propefyl ] ani no] benzoi ¢ aci d;
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(tranilast, TNL phar macol ogi cal | y accept abl e
pharggp@loglﬁglfyeqﬂcept@ 'eﬁ?ét theeRbd of d aim 3, wherein the
tranilast is orally adm ni stered 5. The nethod of
Claim4, wherein the neuropath pain is associ ated
wi #h paff g MEhRLe&lpim Aath s@ttrﬁ tragilasyiscoralbt AmInisfered.
Claimb5, wherein tranilast is adm ni stered at | east
once daj for at | east 3 s. 7. The nethod of Claim
oS e ohe: rathad jof GIAFY 4 horsia, tbp bLsGPAtIcRaN i GBsodiated with
pamfdﬂdlbuetuc&euf tiet hod of Claim 6 wherein tranilast is
adm ni stered for at | east one week. 9. The net hod
according to any one of Clains 1-8, further conprising

adei ni sTies mieghad sECRIM 5aueteis traaitdst iadministéred at least once daily
for afleaé’jt grgar;lts of neuropat hi c pain.
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10. A conposition for use in any of the nethods of
Clains 1-9. 11. The use of a conpound of fornmula I for

wobb®ggeuf acture of a nmedi cament for a net hodpasgQsdkek247
to_any one of Cains 1-10. o o i )
7. The method of Claim 6, wherein tranilast is administered at least twice daily.

8. The method of Claim 6 wherein tranilast is administered for at least one

week.

9. The method according to any one of Claims 1-8, further comprising

administering a second agent effective in the treatment of neuropathic pain.
10. A composition for use in any of the methods of Claims 1-9.

11. The use of a compound of formula | for the manufacture of a medicament for
a method according to any one of Claims 1-10.
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