; e3e] }Zzz{\| | Z}6}T}" N The present invention relates to al substituted
tr| ine derivative) to its use in therapy) to conpositions
cont@@m, m d to a process for 5 its manufacture. W& havgugigv2002
di sc |t is possible to obtain nedi canent which have cognition
enhanci ﬁ@"é‘f'fects whi ch may be enployed with |less risk of proconvul sant
effemwm“mmﬁm“\mm Iy described with benzodi azepine receptor partial or full
i nve I nverse agoni sts which are inverse agonist for the a5 10
recept or.«gaied are rel at f i 3 receptor
bi nding sites are pr ef%trﬁ—é%?—ﬂl—@‘@?lo%g?“ aZQLn & Ymtg)_o‘n—g%l085840 and
0134946 describe related series of 1,2,4-triazol o[ 3, 4-a] pht hal azi ne
derivatives which apg p%s%eflwml&%@a%éém%%b&mewme&s pidain oever.
there is no disclosure nor any suggestion in eit ese
publ i cati ons oferivative darte uaelin heraphictogempesitions wémmt and 9 a progesstipre
conpounds @i sq_l .ﬂﬁﬁﬂufa@tutr@e Appl i cations have any cognition enhane~ng
properties. e present invention provides a compound which is:

3- (5- met hyl i soxazolWghgye ngw dlécoyewéttlg%ﬁlltlﬁ pogsiblgtq gbitzin phedicapieppevhigh| oxy- 1,
2, 420 triazol pl3.4s ﬁl1BbEMn%VQﬁect§99ﬁhHme%%%}ggm e%sq%'\liﬁasrlovm by
testlngthe corrpound Inth rris waternmaze as reporte mar a and
Skel t on, Psychexergvelppnt %@c@mquwslm@clﬁwlﬂbmm &mpmdyc&ptorm@ehalan ous
receptor subt ypesn AR patstl Atk Ah%hﬂs% Wii6h Hﬁtlws@a%ﬁlse S thdlos

WO A-9625948. | 25 Thus, for exanple) the conpound o present 1 nvention
cad be usé® i nreaenﬁatr@réta}tecselaﬂveibfrdepgacm'ltx hkaabetﬁtmaawe«romm bsyditeem  Such
di sorders incl qgels age He m dementia and ammestic and othericognitive

di sorders. gf’e ifiumare deliriumdue to substance intoxication
or subst ance Wi t hdr&wabeanc@lterrtlApphchtmnBOOWH@ apd @H%&@d@gnb@sreimdddel irium
NOS (not other i 3 | d a_ar.e a of the
Al zheinmer's t é’éﬁ'uegofﬁﬁgatha%q%[%ti aﬁp}%%@%ngﬁe ewggr@gmhlalr%%t tegdt P osstelf
delirium del usnmnmed)y ad&pﬁyeikmdve;mdd:;re demelmoloaumfnor hay Algghiionein'eithty pe)
with | ate q@nse r usi ons or
depr essed %DO d&f’t\l}xa\% é)%{ﬂhgaqg)np((?f @B%&gﬁ&d Qggﬁeggesmt 1Qv %oh %&?‘xg&&\ﬁ th
deliriun del uginmesndy didegreddn the Anpdidatiche fmeve any @mtlp@enh%{ngAugust 2002
-2H V di sease; ggggﬁgg_l a due to head trauma; denentia due to:Parkinson's

di sease; dement | ue to Huntingtori s disease; denentia due to Pick's

di seased denentia dthe nresent dnyentien progidron camponnd whichdgrent i ai which is

subst ance- i nduced p@(ﬁhﬁéﬂyﬂ%xgﬁol-@t}@) &-01-RUlL - Db 8.8l a0t hyiaRd1 dament i a
NCS. Exarrpl es of ames~ic di sorders are ammestic disorder die to a

parti cul ar20rediréazplotetalpbtkalezine. whi ch i s substance-i nduced persisting or

whi ch is arnnestic @ég%?c’i&ifénh%‘ﬁ@meﬂh@ad &Vﬁﬁ%h@? t@'n%@ LI &Yﬂ;ﬂéﬁﬁd ahgfemaceut i cal
conp03|t|ons conprising the conmpound of this Invention and

phar maceut i cal Wrrawa?f'as?eeasa&??r@rby MP@?'@?@&“? Yealen Pémbeb@hgv&ilsl% e in
uni t ?Osage folml'ﬂiéqun&%nhﬁ&h@icy aptﬂe|v%rloﬁ@reﬁé}iﬁﬂﬂu@?peQW&JCLﬂafb@@U| gs
sterile parenteral so or su ons, netexed aerosol or |iqui
sprays, drops, u%iﬁ%fhﬂ‘@%‘)% gﬂ%fﬁ@ H&P&L&%Qﬁqg@s aut o-i nj ect or | devi ces or
sgpposi tordses; for ’?lhﬁd forra@mﬂteeuhahampclr)unﬂagmﬁ&fﬁreseaumvbmadafpﬁe use@ed al
adm ni stration, or mni.stratjo i nhal ation or |nsu tion. Fcir
preparing soli Har&‘?fﬁ‘ﬁgé’f‘? e Z}EF%n%fJ’f'eé%‘?‘@ts?te’Ph@“ng rdszy ‘éﬁ‘:‘ Fve
ingredient is a8 edbndntia sad RbdkRCME dthér cogriltivd diBJrdersy Eﬁm@mmﬁi onal
tabl eting ingrg%}r ents s h as .co tarch, |actose, ﬁ%tcrose orb tol,

talc, stearic i\ g‘fwu%{%séfﬁﬂ’?ﬂce 1 foR AT O 5y §B‘Ff’a‘f’ P%3uns or
surfactants sudélisnS0E e maltifl®atddgtes ehd RULHWRINOS aive omeywa&apaﬁﬁbwt her

Comosi t1 oIS coReaPRERg deriistisgih datren it of B Aufetine wRLRB AP S0

Y 28°6f t he
present i nvent which dah ba ulﬁbﬂdiﬁ&ﬁ&ﬂtolr eath c;ehamﬁe Aslakibss (ﬁ'&lebrdsbhﬂ’ modd; Wien
referrlng to these atlon coO ons .as, .h neo S nmeant
that the activE®Pf tﬁﬁﬁﬁ%m&ﬁr 85800 '!@ it ?%ﬁfﬁfgg? “’t‘%?@ﬁ%%g ftion
sjo that the with dehrlum, delusions or depressed mood; vascular dementia whith can be
uncomplicated or with delirium, delusions or depressed mood; demé,ntia due to



conposition may be readily subdivided into equally effectivF uni t dosage
forms such as tablets) pills and capsules. This solid prefornulation
conposition is then 25 subdivided into unit dosage forns OfdlAllf@stm
descri bed above containing fromO0.1 to about 500 ng of the active
ingredient of the present invention. appcal unit dosage fornms contain from
1 to x00 ng) for exanmple 1, 2, 5, 10, 2~, 50 or 100 ng, of the active
ingredient. The tablets or pills of the novel composition can be coated or

otherw se cogRQuaded, th%t?A’&&th%gﬁﬁ%Q af @Jrﬁ@n%faf%%ﬂ£ Pﬂrﬂiﬁé‘qtﬁ's%?seﬁge‘{a”t age

of prolonged action. For exanple, the ta let or p can cot~prise’an inner
dosage and adewentis deotodfentingtgondisase;dameniaa tes toflickigdisensepdenigutin of an

envel ope oveg,} Rec QbR JakifdibdiRe; CRIRAAE thgguﬂg&ﬁg—ﬂ?r{%ggf?eor%gﬁé ;n q

enteric layer which serves to resist disint e591r ation int
permits the iPnfes tocowpiplretiolagipspansisdamentiotN Gt Brammlesiofoarneatie or to be
del ayed i 1 QlGAREs ark amidestic AYOE! a2 gadtididh: L cﬁfc%xgq%& b Rich ) be used

for such enteric layers or coatings, such materials i udi ng a nunber of
pol yneri ¢ ackuestantd-indyced persisting powpiehis emaestigdisprden NQEh naterial s as
shel l'ac, cetyl al ephgl,.qch Q& ;!»ﬂdlzﬁé@p}?é%ﬁ{a@éxﬁicallégﬁxp%éiﬂyhﬁcoﬁrﬁfrféﬁlg' fheWni ch the

novel conpositions of the present invention 5 e I ncorporated for
admi ni st rat i epmpuad|of thip inygntien erd 4 pharmpceuiirally acseptablegarniari ons, suitably

f1avoured sympyfs)apRAlEQHSnosiBbhs SR ERE d00Se (AR suaY AUBiie Pilesi ons wi th
edible oils such as cottonseed oil, sesane oil, coconut oXl "or peanut oil,

as wel | HY elkfnauies, pavefesy, granaiespriarileameaenterahpolytinis o syspenpiphsm pesergt sper si ng

or suspendi NgeAAAME 3iqh spRALEHUSs, SHPBERS, MR AL BHEhSy AtDGhjectand X0
natural guns such as tragacanth) acacia) alginate, dextran,; sodi um

car boxymet hy dewrqsar suenoseries; fo aralrasenterabanironsapl sphlinesiel ervisetabr gel at i n.

The present i;pMeRbirMod, UF foh BAmMMiRYAEIRSH iNBalHES: & inkl¥BagonPRYNd of the
present invention in the manufacture of a nedi canment for the _enhane~nent of

cogni tion, pPEMSFABIEYH] spmpogiticassuchep dpblels the pRngiPakaslive inggedientigss such as

15 Al zheisrer nfixéli #RR2HhafRhcetififal @RRANCEIRBveatio SN i g fodsdiicd aAkhe dosage
| evel is about 0.01 to 250 nyl kg per d?y) preferably about 0.01 to 100

. Sranly ,

mgl I tg per d&fORmtPreRdaers P aBoRtbitplotia Yearitafid Ao BB ERrt per
day. The conaidrshmB}odpaticlins e 6@dad@intd st@GsNBibifh roddaledtd, | MBS per day.
In sone cases,. hqv~ever, 20 (goiag out si de t(ﬂ@ge limts ma%’ be used. It is
preferred th&Pe legt ffisingP rherehasmacautical dilnents: &8 aep ot a 98 exanpl e
usi ng ? pest |peefaﬁﬂxlﬂi§d5ﬂ &mpRkition doisthinigy a BébgéatRBIMikARE of the cbMpowndarticl e
size o t we 1 and, 10 uM and preferably | ess%#?ran 5 : ore
f or nul at (gn. Ogﬁﬁ’ REBITEbIYE Y °hd pﬁ?ré’?%“ﬁ?%%" Y BfCeBBRS aétet&g i WPERds known
in tie art oref2irimptdahesgaefofntlatixaoghsitionsed hatdsedean) b seMeant that
US- A-5145684., active ingredient 1s dispersed evenly throughout the composition do that the

composition may be readily subdivided into equally effective unit dosgge forms

such as tablets, pills and capsules. This solid preformulation composikion is then

25  gsubdivided into unit dosage forms of the type described above containing from

0.1 to about 500 mg of the active ingredient of the present invention. h&pical

unit dosage forms contain from 1 to 100 mg, for example 1, 2, 5, 10, 2&, 50 or 100

meg, of the active ingredient. The tablets or pills of the novel composition can be

coated or otherwise compounded to provide a dosage form affording tHIe

30  advantage of prolonged action. For example, the tablet or pill can conl}prise an
inner dosage and an outer dosage component, the latter being in the f{)rm of an
envelope over the former. The two components can be separated by an enteric

layer which serves to resist disintegration in the stomach and permitd the inner

. . . |
component to pass intact into the duodenum or to be delayed in releage. A



The present invention also provides a process for the pr odu!cti o#~ of the
conpound of the present invention, which conprises reacting] a rnethy=~ating
reagent, such as |ithium hexanethyldisilazide w-th ﬂAugust2002
3-(5-net hylisoxaz~l -3-yl)-6(1H 1,2, 3-triazol-5-yl)nmethyl oxy-1,

2,4-triazol o[ 3,4-a] phthal azine. 30 Th_e3r_eacti on is generall]y carried out
in a solvent such as DVF,' generally at "a tenperature below OC with warm ng
to about room tenperature:and generally under an inert gas such as

ni trogen. The,_r. ' ' ne |~ neral Ly.allowed to stand for 4-12

nour o The aca ! sbalPd I e BE ARG oty QY B conbinle B 500, 4” |

ot her react i ontqriadgincluslingya aurbenoé pelymezit adépardanixbures etpulymeric aidsh als
Preparati ve b Gu Pl A0y eifliod N PROYS) SUNIAGkLEBegUENCES [t MYy De
necessary and/or desirable to prdteg sensitive or reactive, groups on any
of the nol ecul el sThe kpnd érmedn whithgherngvebeongmhitioue of thy presantsingéntion

conventi gpal 2Ct | LQURS,.. 1. st hose. describ in Protective

& oups i 15 o Biawte Hiskia @ Ao, b BEBEIWIGRGE iafilolld 70757°, g
T. W G eene &li@shMsuitablsia®noideytunseadueows cilrsuiyepaions, aBdlakesed, John
Wley & Sons : e t ' 1n%ly r Y t ..a_conveni ent
subsequent s?rgég}%&giw_gglmnglglggggg%ﬁ%\?ﬁgt?%%1 ’ts‘%gmg‘r%??c ﬁ%&c?(l)l?%ound in
accor dance wpednut bilsasi welbart dlixirs pod eintilay phatmiretti¢ahzelitlagli Sugtable

[3H] - fl unazepj Qol &odi e AL LLe . (ABANY receptors
cont ai ni ng tﬁé"b%% gtfggﬁlgbggslt g@?%/&g;pﬁggés% sﬁ%eﬁ%lhﬁs lgltéﬁulaésj%gagents 15
Phosphat ¥ buhfwalzumd suck 2§ PBS)canth, ageciss pleingté, dextra@ spdiuHaPOa) 100 vl KCl

H7.4 at ro zend J: r i.3y2 cells; 18
AM f or a2( 333@%’@5&5@%@“?@& '#’?Mcﬁggg%wl%’gf"?E’J;amigo“%n°|f/|%%l[gtlﬁg5( 33y2 cells)
in assay buffer. The pPlesenttimesntion furtigg ppides the vepyof b ¢oermou2¢)of el | s
resuspended bﬂesmﬂyexgﬂ) fiﬁ“che(ﬂxffxﬁfﬂéftuieoof OndHidam R idieRE bﬁﬁa%c&érlt%f

s. PBS 20 ~

Supernatant Is renove romce approxi matel'y I's added. The
cel|'s are sceegpéipnanrpignablydd ajhwmanspifpting wpm e deppating Plnesgpichmsocei dure i s
repeat edyav t By A efhiliihBlead® M of PBS to ensure that nost of the cells ale
25 renoved. The cells are pelleted by centrifuging for 20 mn at 3000 rpz~
in a benchtop cenFeithagahancamentpfgoguitione g spitakle dpsagel levelie apait|Odtistoar e

r esuspi ended g§ mkfkgPer @by, i RIb1PHout 6.8Y td 2D HPKS pod S Mhndéspe@hiiys. Assay
Can be carried out in dee 9f6-we| I ,g%:sat es or_in tubes. Each: tubs contains:
@g.go M

30 300 pl ofbty¥IR! tgerp per ¢t -The GARPRHIA M bhal concentrati on
for alf 33y2: admEitMedldara Rzlhetyat'1 td 48idM pet Qly. AP o 2asel; KbwtVer, f 0x a5(33y2:
1.0 nM. 20 ! dosage outside these limits may be used.

It is preferred that the compound of the present invention be ground, for
example using a pestle and mortar or industrial equivalent thereto, to'a particle
size of between 1 and 10 pM, and preferably less than 5 uM, before forgmulation.
The compound may be micronised or sonicised by methods known in the art or

25  nanonised, for example by methods disclosed in US-A-5145684.

The present invention also provides a process for the production of the
compound of the present invention, which comprises reacting a methyiating
reagent, such as lithium hexamethyldisilazide with 3-(5-methylisoxazcil)l-S-yl)-G-
(1H-1,2,8-triazol-5-yl)methyloxy-1,2,4-triazolo[3,4-a]phthalazine. I

30 The reaction is generally carried out in a solvent such as DMF,Egenerally
at a temperature below 0°C with warming to about room temperature:and
generally under an inert gas such as nitrogen. The reaction mixture ils generally

allowed to stand for 4-12 hours. The desired product is generally purified from



|
August 2002 _5 i i 50 p,| of buffer or solvent carrier (el.g. 10% DVBO) i f
conpound is dis~olved in 10% DMSO (total); test conpound or| flunitrazepam
(to determ ne nonispecific binding), 10 ~Mfinal concentr atgi Qgbust 2802 pl of
cells. 5 Assays are incubated for 1 hour at 40C, then filtgred using eit ~
er a Tontec or Brandel cell harvester onto GFB alters followed by 3 x 3
m-washes i with ice cold assay buffer. ¥ilters are dried and counted by
liquid scintillation counting. Expected values for total biinding are
3000- 4000 dprghf or ttot al éOlén{)S and Itess t han 200 m f or _non-specific
binding if uXTRGTPFAN RFOTETRHPY 7 PPN BeRESH tHEARIBte 518BBE 2000 dpm f or
total count spmpsraties $IRIian 200 dpm for; nonspecific binding if counting with
neltilex solid scl'bnt.i | | ante.. Big‘dL n}q}tgatr. ameters 1%re q%t erm ned non- | i near
| east squares regr a8 &Y ArhF §ROVE STHEPSHR SeAPEoS 1 47aY,] iBPEPYY 268t ant K.
can be cal culssiratieftoprdtbe stestivecenpantind grolipe os anp ofthe molecalieor dance with

this invention potentdy inhibits the 15 binding of [3H.-flumazenil to the
benzodi ag)gpi fac rin‘rel(gi #élgérll alyg’ eoafﬂlﬁﬂerfdlalnr?'; m%ﬁg C?nevg%%?"c?ﬁ gmé?)(:ﬁ]lnéfgﬁ?%@’ the a5
subuni t st absuchesphess siestribad it Rrotecld Grouph &1 Ocgupiuteenabiry, led) AEFONPanyi ng
Exanpl e was ted j.n the ab as nd f to po Fess a K, value
for displ acef\rrdgcﬁfm%fﬂkfnﬂ Ef)esd%?i’fé@a‘%{WO%r?er?\gaég'(g%gvrﬂt?’ ﬁo;?tz ‘€ human GABAN
recept or of @GB&kpabs OxgdrésSynthesB)JdneWdenRdiond, 19011 ke pfomﬁmgg'rdupenti on has
been shown tog erggggcgveﬁogni tiv%Q. i psthe rat wat er.nmazgl%te %O‘gl\/?rrri S,

Lear ni ng and bt VaETSRA® §SeAvenipyt suhsgqyent stage tpiag mgdhods kRowR oM b 4ol ogy
for denolktrdteiaxggy t hat the present conpounds enhance cognition can be found
in WO A- 9G26948. i a e ated. a_mninum e tive dose of
0.3ng/ kg at whi chﬁ{%‘%m 8?%%‘2‘6{%8&%9%3‘; IE}hEehef%lr“gé“eth‘in ‘f°ﬁ‘%/“gy¥t1f‘§lfr‘?;{tﬁ§% 40%

recept or occhipdingyf PH-flvaszenibo the benzdéimpnste binding atte af ldosa) 6ABany/ kg. . |
The conpound e i I ) cribed~in foll ow ng
Exanpl es. Pr %eg‘%%tégcfgﬁeé?@gggqe ﬁ%&p@gg@% gen%r?cgﬁlo%z(, (%glgfd obv~' ous

nodi fi cat i onBeadentshe reacti on procedure, are well within the capabilities

of the ski Ll ed rsQn. i.. $ ust 2002 6. ; | NTERVEDI ATE 1

6- Chl or éﬂis- y!}?kfﬁpﬁgﬁibsug{i]ﬁegoﬁabg? Wl 2.4-triazol of 3, 4-al nht hal azine a)

1- Chl or 0- 4- hvdsazivagehtibahMAINLOl, Wobh MOl pHM had @ahntempe@idg, 0. 100 nol)
was added to Es boi | ~ng saol ution of h%ldrazi ne nonohydr.at e 7.3 m) 0.765

mo1) i et hanBFTEsoae (ol Py e e e AT @A A0 5 b The

m xture was g 2eelfs9 16 ARt £5139% i) & dss@hffehe solid collected by
filtration an?wmylashesd with ether. The ms?teri aIe was taken wi th n-butanol and

anmoni a sol ut Fmilrazepag,100gMi) asgybuftest ed until the solid di ssol ved. The

or gani ¢ 4@yel cuAsS,SERRMM L asbaRAAEEHad B HAGHY and the 10 residue
azeotroped with xylene (x2) and dried in uacuo to give the titl-hydrazine

(11.5 g, 59/ faruesiipdelfs250 Mz, d~DVBO) b 7.84 - 8.04 (3H, m Ar-~)) 8.20
(1H m A-H S Msifrhaall € rddveida cel) PB\ERIkbR0A720 kD] HwaaELOXY! T C

acid
The cells are scraped and placed in a 50 ml centrifuge tube. The procedure is

repeated with a further 10 ml of PBS to ensure that most of the cells aih‘e
25  removed. The cells are pelleted by centrifuging for 20 min at 3000 rpn{ in a
benchtop centrifuge, and then frozen if desired. The pellets are resuspiended in
10 ml of buffer per tray (26 cm x 25 cm) of cells. ‘
Assay |
Can be carried out in deep 96-well plates or in tubes. Each tubq?; contains:
30 ¢ 300 ul of assay buffer. ,
* 50 i of [*H]-flumazenil (final concentration for a183y2: 1.8 nM; for ai?.BByZ: 1.8

nM; for a3p3y2: 1.0 nM; for a6B3y2: 1.0 nM).



|

A m xture of acetonyl acetone (10g) 88 mmol) and nitric acid (sp. gr. 1.42)
/[ 15 water (2:3) (50 mM) was cautiously brought to reffux ynder a stream of
nitrogen and boiled for Ih. The solution was cooled to roo A@fRe2GRur e and
aged overnight. The resultant solid was collected by filtration, washed
with chilled water (2 x 7 m) and hexar% and dried in uacuo to give the
title-acid (A 4g, 40%, 1H NWR (CDCl a) 2.50 (3H, d, J=0. gHz, Me), 6.41
(1H, d, J=0.8Hz, Ar- H). 20 ¢)

! .
o chlor oSty aln Stk s bty gl as)
bi s( 2- 0~CO- 3m¢/aDMSOJI(mw)) pbmmponmbmcﬁmmmméamm SotexmiAd nansgpaifc and
triethylam nq~ é ]%1@ &h%ﬁZ.S rrtTmé wer e added successively to a stirred
suspensi on of " 4PEhroHE “HYREY T AdBht hal azine (8.00 g, 41.2 mml) in
di chl or onet haros 1 blgell®t ~ C under 25 nitrogen The m xture was stirred at O
C for 2h _and at roomtenperature aovern The sol vent was, evaporated in

uacuo, tRe resi dyoeysargingubated W"tlﬂ“’\ﬂéf‘gf‘o Snihep filterss) ysing githes ae g of f,

washed wi th Rgxapsr ﬁ%dgfdeﬁ@xak@séégﬁh% GIﬁYBQiléé?s foh&vmmy@r meéll g), M
(ES+) me 304 solution of the | etohydra2| ne

triethyl am n‘éltﬁwrce@rﬁsm pdter o FBtegs arp guiedapd counted, &901(1 @rlcm) was

heated at refdyH¥nf Ofixpbetta vhiies mr%&damnm a';@@mdwb@ dpRCH} tokAEBRAAL Ur e and
t he sol vent evaporated in vacuo. The residue was dissolved in

di chl or onet haelessfhan 280 dpmHoxppnespeqific bindingif ‘é%“ﬂ\?!:}%@&‘)m‘a%@‘%\/apox% ed in

uacuo, and thenfifkiod 1666200 d fo§€dial(déhﬁ¢?s|a9ﬁ%§§ftm{1ﬁd}ﬁ9ﬁ§ oho g V~ the
title August 2002 - 71 _cornpound (6. 8% ... 1H NWVR ( 360

2.59 (3H, sp,ggflc Qghwf qutmg w1§&rmﬂyﬂex7so)9@5sc(n}_qua% Bm,dup.% pa m@)gere 1H, m
Ar-H), 8. 34a1(a]el|é|terﬁﬁneﬁ Hy’riﬁ}uhn%ar ﬁaa{tkljhax‘és réression alNBlybiESrom Wﬁﬂclﬂﬁﬁ ~I VI H +.
5 REFERENCE EXAMPLE 1 Sod] um of a 60%(;jd| spersion in oil,

ior bt |
6.10 mol )| REaDitereagstagt & t"é u]§‘6‘? B t83t compoidiy | car bi nol (470 nu,
4.27 mol ) in DVFHe(@pdlind ﬁtacédi@iﬂcbWﬁﬂl@dﬂfrﬁtim(iﬁfenlﬂllyhﬁlﬂﬁﬁﬁtl&J’ld t he

m xt ure t|rre for r t hi 10t| | nt er yedi at 1160 rng)
& 07 ) vhis gt sty Gtk ot beredintirins Rotnsnts S SRR was

renoved in Vﬁ@mo@rhdnﬁahﬁng ﬂﬁ:ldlilsﬁtbdhﬁsalbweéiptessecﬂhdhk%mt hane, vvashed W t h

wat er (x2), dried_(MySGa) and evaporated | cuo. FI hy omat ogr aphy on
silica gel el uti ngPaMROsed HhhasampaRIiRs E?“Hﬁaﬁ AR Gkl an?gk&a

recrystalli sadshpmna&dst:fbuﬁm @@@émﬁwnw@ﬂ%pgaa@edtme[smmd £5- mvgzduct (640

ng, 44%, np, 2 CDCl s. 3H, d, J =0.8Hz,
Me), 5.77 ( 2f4°m§he -SPE‘)“,“ %F%%NNR Tg{‘ 8%16“8?% 0 AS‘-’ "’f71 $0.(1H, m) Ar-H),
7.74 - BeBS (3H) mhe Dhipbhnd bf%hgﬁr&aﬂ,lnﬁgntﬁﬁhhﬁ beed s%gwfl l&'bnlfh:nce-l =7. 8Hz)
Ar-H), 8.64 - 8,72 (2H, m (&[Uﬁg m e, 359 »Q’HJ Found. C,
62.93: H, 3.%Enitign] 12 sheypat “@’“‘s%‘gméw Lening and ‘Yaé’dfav g 'C, 63. 10:
H 3.92; N 28.033f REHRRENEs E¥bBLbE1Zgy for demonstrating that the present
6- (6- Br omonvr i di n- 2- t hyl ox~- ne 4-tria '
0101(3, 4a] d‘ﬁ“ﬁ%ﬁu&% %‘lﬂ GI%BR{OHCF%{’ Wgﬁ%h’%xg%égéﬁar%ﬁe ? “I'nt er medi at e
1 and 2 br ond@ysrstiatet &-amidiansl effeditte dobeof @Imp/ks bt whibBQBe ccﬁﬂ)ouﬁﬂS?)
{ glol g.\tMe C?Ebg élll(}g Ei'e%%gtd 1lf|1(rgntgm\ileag 46'90rre<§% oerrogcm%gn(%rx ei{;r}qas also beehe product was

demonstrated at a dose of 3mgrkg.

The compound of the present invention can be made as descnbedlm
following Examples. Precise details of the reaction conditions, and obvjous
modifications of the reaction procedure, are well within the capabilitiedj; of the

30  skilled person.



I of water to the reaction mxture and the resulting preci dltate was
filtejred off. Flash chromatography on silica gel, eluting |V\Ath et hyl
acetate, and ~i 30 recrystallisation (ethyl acetate-net hanQIA)u gv902he
title-phthal axane, ~p 247.5 249 C, I H NWR (360 M—Iz CDCl s) 18 2 61 (3H d, J
= 0.7 H, M), 5.73.(2H, s) CHa), 6.82_lH d, J 0.7 Hz, ‘Ar-H), 7.48 (1H,

d, J =17.8 H, Ar-H, 7.~3(1H) t)y J = 7.7 He, Ar-H)) ’>76‘(1H d, J=17.4
Hz, Ar-H), 7.84 (1H, t, J 8.4 Ht, Ax- H) i i i August 12002 _g_ i 7.98
(1H, t, J = 8.4 Hz, Ar-,831( 5 Hz, Ar-)'870(1H~d
Ar-H); MS(ES+) rﬂe 437 jl\/H]+ %#TE unéA’Eﬁl

5227 H 2.85, N) 19.14.
halagige N, 18.60% 5

| NTERVEDI ATE '
| 1.C
6- dI‘OXVB('iE 0ro4hdr21oh a1z1e

sol uti on of sodi uwrﬂldhbmphdw(l@n&%?gog 107109rrodl) wamadded éo a (Jﬁliﬁg selibiomas added
t t d 37.5
0 a stirge 0?%&1‘5%18 m%ixo trgfer 2k ? ‘3{1(??(??6&1 ﬁ 19%_1}_'%11& (F@He)%]x%) a\lﬂg tﬁ](!: ox~ne (

- 4-triazol of 3, 4-a] pht hal azine ; A

m) and t ure eate e SO S evaporated 10
i n uacuo and miktaire bedted et yeflux fari bhbkd The mixtare W\ﬁtcepleéndr@m@@hybraéﬂWer The
aqueous | ayer,, iy difiled
w th 2N hydr ocﬁr%@ﬁgé?é éﬁbf’@%ﬁgn th Q %‘ﬁte}é&hérl%]eﬂ%gvétgﬁ\%r]‘?%

preci pi t at ed teken with sd!lumlioban@\a@nfoniatseh{wné@f gaﬁ&li h@h@ﬂﬁ@bwﬂﬂhfﬁt rate
extracted w r r Mehe dried
(MyS09) and tg@é&iglgat&g ﬁ{}%hg@égcolggerf P S-gpﬁ q eﬁ)ﬂl va%faem plgt ate to
gi ve thel@j t resighentgetrored. with gylextgog), anﬂldnedmvmt(u%@glmhewmms 2.58
(3H, d, J = Q¢ o

ST ‘(21155'259%3?1{ l_&liﬂ@?%blt){ﬁ ‘11)51)14130)@7“84"‘%)04%}1"% A17 H?“s ééL!iiH,, A
7.4 Hz, Ar-Hm,wBMS(GE&ﬂm‘ewME]* IVB (ES+) mre 268 [M—|]+ 20 REFERENCE
EXAMPLE 3

3- (5- Met hyl i g%xaz%%%ﬁ%ﬁ%m%azol 5-yl)nmethyl oxy-1,2.4
triazol of 3. 4-a] pAtrhixturziofiecesgnybacFioner10g,184 mmol) and nitric acid (sp. gr. 1.42)/

_(trimet lf'y I's 'vJaXv!—:z) @IBB" %Vrllﬁ%}ag%Lu&o&lysorBﬁé}ﬁ‘%QLeﬁux under a stream ofinitrogen

and boiled for 1h. The solution was cooled to room temperature and aiged

—

overnight. The resultant solid was collected by filtration, washed witl:i chilled
water (2 x 7 ml) and hexane, and dried in vacuo to give the title-acid (4.4g, 40%),
1 NMR (CDCls) & 2.50 (3H, d, J=0.8Hz, Me), 6.41 (1H, d, J=0.8Hz, Ag-H).

20 o 6-Chloro-3-§5-Methylisoxazol-3~y1)-1,2,4-triazolo|3,4-a|ghthalaq'ine

5-Methylisoxazole-3-carboxylic acid (5.24 g, 41.3 mmol), bis(2-o=xo-3-

oxazolidinyl)phosphinic chloride (10.5 g, 41.2 mmol) and triethylamind; (11.5 m],
82.5 mmol) were added successively to a stirred suspension of 1-ch10rdi-4-
hydrazinophthalazine (8.00 g, 41.2 mmol) in dichloromethane (1 1) at d°C under

25 nitrogen. The mixture was stirred at 0 °C for 2h and at room tempera;ture
overnight. The solvent was evaporated in vacuo, the residue trit;uratei;l with
water and the solid filtered off, washed with hexane and dried in vacup to give
the ketohydrazine (11 g), MS (ES*) m/e 304 [MH]*. A solution of the
ketohydrazine (11 g) and triethylamine hydrochloride (2.2 g, 20% w/w} in xylene

30 (500 ml) was heated at reflux for 3 h. The mixture was cooled to room
temperature and the solvent evaporated in vacuo. The residue was dibsolved in
dichloromethane, washed with water (x 2), dried (MgS04) and evapora;ted
in vacuo, and the solid recrystallised (dichloromethane/hexane) to givei the title-



n-Butyl lithium (6.8nm of a L6M solution in hexanes) 10.9mm~) was 25 added
dropwi se over 0.08h to a stirred solution of 1-[2-(tri nethyl
silyl)ethoxy] methyl-1,2,3-triazole (J. Heterocycl. Chem, §%ApustZ20021200
(2.077g) 10.42mmo1l) in THF (30nml) at -7?8C under nitrogen. The solution was
jallowed to warmto -60C over 0.67h, then retooled to -78C'and DVF (0.9nl)
|l .~mol ) added. The nixture was allowed™to warmto roomterrperature and
st~rrred for 30 16.5h. Saturated anmoni um chl oride sol uti oq (50nl) was

I

e B P AR L S R 1 T

dcuo, and
the residue Ar®) PoR(IYmMACH), BID7Y1H] €AAGED,)8. 3 UH, &) AMIDNSJAYIIEL Y|

acet at e/ hexane August 2002 i _9_; title-triazole
(1.713g, 72/?131)@%@%()3’6}6%&% I's) s o.ol (9H s, Il~lesSi), 0.92-0.99

(2H, m CHz) 3.64-3.69 (2H, CHa), 6.05 (2H, s, CHz), 8.31; f 1H,. s,
Ar-H), 12 (1H, s, CHO b)

5-Hydrox thvl -1- 2(tr|mthyl@ﬂﬂ<§%%@§%%l-123trla'~ole Sodi um
bor ohydri de §Q5-28Ahyliséxd¥b ridgiiieethtox e 1 2t4- trise6loF0l-silphthalHfind he

ding t e (1,70 : t.nanol. (8 C
P ogen” The. m xeebEmdRs 5%4? T A2 492 aprORt sth S GDA 2R 1t ur e
f 0. 5h. \Wates siasd asldich efitipytriiyl bﬁidlr(ﬁ 14,27 ih ©IMPKS0 ml) at
d?(r:hl or ot ~et h(g?le afld sat u %#ed br i oo g qgag smlﬂgIj r.ated and
furt her ext r SO ARG GUar e itleR itaRES A G R Ao e =psed BE 020 Ro TSP BRI ¢ 1 ayer s
were driHu (@nﬂél gﬁﬁhﬁedmd 161 Bgsan at4eay ihol) &cis addstlandhenmgis vt @tirred
h t i t 0% et hyl. /h ot
G R O R el M SRR § " 8T (3,
, MesSi), Od4d88iDoA&haRd;; edClith v &rSB‘Z)BdIGﬁ OmndCizborafedB4 ( 2H, ,
SéHz) 55%0( or8&thé WHB’)&{E hva (géﬁﬂcm)o )ao: ( S
3~5- Met h~i soi’éiiaﬁuo‘s alsi‘ cgmlnT Tg’(zra?l%yrolnnse@% Pylf‘% ‘e"%tﬁlo:ax/?/] nmet hyl - ~. 2, 3
triazol -5-vl Irrrmhzhgpl/dnchloﬂmﬂethanerﬁOMdd)y[rBuétsta]]iahtihaI azi ne The
tithe- Coﬁourdzigﬂv‘{% %aerB egane} g\%"t#\ghglr m%jd “%fé 36‘%&%}1 %ﬁ?:&%g(}al cohol

follow ng the proce Jure escr VHz) CDd s)
8 0.00 (9H, 4$H NMBSBOMBz EDU)IR.FREH, qu@pJalﬂz, Me)eaw:eﬂjl s CHB 5,82" | . 61 3 66

786 (1h ' Rekig =B85 R T Gl By Pl g 8@%&%&‘7@%%

(1H, d; J = &,0ukE) 8AS(HY, d,8=78Hp,1At-Hy 8.6} 8.8 @HHm, ANMHHMS @ +)(xE/S+) me 479

[ M +. d) N

3~5- Met hvl i soxaEMFI] Ani’ﬂ -th-utdlﬁ-’ (i2333}§3t5rq grz(%‘rl)"??i- vi Fr’r%\{egvf)bxégril,%lﬁ)m riazolo
[,3, 4- ,&@phtrbminaazﬂ\éBZB;m3:93(%12&1&3%- t he precedi ng product, ethanol (10nt)
and 2N HCl ~(20nl) was heated at 50C for 15.25h. The sol ution was basified

to pH 12 with
REFERENCE EXAMPLE 2

a]phthalazine

25 The title-compound was prepared from Intermediate 1 and 2- °
bromopyridine-6-methanol (Tetrahedron Lett., 1996, 50, 2637) followiig the

procedure given for Reference Example 1. The product was isolated by addition
of water to the reaction mixture and the resulting precipitate was fﬂtﬁred off.
Flash chromatography on silica gel, eluting with ethyl acetate, and |

30  recrystallisation (ethyl acetate-methanol) gave the title-phthalazine, x*lp 247.5 -
249 °C; "H NMR (360 MHz, CDCls) 8 2.61 (38H, d, J = 0.7 Hz, Me), 5.735(2H, 5,
CH.), 6.82 (1H, d, J = 0.7 Hz, Ar-H), 7.48 (1H, d, J = 7.8 Hz, Ar-H), 7.q3 (1H, t,
d =17.7 Hz, Ar-H), 7.76 (1H, d, J = 7.4 Hz, Ar-H), 7.84 (1H, t, J = 8.4 HF, Ar-H),

f

|
|



I
| saturated sodium carbonate solution and the solvents evaﬂgor ated in udcuo.
The resi due was azeotroped with ethanol (x2) and chromat ogriaphed on sili~a
gel) eluting with 0-4% net hanol / di chl or onet hane (gradi ent élAltgustrmOOZt 0 giv~
the gO title product, 1H NWR (400 VHz) CDCI a) 8 2.65 (3H, s, M), 5.73 (2H,

-, Chz), 7.02 (1H s, Ar-H), 7.87 (1H) g, J = 7.8 Hz, Ar-H)i, 7.99-8.03 (2H,
m 2 of Ar-H)) 8.24 (1H) d) J = 8.2 Hz; Ar-H) 8.72 (1H, d, 1J = 7.9 Hz,
Ar-H); M5 (ES+) #nle 349 [M—Il+ i August 2002 -10 EXAMPLE 1 5 Lithium

hexammet hyl di globfrn 425 Cla PRUTALH 3 siNGACK Y L 68 i) Al s 7¢ (3 Rbges added

dropwi se to a stl r'réed so

3- (5- net hyl | ¥B-@80l me-4307 [ BH] 1 Mnd). FoGad &) 52220; 15 2)85) Ne1hyd. ogHEN2O#- t ri azol of
3, 4- a] pht hal gzi N . 1 AP ed as in Reference Exanple 3
in DMF (50ml r'a({']ﬁ}gzﬁe:rgﬁ?fee? %g gg@&%woliga%ure was warmnmed to -23C over
1.5h, methyl iodide ~O10OM, |.6mvpl) added dropw se and the reaction

m xture ag | owed to warm ~o roorn I mﬁbﬁ,ﬁﬂaverm ght. Water was added and
t he sol vent evaporat ed in uacuo. 1 was partl t| oned bet ween

di chl or onet héitydaony- 3k Meths g -hay rplqi B s arviated and
re-extracted wt [ ants were
washed with bri neA((% %thap&w}?ﬁgdé@?g g) %‘%&2%@?%&%9%& &&%&J

Chr omat ogr aphgdedfto mtpirredsobiion of\lnd¢rimedinte & (1.0 el 3§ immgoliwint diox@nB 487.5

met hanol / di c 9{21@ i,N) rative HPLC
(YMC Sil col 8’!”%( %W%ﬁsﬁ@? gﬁeﬁﬁk\% tli(r)ll{ISIE}l rfsg%‘}ﬁg{r,\\g% %@ﬁ{ o@%but ane, 20
separ at el t hén vacuaand thd weidue sarti_@asd bgswken whgored dieHBll&tleo! Vhat systen):

67 r1 azol drpeg avde ¥paapfha s i ookl BRI ) o

(3H s, M), hadrechlorencis untiknH2 Bagattgippl. The mudywm@ BOCILAPRpURY. A - H).

7.79 (1H, m s@[\ﬁm wad ﬁ.&é’re{i:lah‘ anmthéa‘ﬁcbdé))us §lt1:la@e éx"bl*_:!lcte?i wreﬁ(aicﬁlogoméhgge 25 (IH,
d J =8.0H -H); M5 (ES+) me 363

[ MH +. | nt er fed é[{h@ cg@bmefl leytrg@bw@fe dried (MgSO4) and evaporated in vacuo and

3- (5- net tB’l ' %&fiﬁﬁ@& w?’ch\fh): B@c(pl-taf@&@We the title-product 10 45 g, 48%), 'H NMR

3-triazol 4-y, net hvl oxy- 1. triazol of 3. 4-a] nht hal azine 1H NVMR (400VvHz, C
Cla) 8 2.60 (2QMHz, WWIS@%@W@H dgd = rOe”éHZEJ;VI%’/OmHsi Ja®y Fz6. 90 (1H, d,
J = 0.8 Hzj r 5 (1H d, J
Y 50 te JAr_ ﬂi)vgh(zzlﬁg Axlh‘) srﬁs(fﬁ xlﬁ')AriI)%zL( d”l! /’fzr(ﬁ%AﬁH)?Arfw d

(ES+) me 368-HNHLd, g |Aa1H)| %%GIH( HPE,@JEE) (ﬁs+)s‘}1é9t?é$j[l\/lﬂl*

3-(5-net hyl i soxazol -3-yl)-6~; 1-meth

~j-11,2. 3-triazol -5-vl) et hvi O%@m&@&i—g 4- a] ght hal azi ne 1H N1V~R
{400 M£20CDCIs) s 2.56 (3H) s Ly 5.76 (2H, s, CHa),
6.~2 (1H, s, 3-(5-Methylisoxazol-3-yD)-6-(1H-1,2,3-triazol-5-yl)methylox 124
nmet hyl -1, 2. 3- tr| 9I-4 L rrethvl oxy-1, 2,4-triazol o(3, 4- app- ht hal azi ne i

~. August 20 ; H m Ar-H}, 7.96 (1H m Ar-H), 8.04 (1H s,
Ar-H), 8.1~ @). H ormyl-1-[2-(trimethylsilylethoxylmethyl-1.2.3-triazole

n-Buty! lithium (6.8ml of a 1.6M solution in hexanes, 10.9mmoi) was

25 added dropwise over 0.08h to a stirred solution of 1-[2-(trimethyl-
silyl)ethoxy]methyl-1,2,3-triazole (J. Heterocycl. Chem., 1992, 29, 120.‘?) (2.077g,
10.42mmol) in THF (30ml) at -78°C under nitrogen. The solution was pllowed to
warm to -60°C over 0.67h, then recooled to -78°C and DMF (0.9m], 11.%mm01)
added. The mixture was allowed to warm to room temperature and stjrred for

30 16.5h. Saturated ammonium chloride solution (50ml) was added and tl}he
reaction mixture extracted with diethyl ether (3 x 80ml). The combineid ethereal
extrants were dried (MgS0Q4), evaporated in vacuo, and the residue

chromatographed on silica gel, eluting with 30% ethyl acetate/hexane, to give the



J =88 Hz, Ar-H), 8.67 (1H, d, J = 8.0 Hz, Ar-H); M (ES+)‘ me 363 [11H]*.
i | ,, August 2002 _ 12- , CLAIMS 1.

3-(5-Methyl | soxazol -3-yl)-6-(1-methyl-1,2,3-triazol - 4- yl)nétkugu@tﬂbj}zl 2,45
triazol o(3, 4-a] pht hal azine. 2. A pharnmaceutical conposition conprising the
conpound as des$ribed in claim1l and a sg)har maceutically acdept able carrier.
10 3.

3- (5- Met hyl i soxazol - 3- yI) 6-(1-nethyl-1,2,3-triazol-4- yI)mathonde l,2,4tr

i azol o[ 3, 4-a I bj ect
s~jffering f%glr;ntt% E%%éﬁﬁﬁ@ﬁ%mm%e tuse opi?ﬂ{é 1é)h%rrpoﬁnd of claim
1 for the rrao,emmuzﬁ mf CHn)n&da-GaimmH h5CHe) 6.05 QI rhaHee e {11fs, cogni ti on.
. A2. ALN2. A9; ?}%‘m 1 La A9u. A&a9. A° N9. ASab. Al h$: MBYf YP45 fYC
PP(P# #. °cp°a p> dk xp> <x00x<p8xa0x8p8x p 8x°<°°°°°|>p<399<°8999p
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>80<| | ~ < >
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771> Xl dik e gkvaggmpaﬁfﬁ jbpasgs D g& il
~| 22?2?2x?° ’><’>alcohzéfc&10w&133the procedure descn ed for xample 10, 360 M z (3

5 oX(u¥ OH ehxsh slod on] ealas) adnabs phe h kel artboe) %&)Cﬁkqeldeca] c2a] ca]
ca] ca] ca] ca] ca] ca] ca] ca] caj ca] ca] ca] cal cal c
| pl 1" 0 _SRAGTERS.92 (2H, # CHIB(2W, ghf B cady eéq eazpcay §j86 (1K,
flcgft“afigfighf’%%vb eakalcak-aaMis alon baslpa N, aakpaybsalicayheal ¢al cal ca] ca
'0)~)*-1/ 3}'1?/@ W/WQ)@H@QXQT@MM@@?W @59(ro/614d9 [MFb] XV] ca] ca] caV] ca] ¢
aV] cal cal ctakpaV] o4 pebdaal Leabes A sahslal-aal£al cal cBa cal ¢
a]ca]ca]ca]ca ca _ oA i
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Ca] Ca] ca] ca §J115L'Neﬂ s&dﬂ%ﬁ%ﬁ%‘bhélﬂe lsblhtlon and the solvents evaporated in vg cuo The
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B eXr?4L' : 109& ()-!}L $M 109&n7m& () - S109& ()-SL:!109& ()-,|'tL: ! 10% (& () -
S10% () - X(uz[ PE. 10 10 August 2002
101 7s10%: ()-' 610%& ()-!L(M 10%EE& ()-!L(M 10%<<& ()-!L(M 10%<& ()-# QIEPE
. 10@O0%& ()- f10%& ()- @G10% ()- @LOY%&, () - " 10%& ()- V" 10%@¥ ()- YQuH z[ <PE:
L 109 ()-,10% ()-TIQ 10% ()-T!t9@ 10%: ()- SF10%& ()-!f10%: ()- <, aBPE:
L+T109% ()-L' MLO%& ()-f % 10%& ()-9 $10%& ()-"mlO%& ()-1910%& ()-, Ub@
| p410%IJ& () - @H#L10% & ()-101010610%& ()-SL3 10%&' () - S! & 10%&' ()- S
(I""#zX7b@ p&@ 109%& ()- !t &@ 109N'N'& ()-! &@ 10% " & ()-! p&@'10%1" J" & ()-!t &@
109N'N'& ()- 109 & () @S _ $@wwx9tﬂ@mm& ()-9' 100& () - Slf9'

10%Q@ @ & | &@ y ;
'} oM@ - Y004 1 S5 lq?%t{l)azo'l 5! ()%
10NN t Lk/ G' 102k

'-thaZdIﬁE) }H OM@
L6,

' s109%5& é)
' @10%-5~5&
10%aaa& ()

10%p5p! ; f 10%&' ( ) - %{tHIJnQ mms(léhsﬁamde (1.63ml of a 1M solution in THF
1.63mmol) was added dropwise to a stirred solution of 3-(5-methylisokazol-3-yl)-
6-(1H-1,2,3-triazol-5-yl)methyloxy-1,2,4-triazolo{3,4-a}phthalazine (241mg,
10  0.626mmol) prepared as in Reference Example 3 in DMF (50ml) at -3):1°C under
nitrogen. The mixture was warmed to -23°C over 1.5h, methyl iodide kO.lOml,

1.6mmol) added dropwise and the reaction mixture allowed to warm tl,o room
temperature overnight. Water was added and the solvent evaporatedi In vacuo.
The residue was partitioned between dichloromethane and water and:the

15 aqueous phase separated and re-extracted with dichloromethane (x1). The
combined organic extrants were washed with brine (x1), dried (MgSO.;) and
evaporated in vacuo . Chromatography of the residue on silica gel, ehl;lting with
0-5% methanol/dichloromethane (gradient elution), followed by prepaf;ative
HPLC (YMC Sil column, 250 x 20mm) eluting with 5% methanol/l-chl:orobutane,

20 separated the triazole isomers: .
Least polar isomer (HPLC solvent system): 3-15-methvlisoxazol-3-vlL-jﬁ-LZ-
methyl-1,2.3-triazol-4-yDmethyloxy-1.2,4-triazolo[3.4-a]Jphthalazine 11-#2 NMR
(400 MHz, CDCls) 5 2.59 (3H, s, Me), 4.21 (3H, s, Me), 5.73 (2H, s, CH}), 6.89
(1H, s, Ax-H), 7.79 (1H, m, Ar-H), 7.94 (1H, m, Ar-H), 8.10 (1H, s, Ar-li{), 8.22

25 (1H, d, J = 8.0 Hz, Ar-H), 8.67 (1H, d, J = 8.0 Hz, Ar-H); MS (ES*) m/e|363 [MH]*.
Intermediate polarity isomer: 3-(5-methyvlisoxazol-3-y1)-6-( 1-methyl-1.2 3-triazol-
4-yDmethyloxy-1.2 4-triazolo[3,4-a]Jphthalazine 'H NMR (400MHz, CﬂlCls) 5 2.60
(3H, 5, Me), 4.09 (3H, 5, Me), 5.78 (2H, s, CHy), 6.90 (H, d, J = 0.8 Hz| Ar-H),
7.80 (1H, m, Ar-H), 7.94 (1H, m, Ar-H), 8.25 (1H, d, J = 8.0 Hz, Ar-H),i8.65 (1H,

30 d,J=8.0Hz Ar-H), 8.73 (1H, s, Ar-H); MS (ES*) m/e 363 [MH]*. I
Most polar isomer (HPLC solvent system): 3-(5-methvlisoxazol-3-vl)-6-'§( 1-methyl-
1.2,3-triazol-5-yDmethyloxy-1,2.4-triazolo[3,4-alphthalazine  'H NMR (400
MHz, CDCls)  2.56 (3H, 5, Me), 4.19 (3H, 5, Me), 5.76 (2H, s, CHy), 6.82 (1H, s,
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2. A pharmaceutical composition comprising the compound as deséribed in

claim 1 and a pharmaceutically acceptable carrier.

10 3. 3-(5-Methylisoxazol-3-yl)-6-(1-methyl-1,2,3-triazol-4-yl)methyloxy-1,2,4-
triazolo[3,4-a]phthalazine for use in enhancing cognition in a subject suffering

from diminished cognition .

4, The use of the compound of claim 1 for the manufacture of a medicament

156  for the enhancement of cognition.



