;-BCe3er 3Xr0t". 6TX! &16 JUN Z003 wo oon89as PCT/ US99121612 ANTI CONVULSANT
DERI VATI VES USEFUL | N TREATI NG POST TRAUMATI C STRESS DI SORDER BACKGRDJD 1t
THE INV%@ 5 Compounds of Formula I: "~~SO-Hq are structural qu novel
anti epi | Y3t npounds that are highly effective anticonPST&SIPRIGA ani nal

Dodgson, S P ANTEONEhS 4T DERIvATVESgiSer L THERTINE Posic oz,
M J., Shank, R P., SchupskyTRAUMATIC $CRESS VISORPER Vaught J. L.

Bi oor gani ¢ & Medi ci nal Chem stry Letters 3, 2653-2656, 1993). These
conpounds are covered by US Patent No.4,513,006. One o f these conpounds

2,3:.4,5-Dbi } ruct opyr anose wn as

t opi r amat eﬁ%kg‘%%n ermbﬁi?% QSVI%:)N”I‘;I"EJI"\E{ cal trials 15 3”“@&‘%'@»@“ epsy to
be effebti \Googpuads ofEdrimuda I:her apy or as nonot herapy in | e and
conpl ex partial seizures and secondarily generalized sei zur &0FE FAUGHT,
B.J. WLDER) R E. RAVSEY, R A REIFE, L D. KRAIVIER, GW PLEDGER, R M
KARIMet. al., Epilepsia 36 (S41 33 #4995, S. K. SACHDEO, R C. SACHDEO, R A
REIFE, P. LIMand G PLEDGER Epi/epsia 36HQSQN8R 1995), and is currently
20 nmarketed for the treat nemg, i and conpl ex partial seizure

epil epsy with or without secondar S atﬂggedaﬁgi ;BLFISC;{]“mmMmmmmm‘ﬁm |y

twenty countries including the Unj
regul atory approval are presentgdy pending in several additionalg@untries
f Forfaia | were initially found to

t hr oughout the world. Conpounds
possess anti convul sant activity 25 in the traditional maxinmal elect roshock

VES ,
oAVt S, C. b8 SRl nbet nficideRlie eBmpoypd BT hantyecrVRdiilapdignegs g
MARYANCFF, iB. ﬁxmaEmdtﬁwaay&Bfﬂwﬂa%ndy?%b SuhfRRLENF., SSRAKER. pevaal ed

t hat Conpounds of Formula | were al so h| hly effective in the MES test in
Fats. B e Dasgsml 5t dpMedrdiamadl. FGUAE 982) MEVRIRTyBE. Conamion Mdo3 o

(3. Nal v TR 5 SRbERye 9?:’%%3{%‘?9?@‘& bty 1P BorBRAE & VB o
J.  YANAADA,Clemistit LSASA,3, E653-2656 PresieBiuse cafijo@fissare et byatiS Fateran
24, 73 77, Moe)S 0By Qe o clhete <PimpBndy, 20 S U e TR YERRl B

previously fAREQSesYsE S8l fRRAE RBERh QQitsfifamRtORA ks Yetdnstiated &0 eFticlNAhls
topiramate will be effective in treating post traumatic stress disorder.

DI SCLOSERE afhumag apilorsyrtodse qf(ﬁecmde@s@ﬂmgcptwe therapy OF 196 snorashgiapyt Hatreating
compasnds, Shmhiiiph Sl et Bbsno SERRANANEER A LD EABGHTS 15 O
treating alBOhWILDER, & ERAMEEVBPRYe. REIBELEmKIEmmceJWTPmmERrHENlI
PREFERRED IENE

formia (1)k Shaie RosiRo R 5 1 o6, SALEREET B csSbuT DR

hydrogen orreiFgylp. @mi aﬁa GRPLEMGERI E%Spiraese gg p@@dqm;by 4hdadisoggrerelly
| oner al kyl and, when is CH2, R4 and kene groups joined to
f or m a20enzearketed rfgr ahﬁj treqgmesnt Yf| %m@kyg@n%meérmﬂl@ SR repHepsy nﬂlth@f

together may; be 3Rl RG0S PR BorbRndk Y RhIL LA R 14dihd ihe?

United States, and applications for regulatory approval are presently pending in several

additional countries throughout the world.
Compounds of Formula I were initially found to possess anticonvulsant activity
25 in the traditional maximal electroshock seizure (MES) test in mice (SHANK, R.P.,
GARDOCKI, I.F., VAUGHT, J.L., DAVIS, C.B., SCHUPSKY, JJ., RAFFA, RB,,
DODGSON, S.J., NORTEY, S.0., and MARYANOFF, B.E., Epilepsia 35 450-460,
1994). Subsequent studies revealed that Compounds of Formula [ were also highly

effective in the MES test in rats. More recently topiramate was found to effectively



16 JUN 2003 WD 00128945 Rs\ / O c R- 'O wherein PCT/1JS99/21 b 12 R6{gngN B3 -
are the sane or different and are hydrogen, |ower alkyl or are al kyl and

are 5 j oiyag4ohgdeE Or m a cyclopentyl or cyclohexyl ring. Rl i by ar is
hydr ogen or a?@yf of about 1 to 4 carbons, such as nethyl, #e&fﬁﬁg %ﬁgi

I so-.propy| .blé¢iksdizuirey dU@MEraL rodBhtSnegee bf épmgéyo(l . N ANESR AL SaTAMURAGT.
branched chai n al kyl . Al kyl roups for R? , R4, R5, R6 and R7 are of
about 1 to RANIM bohsiSHE K ISFIARAe (T SERISANR, J; KAMEABy RnaNG SASA G
When X is : d By 1 ' t S eTiefe] o the
6- menber edqﬁflzc’:hon aa%i r%'gé r%?’ %93.?’%?%@% %Elrnglr gn%’ng? izoﬁggmglfatﬂ@éagg (‘B"

al kat ri enyl WNOQUTER- 6t SCAHOE:,. Epliepsy Res. 24aT3-g7019960f conpounds of fornul a

(I') is that wherein X is oxygen and both R? and R3 and R4 and RS toget her
are met Ryl enedTSHREH osiydies; OnhdOPISHAE a ave ) revsaledei nTevigusly g urrecaB@Zebt h

hydrogen b : i f [ Al g .ohexyl
g, i parirdadoel SRARRIESwh Ry B R b SR iR p BERELCEY
group of comsotradnaticssttdsntisedder.ein X is CH? and R4 and RS are joined to
forma benzene ring. Athird group of conpounds of formula (1) is that
wherein both R2 and R3 are hydrogen. The conpounds of fornula (1) may be
synt hesi zedppyct.o8 UrRE lwWrpk eVRadgoNR0 (a) Reaction of an al cohol of the
formula RCH?OH with a chl orosul famate of the fornula Cl SO2NH? or Cl SO-NHR 1
i n t he 1or esapenedinglya ithas beenufohndithap cempeundsoi theufollrvite formeladi um hydri de at
a tenperature of about -20 to 25 C and in a solvent such as toluene, THF or
di mret hyl f ormam de wherein Ris a ofCHJosd,8HRow ng fornmula (111):
CH20S02NHR R~ R2 Ra R3 25 3 , WO 001 28945 , PCTNS9912t 612 (b)
Reacti on of an al cohol of the' for Hwth sulfurylchloride of the
formula S02CI 2 in the presence of e suéh as triethylam ne or pyridine
at a tenperature of about -40 tg25 C Nn a solvent such as diethyl ether or
nmet hyl ene chl oride to produce aRehl orosBsfate of the fornula RCH20S02Cl. 5
The chlorosulfate of the fornula RCH20S02Cl1 may then be reacted with an

wherein X is O or CH2, and R1, R2, R3, R4 and RS are as defined hereinafter are

useful in treating alcohol addiction and abuse.

15 DETAILED DESCRIPTION OF THE PREFERRED EMBODIEMENTS

The sulfamates of the invention are of the following formula (I):
X, CH,0SO,NHR
R2

R, Ry

wherein

X is CH2 or oxygen;

20 Ry is hydrogen or alkyl; and
R2, R3, R4 and Rj are independently hydrogen or lower alkyl and, when X is CH2, R4
and R5 may be alkene groups joined to form a benzene ring and, when X is oxygen, R2
and R3 and/or R4 and R3 together may be a methylenedioxy group of the following
formula (II):



am ne of the fornmula RINH2 at a tenperature of abut 40 to 25 Cin a solvent
such as nethylene chloride or acetonitrile to produce a conpound of f{@riNIDE3
(I'). The reaction conditions for (b) are also described by T. Tsuchiya et
al. in TOW28%45ers, No. 36, p. 3365 to 3368 (1978). 10 (PACTRESICIGN of the
" chlorosul fate RCHZOSOZCl with a nmetal azide such as sodium azide in a

sol vent such as nethyl ene chloride %a?%r’ﬁ'tri |l e yields an azidosulfate
of the fom ula RCH20S02N3 as describ M Hedayatullah in Tet. Lett, p.
245S- 2458 (1975). The azi dosul fate |s t en reduced to a conmpound of for mul a
(1) wherein R1 is hydrogen by catal yglogenation, e.g. with a noble
metal and H2 or by heating with 15 copper nmetal in a solvent such as

nmet hanol . The starting materials of the fornmul a RCH20H nay be obt ai ned
conmmer ci allé or_as known in the art. For exanple, starting materials of the
formul a Wherein both R2 and R3 and R4 and R5 are identical and are
of the form 4 dp%S,o 5

Car bohydr a’?ae(IS %gs%g%rceﬁﬁyflﬁﬁe QPHx@fePé?ﬁ aﬁ& a}ﬂ? i ﬁmééf% aﬁ‘yér“t?gg ?gglc?Poanreof
the tribet hmhaiﬂoyfbnﬁla(nbrclepémyl mfcvmoﬁa@dlﬁﬁgketone or al dehyde with fructose
at a tenperature of about 25 C,. in a sglvent such a hal ocarbon,

met hyl ene chl or ifde!™ m%ardﬁé@emsén@r aﬁ(y Pglap%"ta]cf%4§t§£t}?"é’ssqﬂlcﬂsdéﬁlhwrl c

acid or a id_such chl |de The tr ily nol her
enct i on- i STk End Ratattl] " ARy el B SeinERfot Il Yo dp ihangh "X,
22, p. 3935}1(:&371@)1 Aﬂ@l@baﬂz%r RoARBORY| RG, RGiaflé Rensteafa®BMOE S0 Afcatitfis
fornulae RCOOH and RCHO nay be reduced to conpounds of the fornmula RCH20H
by st andar @nd enblude methy ke ethyl,gsepropy] gnd nemepmyiloWhén X isi CHi2 ulat ahd R snomay
hydrid sodi nlbor hydri de or .borane-THF ¢ lex [ an inert solvent such
a digl iﬂe lrlﬁrtot @mé‘n‘écnéfnea“?%rﬁ‘ﬁﬁégéf’ dF%%‘an’é%Eﬁ %C‘Prﬁa‘ﬂf@ NS¢y Ras

descri bed ?Xigf%re E%eﬂbwhem gl LI 13‘;\10 -{Ztﬁﬁléﬂ%ﬁcu ons", 2nd Ed., pages

45 to 144 npoun nay al so be made by t he
hrficlas

process di scl OS@dV\% %%u;?@@%o &ﬂs'o?férﬂﬁ%ﬂpfs%h&dwﬁéfeﬁe}t% sxyRnhggei n.
4 16 JUN 2003 001 28945 ~ PCT/ US99/ 21612 The conpounds of fornula |

i ncl ude t héothaR2 @&@Rsrmﬂwohmlei gathes arggneihylpnegéoxyngronpeefhthe dermie (b |
e.g., the various_al and bet ach be ow and. above t he
o o R A G RT R B RUSrBSeT et 4Kk SracRBhe, B TP Spiro

Pr ef ly, |

Pref et 381V oy BRI GELRIAL TS BERSARE e R U8 &) ke ?é@sﬁ RS O"
(PTSD) is an@tRyip| AGaécnd grewt ebediayoiaidslis €ias WheRin XnsotHh nedRY ah®RG are
neur obi ol ogi cal systens that nediate cognitive, enotional and behavi or

processes, joned o fagbe bhpzenputing.ecA ithirdEsmp( hémmmmdsgnfc&imalM(m!s thasal
consequence Qr.nal adaptation to PTSD. Edited by MJ. 10
Fri ednan, o} rex&g{}helg%,aré{%fﬁre& df%%ft“ch Li ppi ncott Raven Publi shers,

Phi | adel phi a, 199%)con g@uﬁ& JT3Simul15 @y Byl te sSH@BLiged Wﬁletfﬁﬂb\bldgrfﬁaﬁéd@Ver

time, synptons of PTSD seemto increasé ovér tinme and can be elicited by

m nor BY9ycHa) ogiRsaction aliamalcphddiafdhé fermuia R@IHZQEH adthyanchlesosvdfamaty obibsed
with reference ta n i n, PTSD sy ol o Ki ndl i ng has
thus been r@ lh&lsggﬁfﬁzs% mﬁé netiR Hr9SE 61 s % B BRRESIND Post
Susan R B. o OfiS, he
evol ution an ?eegwdﬂfé%hg F‘Eﬁt ﬁ%gmwg ress s%)p? € rﬁlnlgl S@&l? l'Ethe
New Yor k Acsaclelay talfierfsc Teic ers divicdthytforfhainidel 98¢ein Roigi & a'rmetg dfathe Heklowimgown

to be effec e ﬂ rodent nodel s of kindling seizures, (A MWauquier and S.
Zhov, Epi | SBERIREED: 24 7377, 1996 in press).

X CH,0SO0,NHR
R,

25



20 For treating post traumatic stress disorder, a conpound of fornulgg(JuN 2003
may be el hpl oyed at a daily dosage in the range of about 32 to 512 ng,

usual |y i vi ded doses, for an average adult human. e woul d
contain g&)ut 1% to 128 ng of the active ingredient. To prgsg&ésgt’ﬂg%

phar maceut (pal RRERRS bf aRSal&hol BF $hé ﬂ%ﬁhmd ROCHAME With TRIfEryZchicrdel sk e
compounds of formula (1) are intimtely adm xed wth a pharnaceuti cal

carrier acamiln§QOxCigoiny et presaice pifas aseuhicicak taetptinnide ng peidine aues,
which carrier may take a w de varlety of forns dependi ng on the form of
pr epar at i oterapesatieedof apoutd#ONite t258t¢ o 2 solygn! suelnhs disthylugtherson methylene

eual phar ishloBP IR b Re R MRy RERRROREET | Tt aoral
preparagions, Sggg &?orBBIlfaQé%W%eefo gpﬁ@ﬂﬂﬁ?o (Fl' % rtﬁexf"IB redd f—‘"t‘“ﬁf?,

suitable carriers and additives I nc water s, alco

flavoring agemd f thefesarly ®NEESat aClthpétaﬁQe agam&oam@l 25N ¢€ ini ak@lveh%ucﬁ@dsl d
oral preparations such as, for exanple) powders, capsules and tablets,

sui t abl e canathyens chiorideioi adetamstride to preduded @ﬁﬂﬂoundwb fooh@iggH5 The reaction

b oant < Eonrly bt ) SR SBoR AR EhGHEN da T BEbBR O e

ease in adnips & 338 @P78). abl ets and capsul es represent the nost
advant ageous oral dosage unit form in which case solid pharmaceuti cal

carriel@ arf® obﬁeeawryO%%lmqsulfate REERPSP2Glavithes matalyazisie %lglgaar S%”wned 5

t t. d t dt h {
ohi oh case S0EdE Y SUeh s die P e farargle Vet ratRuER ST ne
carrier W lthe fottala RCROURO RS &t&rstﬁ&d\wmr HelRiad hqh ek, LdﬂQb%ﬂS@%S fvr

exanpl e, for purposes such as aiding solubility or for preservation, may be
i ncl uded. I(h9B0L abﬂcmz&msutfatensthmwedﬂced the qormypane df iformula ¢I) wiesean Ry is
appropriate stabilizin ents may be enployed. Topiramate is 10 currently
avai | abl e fhydrogemby &d >m ydaegeaniion cgobifh arohlemstal and 2wrky rstingwithoo ng

or 200 of activ en he.tabl e ontain the follow ng inactive

i ngredi ggt Scoppcéé?%glem%;&ﬁvcﬁ%suc&aé Eféﬁ"loﬁl zed starch, nicrocrystalline

cel lul ose, sodi UReSitatia} rBatYE4lk 3F ehe HRENEROALOIERAAR LS, obtaihed b&ﬁlmmiaﬂa'
carnauba wax, hydroxypropyl nethylcellulose, titaniumdioxide, polyethylene

gl ycol , syrttrmst krown om thxiagte, Fanaxpnplysenanat&namenalssoﬂ“hbe ﬁbmu’xad&fﬁi@ﬁl

conpositions herein will contain, per dosage, uni abl e capsul e,
powder i nj e‘%qf@iﬁ b°§"b§3}§86|1\3f3uﬁ“d R psbR$ pesrigentical F-‘I‘fi:”Flc’%éhq‘é"éﬁ’i‘F Lymayde;

about 200 the .act | [ AlNI he
use of a cor%b Eﬁﬁidb ofh f‘BF 0?% %d %ﬁ%ﬁ%ﬂe ff?mh B\Ml%g"r%ﬁrsl jtS'( 4;55 CHz
or oxy@en; (R970)srbycieagon @fr thaltﬂ(mbthyaﬂyll ol StHYr 30Q RGRDR Rketod ot aldelfdear e

i ndependently hydrogen or |ower alkyl and, when X is CH2, R4 and RS may be
al kene gr oupith jfuictesel at @ femperatutsenf sheat 26TE, ainda solvemt suchsa drlpgerhon, Fzg.and

RS and/ o R A0S RE Bls R0, HERINLRIGE Qi ALBHOHOLid BPa LW 0

formula (I1 erern
different amcidauch m/ﬂnogﬁlrondboﬂm trtnktity1sidyl eot e&iek;dacﬁmdlsadeecmbedlbydﬁl lto

cont a; ni g et abOU (Rl EPS! Vbt MNarguR 3PN UBRD:  reatment of post
whor o 2 he. Commiugrorepgtieatii aldchy dES BFARE (RRRAMCRIDOR AUROHD 1o
claim1, whmagite rédtucedeoapeupourels| gf dfer éoniule REHAOH iby fstapdard reduction
techniques, e.g. reaction with lithium aluminum hydride, sodium borohydride or
borane-THF complex in an inert solvent such a diglyme, THF or toluene at a
temperature of about 0° to 100° C, e.g. as described by H.O. House in "Modem
30  Synthetic Reactions", 2nd Ed., pages 45 to 144 (1972).
The compounds of formula [: may also be made by the process disclosed in

5,387,700, which is incorporated by reference herein.



about 32 to 512 ng. 4. The use according to claim1, wherein the L%JUN 2003
therapeutically effective amount is from about 16 to 128 ny. 7 .
. A@ . ASF. A 3. AS. AyN&j sn{ ag "F

(0| wr rrthQ]OQ’&f%‘é] ca] ca] ca] ca] caJ ca] ca] ca] ca] ca] cal] cal] caP€ajusayewfie~a] caj c
Na] caV]ca]ca] c

02: NnsxEA" gh- wk C?%BP%’E@] 33]’%%]‘%3]1%3‘1‘%%}*&1‘1@8}%éz]dd‘ézﬁe%l]'é%rreré]aéa’r db#ta] ca]
ca] cal] ca] gglragdmeats tleradd] €2l ant Gatied a%aadrrdai)aa'ab&m&ﬁs i.e., below and
“Mvqgl gb] X] ca] ca] ca] cal ca ca] ca] ca] ca] ca calhca] cal ca] Eg]&ca] caj caj calca]ca]c

a] cal] ca] cabgyedhe gflang] oh]tesafraaing] efaR2d R3, "R4 1and \R 5/6m mmm gtng.

| ] £ o EBREAINaE 2R oL LB LS S B 10U D SR P e e, 3p3,

3) ){vqlsgb]gﬁtﬁ@]gqﬁ],ﬁggrga}ﬁ? ] ca] ca] ca] ca] ca] ca] ca] ca]ca]ca]ca]c aJca]c
aJ ca] ca] ca] caJ ca] caj caJ caJcal ca] cal] ca] ca] ca&B p "10%: D & ()- "10%& () -
"109& ()-"109%& Post Traupvagic(Swesg1Dxgrdey -(PTSD) 1s a complicated neurobehavioral

0l @S0 () RIS oo M i VRS e pLO%M
18%%'0( )10Lsi§%emvﬁar quceé‘s_‘ég' \@;.i@hﬁﬁylbelagﬁl cg&latod irv PTSD (Neurobiological and
Y Chmca? cognjégq/uences oSf1 %tﬁ%ss Froxﬁlx(m)oﬁmaﬂ adaptatxon (u? %TSD@é(dlte%SlfLy M.J.

10  Friedman, D.S. Chammey and A.Y. Deutch. Lippincott Raven Publishers, Philadelphia,
1995). While most traumatic events lose their impact over time, symptoms of PTSD
seem to increase over time and can be elicited by minor psychological trauma. A
kindling animal paradigm has been proposed with reference to emotional memory in
PTSD symptomatology. Kindling has thus been hypothesized as a possible mechanism

15  in PTSD (Robert M. Post, Susan R.B. Weiss, Mark Smith, HE LI and Una McCann.
Implications for the evolution and treatment of Post Traumatic Stress Disorder. Annals
of the New York Academy of Sciences Volume 821, 1997).

Topiramate has been shown to be effective in rodent models of kindling
seizures, (A. Wauquier and S. Zhov, Epilepsy Res. 24 73-77, 1996 in press).

20 For treating post traumatic stress disorder, a compound of formula (I) may be
ethployed at a daily dosage in the range of about 32 to 512 mg, usually in two divided
doses, for an average adult human. A unit dose would contain about 16 to 128 mg of
the active ingredient.

To prepare the pharmaceutical compositions of this invention, one or more

25 sulfamate compounds of formula (I) are intimately admixed with a pharmaceutical
carrier according to conventional pharmaceutical compounding techniques, which
carrier may take a wide variety of forms depending on the form of preparation desired
for administration, e.g., oral, by suppository, or parenteral. In preparing the
compositions in oral dosage form, any of the usual pharmaceutical media may be

30 employed. Thus, for liquid oral preparations, such as for example, suspensions, elixirs
and solutions, suitable carriers and additives include water, glycols, oils, alcohols,
flavoring agents, preservatives, coloring agents and the like; for solid oral preparations

such as, for example, powders, capsules and tablets, suitable carriers and additives
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flO%& ()- @bﬁ%ﬁar(d) ! llxIO@/«BBéc)auSslcﬂmeﬁlr( éasés&h#(ﬂﬁ%ﬂds(r)mm?m@etsl(hhﬂlm@ y
10966& % 09! ({) ow«&ﬁgL s'llg%& --.s! 0%& hc51

I10%& () - SITEBHRe) theg g /«&a VAN§EE 50(?&"‘( osagh” ygt 1 0)&‘(2 BPS&EB@*d 10

109& | G 04

101 " I%Wés( findcluibd ?ﬁﬁe@loﬂ%@ﬁ Wt dknol 0’1&- fff%g?&éd(l? %5%)6%/%& ‘k‘?%r coued

10/ ! 109& ( )oxsmao;&a(e)ms staogard mcmmng@@&&S(xppasmd@mx be p@ﬁeﬂom\»@emaa@ Cl

10, 2%#30@,& (A pa ]I;’(.')"S 10 1 18205/5/%( %f %%S%g%%:%oré%g % gscla%/er (&)111 usually
comprise stenlc water, though other ingredients, for example, for purposes such as
aiding solubility or for preservation, may be included. Injectable solutions may also be
prepared in which case appropriate stabilizing agents may be employed. Topiramate is

10  currently available for oral administration in round tablets containing 25 mg, 100 mg or
200 mg of active agent. The tablets contain the following inactive ingredients: lactose
hydrous, pregelatinized starch, microcrystalline cellulose, sodium starch glycolate,
magnesiurm stearate, purified water, carauba wax, hydroxypropyl methylcellulose,
titanium dioxide, polyethylene glycol, synthetic iron oxide, and polysorbate 80.

15 The pharmaceutical compositions herein will contain, per dosage unit, e.g.,
tablet, capsule, powder injection, teaspoonful, suppository and the like from about 25 to

about 200 mg of the active ingredient.
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wherein

X is CH; or oxygen;

R, is hydrogen or alkyl; and

Rs, R3, R4 and R are independently hydrogen or lower alkyl and, when X is CH;, R4 and Rs may be
alkene groups joined to form a benzene ring and, when X is oxygen, R; and R3 and/or R4 and R;

together may be a methylenedioxy group of the following formula (II):

Re\c/o
Ry/ \0—-

wherein
R and Ry are the same or different and are hydrogen, lower alkyl or are alkyl and are joined
to form a cyclopentyl or cyclohexyl ring, in the preparation of a medicament containing a

therapeutically effective amount for the treatment of post traumatic stress disorder in a mammal.
2. The use according to claim 1, wherein the compound of formula I is topiramate.

3. The use according to claim 1, wherein the therapeutically effective amount is from

about 32 to 512 mg.

4. The use according to claim 1, wherein the therapeutically effective amount is from

about 16 to 128 mg.



