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PCT/ SE99/ 00154 : NOVEL TRI AZOLQ(4, 5- PYRI M DI NE
COVPOUNDS present invention provides new PCT/SE99/00154
triazol o(4,5- d?pyrl m di ne conpounds, their use as - nmedi canment s,

conpositions containing them and process’es for their preparation. 5

Pl at el et adhesi on and aggregation are initiating events in arteri al

t hronbosi s. Al though the - process of platelet adhesion to the

sub- endot hel i al surface nEGVENTRNRZAUOESRPYRIMIDINE COMPOUNDS play in the
repair of damaged vessel walls, the platelet aggregation that this
initiates can precipitate acute thronbotic occlusion, of vital vascul ar

beds, | eadi nghe presspbisventipp provideyppvisiazoleit Srdipyripidine FPmpouRgsy their yieps
i nfarction apgditamens)compasiiionscontidivingsthem and professes farnhedyreparaion. used to

prevent or_alleviate these conditions, such as thronbolysis and angiopl asty
is also ° conprom sed by pl atel et nedlated occl usi on or re-occl usion.
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It has been found that ADP acts as a key mediator of thrombosis. A pivotal role for ADP is
supported by the fact that other agents, such as adrenaline and 5-hydroxytryptamine (SHT,

30  serotonin) will only produce aggregation in the presence of ADP. The limited anti-
thrombotic efficacy of aspirin may reflect the fact that it blocks only one source of ADP
which is that released in a thromboxane-dependent manner following platelet adhesion (see
e.g. Antiplatelet Trialists’ Collaboration (1994), Br. Med. J. 308, pp. 81-106; Antiplatelet
Trialists ‘Collaboration (1994), Br. Med. J. 308, pp.159-168). Aspirin has no effect on

35  aggregation produced by other sources of ADP, such as damaged cells or ADP released
under conditions of turbulent blood flow. ADP-induced platelet aggregation is mediated by




2 the P[err]-receptor subtype uniquely |located on the platel et .
menbrane. Recently it has been shown that antagonists at th| S receptor
of fer signi nmprovenments over other anti- t hronboti c ents.
Accor di nglywﬁ%p‘gzs"s a need to find P2-antagonists as ant F’CT’HF’!? #ic
agents. S It has now been found that a series of —_
triazol o[ 4,5-d] pyrimdine derivatives are Plerr]-receptor antagonists.
In a first aspect the invention therefore provides a conpound of

;I()rkgﬁlyla (1 )theP receptor subtype uniq u@@%cﬁg.{eﬂon lihe platgi%t;e/rﬁét]é r | en@f fth;ﬂoﬂ&lﬁ eg:er r]
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group beln
from hal ogahl;onm«eage}ltsmccomggr thire iSRheed td fimd PJgfantagdnists ksydntithrombobtic
optionally. tituted by one or nore hal ogen atons); Rlerr] is (err]
al kyl, Cer al kenyl or C[err] cycloal kyl each of which may be optionally
substituted by one or nore substituents sel ected from hal ogen,

OR[ err] NR, ISﬁﬁselbw]beeﬂ foyahd that a seriég 0fltﬂidzolb[/¢;5-6]§yhﬁﬁdm@dehwwes ae aryl (the

latter two one _or re
subst | tuentlp %\%&g@?eg %P ﬁpdlt oge%écégf'er r']mo%ﬁ %ﬂ%éf?‘]‘d%cﬂVnggfoxy or
Jerr] al kyformyla dk optionally substituted by one or nore hal ogen

at ons) ; R[err] and Rl err] are both hydroxy; Rlerr] is hydrogen or
Cerr] alkyl; Rerr] IIs_bC[er al kyl, optyegatly substituted by one or nore
gr oups sel ected f 2 C[err] al kynyl,

hal ogen, OR[err], err] err] cycloal kyl, or
Rlerr] is -A-phenyl orR® y be optionally

substituted by one or nore groups fect ed err] alky Clerr] alkenyl,
Clerr] al kynyl, hal ogen, %{err] F?J kyIN ] cycl oal kyl,
ornet hyl enedi oxy; or Rlerr] and*Rerr]™togethef wth the nitrogen atom

to which they are attached for a 5 to 7-nenber

ﬁé:[saturated ring optionally
substitueed by CJerr] alkyl; 30 Ais a bond o

err] @ykyl;

~

wherein:
R! isa ;g alkyl, Cy.6 alkenyl, Cp.g alkynyl, C_g-cycloalkyl, aryl or athienyl group, each
group bemg opnonally substituted by on€ or more substituents selected from halogen, OR
15 NR R SR or Cy.¢ alkyl (itself optionally substituted by one or more halogen atoms);
R?is Cy.3 alkyl, Cy.¢ alkenyl or Cs. ¢ cycloalkyl each of which may be optionally substituted
by one or more substituents selected from halogen, OR®, NR’R', SRY, C,.¢ alkyl,
Cs.5 cycloalkyl, pyridyl or aryl (the latter two of which may be optionally substituted by
one or more substituents selected from halogen, OR”, C(O)R"!, NR“C(O)RY,
o NR'SOR'", SO;NR"R", nitro, NR™R", SR", methylenedioxy or C,.¢ alkyl which is
opnonally substituted by one or more halogen atoms);
R’ and R* are both hydroxy;
R? is hydrogen or Cy.¢ alkyl; R® is C,.6 alkyl, optionally substituted by one or more groups
selected from Cy.6 alkyl, Cy.5 alkenyl, Cy 6 alkynyl, halogen, OR?, Cs. cycloalkyl, or R® is
35 Cagcycloalkyl, or R is -A-phenyl or -A-pyridyl each of which may be optionally
substituted by one or more groups selected from C.¢ alkyl, C,.s alkenyl, Cy.¢ alkynyl, -
halogen, OC;.¢ alkyl, Gz cycloalkyl, or methylenedioxy; or R® and R® together with the
nitrogen atom to which they are attached for a 5 to 7-membered saturated ring optionally
substituted by C,.s alkyl;
30  Aisabond or Cy.¢ alkyl;




3 Rlerr] is hydrogen, (Jerr] alkyl (which nmay be optionally

substiituted by one or nore hal ogen atons) or aryl (which may be
optionally subsggé(l ed by one or nore substituents sel ect epﬁr 90/0d164
hal ogen, ni t r'y Rl err] SO2NR[err]); s Rerr] d‘}ogen C[err]

al kyl (which may be optionally substituged by one or nore halogen
atons) or aryl (which nay be optionally substituted by one or nore
substituents sel ected from hal ogen, nitro C(ORerr] [err]

is h 0 d
ar ¢ ndependr1engs St i seephiigh ety i e bl coen <t o
to whi catoms) ey aryt @’héﬁht%ﬂ’éﬁp‘! &m%bsomm@abmts selected R 5 5
Cl1-6 al kyl ¢ BS6EeEn; nitro, C(OR'ErORY, R, NW’%M&*E(O}R‘&M‘W‘QV Cerr]

al kyl 1 C[err] al kyl or phenyl; 15 R err] and R err] are
|ndependent1$%r% (llwrr] al kyl or phenyl; R20 is hggrogen

phenyl orsCR%lshjldtygen(Gm I(vdx;chbeaydmommlyyubgum@dbmnmm Pg8gen) ;

Rlerr] is hy&!&ﬁg% 339[ (Wii@rmidy b3loktidnall P SubkiitdRd bi Bie oMarite sebstitiehisSelbbted er 1|

Ther eof, 20 lﬁﬂgﬂ wsa&(omq%ﬂ?‘l{%ﬁ!‘% B NERERE:  oroup, can

be strai ght branched. Aryl groups include phenyl and

napht hyl gromgssh n,(ﬂ;Qb!lRﬂdrE@)@ﬁl 1. C(Od.6al kyl such as acetyl and
- OXoprop ui tapl ﬁ ‘{de'e .Aal ken (err]

aI kynyl, é[ elf'r]”@ggl 0 l?%pe\é ;L7‘P' h?S r°%ent '@?M'Mﬁ?gxﬁ* é‘% TREA t %ei ng

opti onal | y swhish ihey tredttivhedfoem e d- wid-mambestd singent s sel ect ed from

hal ogen, OR[g®bEJd i "ol- eapt i onal 'y substituted by one or nore
hal ogen atorrg)l'i f;ré#’le}? ngg ‘]Yﬁ‘l s Jerr] alkyl, thienyl, or

trifluorometRytH yaPgn g5 -6yl net hyl | propyl , propenyl
or thienyl. R”ml.gialkjﬂaabblgenﬂﬁerr] S C[err]al kyl, Clerr] alkenyl or (err]

cycl oal kyI CRf ! LJX]I bstituted by one or nore
substit uéht s re;P(g{c{t\gg"lﬁEkg ﬁn it gﬁ};& 4 lorRﬁngf" Cerr] alkyl,
CJerr] cycl oB Rgfhydrwwawl o Crgalky] (which maytbe optignally wbswqeé By halggepk
ﬁpltlonall&[kz‘xs lBsgeh btCRAIKYY, povide@thatWhen FPURH, Imsixﬁ;ettlfeagl[an@tfd from
al ogen err lig![%r err nitro, [err
met hyl enedi OW%‘P"%Q err {CLeé’Wlelsal\%l%%Lva;gﬁJ% fonally substituted by one or
nore hal ogen atons); where R3, R9, .
20 Alkyl groups, whether alone or as part of another group, can be straight chained or
branched. Aryl groups inclunde phenyl and naphthyl groups. Acyl groups include
C(0)C,.¢alkyl such as acetyl and 1-oxopropyl.

Suitably R! is Cy.¢ alkyl, C;.g alkenyl, Cy.¢ alkynyl, Cs.g-cycloalkyl, aryl or a thienyl

25  group, each group bexng opuonally substituted by one or more substituents selected from
halogen, OR8 NR R SR or Cy_g alkyl (itself optionally substituted by one or more
halogen atoms). Preferably R'is C1-6 alkyl, thienyl, or trifluoromethylphenyl. More
preferably R' is methyl, propyl, propenyl or thienyl.

20  Suitably R?is Cy.g alkyl, Cy.5 alkenyl or Cag cycloalkyl each of which may be optionally
substituted by one or more substituents selected from halogen, OR®, NR°RY, SR,
Cy.s alkyl, Cs.5 cycloalkyl, pyridyl or aryl (the latter two of which may be optionally
substituted by one or more substituents selected from halogen, O OR®, C(O)Ru
NRMC(O)R”, NR'*SO;R", SO;NR'®R'®, nitro, NRZ2R'?, SR!, methylenedioxy or

3s C, 5 alkyl wluch 1s opnonally substituted by one or more halogen atoms); where R R
R R RM™ R RS, R”, R™ and RY are as defined above. Preferably R” is Cy.g alky]



10 11 14 15 16 17 18 ) 2.
R ,R ,R , R ,R,R R and R 9 are as defined above. Preferably Ris
C[err] al kyl 4
or a g err]\Y?@%‘éﬁkyl group optional ly substituted by phefSASERPRM it self
can be optionally substituted by jal ogen, OR[err] or C [err]-alkyl.
More preferably R err] is cyclopropyl optionally substituted by
phenyl , 4- nethoxyphenyl 3- chlorophenyl 4 nethylphenyl or

-4f|uoro henyl . RS|sh err] is
Clerr] al EWa&%ré’FY%ﬁaa‘Hl?mé’B g‘f R&’@*ﬂmg‘:}“ﬁl’ﬁgﬁfigﬂg& ec% ed
from ([ er r jubstitated by Ghlegen], O beﬁyg-alkcjlz Momlpi@ferglbly & ayglepropyifdipeonally C[ err ]
cycl oal kyl y 1, is -A-phenyl or
X pyri dil sebe%ﬁted%\RE&@L dmétﬁ%lgg #8‘%@@%@( 4 mg%gﬁ@g Aerd by ong oryrmre
groups sel édlueepphenyin CJerr] al kyl, (err] alkenyl, C[err] alkynyl, 1o

hal ogen,s OCf err] al kyI Cerr] cycl oal kyl, or net hyI enedi oxy; or R[ err] and

err] to £ e ched for
AR ?éh%&?ye%’ %ﬁ“ %518 z‘?‘ ETH S RO birbalt GBelnlBd pr b B
al kyl . Pr efgeuppsejec sa,rFéts kypyl hﬂ@geeyQRopﬁasmyﬂoalkyl

met Pyl c%/f:l @pké)mdu cﬁl&ll{y]l omlRRisl-A-pB[smlb}-ﬁa-byrydyl suhs:fwtxuhaﬁ @ﬁd ]

refera rr

gt hyl, i sgﬁ%p'y =d ?Q’ 2 OLuEy e uhg&%cgfiﬁog{@'e‘[%@ec”p aﬁgcsglae’f% rogen at om
to whick t halp g%@%!l&tlh‘é@ %’619#1&3& gﬂqﬂwmﬂlﬁy. Rgand\lbéege&eewuh

Rlerr] is Mgagﬁanaﬂd/hﬁbﬂfc[y]ard aftadhied fotla 06 72mérhbepsdratubitéd ring optxonall

Part ) cul o Lol S AT E0 d N B SBLKOD Ol (105 exerpl 111 od
salt or solmethydcyclepiopph Ci-galkyl, Cig alkxlsybstituted b}bhqlcrggm m#enablwme oHBeR | S
further pr %&e%@mp NS pifekdbly RS e Ek%{n%byl% is8butfl, or R - @wifé of

]E g: ?}J la ls( b 1&‘1’n the muSEe%pann? £ Which | E}I are at(t)achead form apyrrccylldme nng ost pre: 1\)>ly

' ) RS is hydrogen and R is methyl or 2-fluoroethyl.

-
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Particularly preferred compounds of the invention include those exemplified herein, both in
free base form and as a phannaceutiaclly.jécceptable salt or solvate thereof.

20
According to the invention there is further provided a process for the preparation of a
compound of formula (I) which comprises reaction of 2 compound of formula (II):
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where R' and R are as defined in formula (I) or are protected derivatives thereof, P and P*
are hydrogen or protecting groups and Y is CO,H, with a compound of formula (III):

R°R®NH (1m0

30




25 where R err] and R err] are as defined in fornmula (lI) or are

protected derivatives thereof, Plerr] and P[err] are hydrogen or

t ect dyY H wth d of f : 30
F;?rfc i ng grog ;a%a S CI{err Wi a conpound o orggkgggkh%)
where Rlerr] and Rierr] are as defined §n formula (1), and optionally =
thereafter in any order: * converting one or nore functional groups
into a further functional groups * renovi ng any protecting groups

* form ng a phar cal | ta alt or at Exa | es of
sui t abl eggr j é\%ﬁ“@#l dﬁ“ fnjefggﬂ‘g ét ; ﬂfyllhv %ﬁﬂ‘eam'ﬂ/der eprrgse?\t
are d er rc]:n\&hinglonoé {erreﬁmbllqnalmugsln)tp aliummyfupct(on[aleg'roqps alkyl)[err]Si

(preferably ( ’é“q;g“‘ 'pl-d(échn C(OCC.6-al kyl group (preferably
acetyl). Prefer etwo rgd&)agg an P2 .t oget her with the atons to
whi ch they % domR W?H“‘E’B% (Cop gV anpl e the two groups Plerr]

10 and Ferr] together represent an al kyI I dene such_  as nethylidene or,

gﬂ]gxp;rgt ﬁrla@%iﬁgles ofsutthlﬂ@%’b@ﬁ% y @reaalct . Onp’gtnd?% cat(,) ﬁ‘n ndﬂ%Eil}?'Ydrpkdﬂ&ﬂ%SUChaﬁz
(111 )yl s p)r/e‘?lac'ﬁbl’ltﬂ’f&?f"tblyéﬂet@m@ g?“ﬁy‘t (%—qﬂ"@gggb@m “ab?y 8};%2’6%?41% agent
usi ng met hodgdso gvatkirrgamprtpqafem@ aym)hn-afesab(;aaew grégarh togethed 5 A

Sui tabl 6 Th‘ﬁt FP e B8P b Ao oM re ol el B A o3

di cycl ohexy|amd mmmwsenm alkyhdetprsmrhens mgthylidenp lof, reg‘emabws

bromo-tris- Slin® QriRh Ak Mﬂﬁﬂ
benzotri azol leq f‘ oxy- l.t ris-(di net hy am po) p ogﬂaonl ur rrhexafl uor ophosphat e,
used in the presnceof NN-di i sopropyl et hyl arnine. The reaction is

preferably cHfertadorooftcompovds offormula (tang (AL iseeferably cérikd-putdn the presence

hydr of 15
PR i “‘EW%M%% syl pomaiat 20

Rk! ! g &81°r oom

tenper at ufe. A Zklpr ¢ ’sb%P“é‘&?f ﬁ’dl W Cusi ng known
reaction condjuphmenté'ineludsm’ecfarbonyldnmtﬂamleatdrdhgcbhmm&lmdé,lﬂp descri bed
' " Protect 9&%}6 K ﬁ'ﬁlm'R e,
IDEe ?urno P(ra_grs ??ff%?z%hﬁ "@?1\;‘ elg?d] 93?:%@?5& %Bﬁ%%g& ?{;\eééfegd, %lnd

edi tion Vhenz )Ejﬂl@ ésgjw

Al t er nat i ve m&hmﬁkﬂ—dampropahﬂmlgmecmqmwndnafprdfmbmbm@mymm& einYis
CQOH i ncly E‘g‘f? (Dﬁﬁ’) of tehydfofira{\YHIS nd prefifubfyaeh tempftivs de. Acid

hydri d
anhydri es rraym 2T5°'to 120° ere preferably at a temperature of from 0°C to room temperature.

Protecting groups can be added and removed using known reaction conditions. The use of
protecting groups is fully described in “Protective Groups in Organic Chemistry', edited by J

25 W FMcOmie, Plenum Press (1973), and “Protective Groups in Organic Synthesis’, 2nd
edition, T W Greene & P G M Wutz, Wiley-Interscience (1991).

Altemative methods of activating a compound of formula (IT) wherein Y is COH include
formation of an acyl halide or an acetic anhydride. Acid anhydrides may be formed by

30 treatment with an acyl halide, such as acetyl chloride in the presence of a base, such as
pyridine or by treatment with a dehydrating agent such as acetic acid anhydride or
phosphorus pentoxide in an inert solvent. Acyl halides may be formed by treatment of the
acid with a halogenating agent, for example P(III), P(V) or S(V) halides such as
phosphorus trichloride. Acyl halides may also be prepared by an exchange reaction of the

35  acid with an acyl halide such as oxalyl bromide. The reactions may be performed in the
halogenating agent or acyl halide as solvent or in other inert solvents such as methylene



30 treatnment with an acyl halide, such as acetyl chloride in the presence
of a base, such as pyridine or by treatnent with a dehydratlng agent
such as acetic acid anhydride or phosphorus pentoxide in an inert

sol vent. AcYYO¥413%es nay be formed by treatment of the PCT/SEQ@Pt4with a
hal ogenating agent, for exanple PM, PEV) or S(1V) halides such as —
phosphorus trichloride. Acyl halides nay al so be prepared by an exchange
reaction of the 35 acid with an acyl halide such as oxalyl brom de. The

reactions .he hal 0 enat gent or acyl hal i de
as sol vent ggﬁ\é“%‘lagﬁtﬁypaqﬁécr?ﬂ% €5’nlt59 Gdh ﬁ'ecame d out by
6 c tdeatmienkewithnoxalyl cllagiderin dichlerandetifane at xﬁommexﬂ;ﬁﬁtm-er] C. Activation is

preferably carried out by treatment with oxalyl chloride in

di chl oronethane at ro mte erature. F@ rotection can be carried out
usi ng meth Bf""’“] R Sy RS utusing fisthods gen dhe 35t Forexagplsfers P / P
depr ot eat i @roupsP [/Pe tepratettiondprefepblysatriedduf &) folloves: (i) where one or
both of Plerr] and p[err] represent C(O C[err]-alkyl, these groups can be
renmoved by basic hydrolysis,; for,exanple by using a netal hydr oxi de,

pr ef er abl y (Anwh#tkah¢ or both ofif tand Pfisegresent €¢0)Cypdlicyl shese graups éamtgoxi de or

i thi um hy deiedsy b%'ic AR R déméﬂa%em?&%ﬂ%réfpmﬁi such

as aqueous et 4} ueouqs; ‘E’H yar era e of
from 10 to‘%’gF% pyide, s F &9 ‘BT‘@Y de or iuhimmy hydroxide, %HB%FH@%’@!}HONWH
t enper atour dydroxide lmsownh&mmamdrsccﬂymol&r aquengs tatrahydmﬁﬁhn acd d such as HC

or a stronge e%ﬂ-bﬁfﬁ*&h%‘stécﬁo@ }5&%@ vent
Iﬁﬁ 3 P |31§\E/lde one or %Fk%tpglfar

such as aqu g d1i ‘g?lg' and
Plerr] repPBE%fidie By Tlﬁ}’ﬂ%ﬂ“&e %Fﬁ%“&@ﬁ%%@%?‘ch% use
of, for examqblltns)acatldaqd)madelvemrsudmmpus‘ hé-diokamep| e t et r a- n--but yl ammoni um
fluoride or hydr ogen fl uori de, (iii1) where one or both of P[err]

and P[err] re esent 1 rouyp, these oups can be 20 renoved
by the se BF PhEE Aneohelh &P 10 b ieprebest U D35, thsp bambe PP O ér bt
of P[err] ascofPfoeexample pflpsrdetionsdnanzfpr exxumplitetrivadatybaiinditurh GESHERGr bY

hydrogenol y§adgdntiudside transition metal catalyst, for exanple palladiumon

-char coal , under an atnosphere of hydrogen, at a pressure of from1l to
5 bar, in a solvent, such ag acaﬁl c 2s acid; and/or (v) where both
P[err] and(ﬁpvhcr}eon@gehdtlwfl’r apd sapteﬁaitmmemqegmup,amsagimpycaalbkyl i dene,

they cag rem JQ&b%ﬁi%‘é@S’f B eldifpid! B6rofl bribrbitfae£X P! €. @ mneral or organic
‘aci d, prefera y usin
| (iv) where one or both of P anszrepresentabenzyl group these can be removed by

hydrogenolysis using a transition metal catalyst, for example palladium on charcoal, under
an atmosphere of hydrogen, at a pressure of from 1 to 5 bar, in a solvent, such as acetic
25 acid; and/or

(v) where both p! and P together represent alkylidene or an alkoxy alkylidene, they can
be removed by the use of, for example, a mineral or organic acid, preferably by using 2M
aqueous hydrochloric acid in methanol/1,4-dioxane at room temperature.

30 '

Compounds of formula (III) are commercially available or can be prepared by literature
methods known to those skilled in the art.

A compound of formula (II) wherein Y is CO,H, CONR®R® or CO, R’ can be prepared by
35  reacting a compound of formula (IV):




. aqueous hydrochloric acid in nethanol ||, 4-di oxane at roomtenperature. 30
Compounds of fornula (I11) are commercially available or can be prepared by
literature ods known to those skilled in the art. onpound
of formula (|W‘39’3ﬁ%§9ei nYis [err] can be prepared by 35 Ir'céreésc}ig?’(r’ldgsg
conmpound of formula (I1V): 7 [err] wherein [err] and
Rl err] are as defined above, L[err] is a |leaving group, for exanple a

hal ogen atomand R err] is a C[err]-alkyl or benzyl group, with an am ne
NH[ err] or a salt of 5 in Rlerr] is as defined above, in the
presence of a base, Suita of NHRR I ncl ude hydrochl ori des.

~ Sui tabl e bases i nci¥erde Such as triethylamne or an

I norgani ¢ base such as A ate. The am nes NH2RIVxan be

pr epared using procgedur es degcribeg in H Nishiyama etal, Bull. Chem
Soc., Jpn.. 1995, 68,, 1247 P. \ an, Optical Resol ution Procedures
for Chem cal Corrpounlﬁll  VoIOP" 1, Anines and |o Rel ated Conpounds; Opti cal
Resol ution and Information Centre: Nggthattan Coll ege, Ri verdal e, NY,
1978, pl 20, J. Vallgardaetal, J. Chem Soc. Perkin 1, 1994 6461. Certain

2 am nes NH err]are novel conpounds and forma further aspect of the

I nvention. ‘?’hefein RAF*WH%Q Réfnefaﬁ)ﬂéfﬂﬂc&aﬁdv)l)ﬂ%ﬂlc‘&ﬁn?éﬁ@ﬁﬁ%xﬂplslhaZOt I S1 ng

% COMPOUNG G ogen atom and ¥ is a'C g-alkyl or benzy! group, with an amine NHR™ or wsalt of

5 NHng wherein R2 is as defined above, in the presence of a base. Suitable salts of NH2R2
include hydrochlorides. Suitable bases include an organic base such as triethylamine or an
inorganic base such as potassium carbonate. The amines NI—I2R2 can be prepared using
procedures described in H Nishiyama efal, Bull. Chem. Soc., Jpn., 1995, 68, 1247, P.
Newman, Optical Resolution Procedures for Chemical Compounds, Vol. 1, Amines and

1o Related Compounds; Optical Resolution and Information Centre: Manhattan College,
Riverdale, NY, 1978, p120, J. Vallgarda etal, . Chem. Soc. Perkin 1, 1994, 461. Certain
amines NH2R2 are novel compounds and form a further aspect of the invention.

'.n_v?
|

A compound of formula (IV) can be prepared by diazotising a compound of formula (V):
15

Nl{z 1
Y% ¥ Y L
Y1 ®
N N N
P'0  OF
SR

wherein Rl, Y, Ll, Pl and P2 are as defined above, with a metal nitrite, for example an
alkali metal nitrite, especially sodium nitrite in dilute agueous acid, for example 2M HCI,

0 orwitha C)-¢-alkyl nitrite in an inert solvent, at a temperature of from -20 to 100°C;
preferred conditions are isoamyl nitrite in acetonitrile at 80°C.

A compound of formula (V) where Y is CO,H can be prepared by reducing and
hydrolysing a compound of formula (VI):



wherein [err] and Plerr] are as defined above, with a netal nitrite, for ,
exanpl e an al kali nmetal:-nitrite, especially sodiumnitrite in dilute
aqueous acid, for exanple 2MHCI, 20 or with a (Jerr]-alkyl nitrite in an
i nert sol verYO%%1234 tenperature of from-20 to 100[err] PCT/SE$¥PIS#r ed

conditions are isoanyl nitrite in acetgnitrile at 80[err]C. A—
conpound of fornmula (V) where Yis CJerr]H can be prepared by reduci ng and
hydr ol ysi ng a conpound of formula (VI): 25 [err]

wherein [err]Jand P[err] are as defijned above. The reduction nmay be carried

for exanple by using hy@rogerfation with a transition netal catalyst at

a tenperature around room {S)Nterrp rature, for exanple palladiumon charcoal

under an at nosphere of hy ge \P, preferably at a pressure froml to 5
anplje

at nospheres, in a solvent, for et hanol, or by sing iron in an
' d a tenperature of ab 100[err] C.

acidi c solvent su S acetigc
skkin Yis CJerr]H following the

To prepare a conpoun )
above reaction, 10 h I s of the conpound derived frbmthe conpound of

. ol 1 5l 2
whereinR', L', P and P” are as defined above. The reduction may be carried for example
by using hydrogenation with a transition metal catalyst at a temperature around room
5  temperature, for example palladium on charcoal under an atmosphere of hydrogen,

preferably at a pressure from 1 to 5 atmospheres, in a solvent, for example ethanol, or by
using iron in an acidic solvent such as acetic acid at a temperature of about 100°C.

* To prepare a compound of formula (V) wherein Y is CO,H, following the above reaction,
10 hydrolysis of the compound derived from the compound of formula (VI) may be performed
by using a mineral acid such as HCl or a strong organic acid such as trifluoroacetic acid in
a solvent such as aqueous 1,4-dioxane, aa temperature of from 20 to 150°C. Preferably
the reduction and hydrolysis are carried out simultaneously using iron in an acidic solvent,

for example acetic acid, containing an alkaline earth metal halide, for example calcium
15 chloride, at a temperature of about 80°C.

To prepare a compound of formula (V) wherein R is C;-¢-alkyl or benzyl, the compound
of formula (V1) is treated with iron in acetic acid at a temperature of from 50 to 80°C so
that the nitro group is reduced. The resulting intermediate is then treated with sodium

20  borohydride in 2 mixture of water and C,_g-alkyl alcohol or benzyl alcohol at around room
termperature,

A compound of formula (VI) can be prepared by reacting a compound of formula (VII):

(VID
L’ A 1

I




by using a_ mneral acid such as HO or a strong organic acid such as
trifluoroacetic acid in a solvent such as aqueous 1, 4-di oxane, ata

_ tenperature q& E 20 to 150[err]C. Preferably the re ' d
hydrol ysis ar o %&%%éd out sinmultaneously using iron in angggéﬁﬁ@oéglvent,
for exanple acetic acid, containing an @l kaline earth netal halide, for

exanple calciumis chloride, at a tenperature of about 80[err]C To
prepare a conpound of formula (V) wherein Rerr] is CJ[err]-alkyl or
benzyl, the conpound of fornmula (VI) is treated with iron in acetic

acid at a tenperature,of fro 0,to 80[.enmr, sSQ hat the pi.tro group
e Tequced.  YHEVRCSAN Ry A IATRRLAPIE BALC f HlAEg BRUR PTAFHRIE b ORFR 20
bor ohydri de atBmawissreih f endif” anexpreferablycthdéants; witkk y tomspgoandief fommuld@mEy:! al cohol

at around room t er nperature. A compound of fornmula (VI) can be
prepared by reacting a cogpound of fornmula (VII): [err]

9 wherein L[err]an ﬁare as defined abo.\( nd L[err] is a

| eavi ng group, for exanple gen at om vvhereiﬁmi and L are
preferably the sanme, with a und of forrmula (VI): [err]

wherein Plerr] is as defingd/ aboye, in the presence of a base such as
Jerr] -alkyl-Mor M RiBerei BPf is a netal, for exanpl e butyl 1ithium
in an inert solvent, such as tetrahydrofuran (THF), at a tenperature of

from-10 to 100[ery] Preferably sodium hydride is 10 used in THF at room
t enper at ur e. wherein P" is as defined above, in the presence of a base such as C)_g-alkyl-M or MH _

wherein M is a metal, for example butyl lithium, in an inert solvent, such as
tetrahydrofuran (THF), at a temperature of from -10 to 100°C. Preferably sodium hydride is
10 used in THF at room temperature,

A compound of formula (VII) may be prepared from 4,6-dthydroxy-2-mercaptopyrimidine
by alkylation with R'L? wherein R! is as defined above and L is a suitable leaving group,
for example a halogen atom, followed by nitration, whereafter the two alcohols are

15 converted to leaving groups L1 and L2.
A compound of formula (V) where Y is CONR’R® can be prepared by reacting a
compound of formula (IX):

O

RSRENJLQ’ NH, (1X)

P'0  OP
with a compound of formula (VII) where P, P2, R, R®, R%, L}, and L2 are as defined above
in a suitable solvent such as 1,4-dioxane in the presence of a base such as N,N-
diisopropylethylamine followed by reduction of the nitro group. Compounds of formula
(IX) may be prepared using procedures described in W09528160,

The group SR! can be interconverted by oxidation of the sulphur, for example using
oxone ® or mCPBA, followed by treatment with a compound R'SM where R' is a different
R group and M is a metal such as sodium,



A conpound of fornmula (VI1) may be prepared from

4, 6- di hydr oxy- 2- mer capt opyri m di ne by al kylation with [err] wherein
Rlerr] is as defined above and L[err] is a suitable |eaving group, for
exanpl e a hYQ¥2%4t om foll owed by nitration, whereafter ROTSEINISA| cohol s
are 15 converted to |eaving groups L di?Z2. A conpound of forsula
(V) where Yis CONR err]R err] can be Egepared by reacting a conpound
of formula (IX): [err] with a conpound of fornula (VI where
[err]and L[err] are as,defined_ above i n a suitable solvent such as

1, 4di oxane AMhnqveldnisprediatesfogn a fihsraspect ofithaivepion.  di i sopr opyl et hyl ani ne
foll owed by reduction of the nitro group. Conpounds of formula (I'X) may

SR or ] car Al GRGREIY S oo BRND ol e ool 39 FALEMS 1 s aci. Y Pl 0P
usi ng Sheserl. opshs freedBIBACr § Bition dderivalive therspfxvith opg enmere samiyARBIsPIR] er r | SM
wher e Rser rthe appropriate baser(fon example &mgonitnn hydidxilk bptichalipéubbtitad@ by as sodi um
Sal ts of ¢ ReGaONStal QAL ARE @ afalirlah et UGB TREA (B odblc 1 0 oo
aci d, or a hydrohalic (espegiplly Y, sulphuric, exalic or phrsphoric@eid) The reaction mayder i vat i ve
t her ef)f . Wichitie@ 0! it & somere omudimlnealhﬁh gi‘e salt is%iﬁitbltibllﬁgérqﬂﬁ Sctvehr ﬁ?rﬁﬁclglhﬁr or
Al ol | TR Ot € i, o RAE of R s, il by b pemeveds ey o o
hydr ohahd c of 8% freeze dryige. Tihe seaction|may alsobe ametdthetical proskss opitanay be axxiie . The
500, e st s oty DR ko 221
cthanol,  iangien fhef s kg B iR O i¥is bl o e e frofiftuo, 10 or by
freeze drying. The reaction may al so be anetathetical process or it may be
carried  Theebinp@udeof theiveitioh atas Pyaeteptor MtBgdnis. Aecor@ingifed ol ogi cal Iy
scoept ot ¢ pbHeLS BRI 0k, e NS a5 it B o Uor 1!
: _ . indicated for use as: inhibitors of platelet activation, aggregation and degranulation, anti-
. thrombotic agents or in the treatment or prophylaxis of unstable angina, coronary
. angioplasty (PTCA), myocardial infarction, perithrombolysis, primary arterial thrombotic
complications of atherosclcrosis such as thrombotic or embolic stroke, peripheral vascular
20 disease, myocardial infarction with or without thrombolysis, arterial complications due to
interventions in atherosclerotic disease such as angioplasty, endarterectomy, stent
placement, coronary and other vascular graft surgery, thrombotic complications of surgical
or mechanical damage such as tissue salvage following accidental or surgical trauma,
reconstructive surgery including skin and muscle flaps, conditions with a diffuse
- 25 . thrombotic/platelet consumption component such as disseminated intravascular
coagulation, thrombotic ﬂlrombocyiopaenic purpura, haemolytic uraemic syndrome,
thrombotic complications of septicacmia, adult respiratory distress syndrome, anti-
phospholipid syndrome, heparin-induced thrombocytopaenia and pre-eclampsia/eclampsia,
or venous thrombosis such as deep vein thrombosis, venoocclusive disease, haematological
3  conditions such as myeloproliferative disease, including thrombocythaemia, sickle cell
disease; or in the prevention of mechanically-induced platelet activation ir vivo, such as
cardio-pulmonary bypass and extracorporeal membrane oxygenation (prevention of
microthromboembolism), mechanically-induced platelet activation in vitro, such as use in
the preservation of blood products, e.g. platelet concentrates, or shunt occlusion such as in
35 renal dialysis and plasmapheresis, thrombosis secondary to vascular damage/inflammation
such as vasculitis, arteritis, glomerulonephritis, inflammatory bowel disease and organ



The conpounds of the invention act as P[err]-receptor antagonists.
Accordingly, the 15 conpounds are useful in therapy, especially adjunctive
t herapy, partjcularly they are i ndi cated for use as: ijhihi of

pl atel et acti Wgtg?’g{?,s‘yaggr egation and degranul ation, anti- P"nl"t}}sgég?{)grag?rbot i C
agents or in the treatment or prophylaxig of unstable angina, coronary™
angi opl asty (PTCA), nyocardial infarction, perithronbolysis, primary
arterial thronbotic conplications of atherosclerosis such as

t hromboti c or i i I [ [ rdial

i nfarction V\Agﬁ{%’%&\lﬁ%t %&g&{ﬁ%ﬁs;: é}?n%scgﬁ gl_sgllng’, Réﬁ%@%@ﬁ“ co?r’r‘ﬁ‘lc‘j'i??:igfo?@%os jue to

i nt er vent i ondormation/progrsssianeyaseular signasisfresttenssie padeasthanaginayitichalafelet-derived

endar t er ect Oforor§ hré thplicated irfthé 6 rocesfr onary and ot her vascul ar graft
surgery, thronbotic conplications of surgical or nechani cal danmage
such as tissue salvage follow ng accidental or surgical traumg,

reconst r uct i \Axcendingdo the inventionithete is Rirtherpravidedsth¢ wsefof a pempavod aicoidingdo tet h a
di ffuse 25  tihyoudh i/ rdnataluftlof @ ARai¢aMbd: ot RQPRRRBIGE Bl MHdvadisctices THk nat ed

i nt ravascul ar, ) oagul.ati on hgonbot i c.t hronbqQcyt.opaeni c pur pur a,

haenol ytic ur"é‘@?ﬁ‘?”cﬁ?ﬁ?j‘{’% ,meﬂm? of F%%B{ ﬁi‘ﬁ ROYRHP i"’g‘ﬁ’b "8&’%%& i caeni a,
adul t respi r atminjstetingtto @ pdtienysufferingdromasuch a disorder atherspentidallp effectiysamonnt,
hepari n-i nduggg {,rglgmg&\ém@qsme%@ﬂﬁbnpre- ecl anpsi al ecl anpsi a, or
venous thron%%sfs such as deep vein thronbosis, venoocclusive disease,
haemat ol offi cal 30 conditions such as nyeloproliferative disease, including
t hr ombocyt haéfheicampaindkiney beddministered thpicallys e.z. torthe lnng dnd/op thewawaysom thef

mechani cal | y-ghadbcSfhubhs?habaibions HEXAiossls add d¥ ¥éiwde? firiiniatons; or |

car di opul rmnar%/ biyq SS a%d@x racor%e I fma fr ne oxygena |on8’& revention
of r ni cridtrEtoEapD TinRrRAn R |?‘§'!?ﬁ§45%%@§%1°&? SeSYRP+i vation in
vitro, such gewdss of granules, onttiygajentesbadusinistcation in the fooni of stexile parspieral g.
platel et ¢ONGRRbALR Susplisions) BY sutRGtahddis AniRisedlioR Sor b} resral adnfifdtcar@h & thei s and
pl asmapheresi s, tgsr onbpsis seco damjy to vascul ar damage/i nfl amrati on

such as vascUPmp ,‘IPEHSF%"PFPTE?“S%"B rul onephritis, inflammatory bowel

di sease and organ graft rejection, conditions such as

m grai ne, RayfigdmpoddleNRASRMhtioRnAE bOLMRiRistereR bA tHéft own or as a pharmaceutical
formati on/ progressl.on vascué}gr st en s%tglrestenoy s.and asthma, in which

d ast
pl at el et - der {<PEgosition compripng the compqupd of the, nventiop i ¢pmbilalER Wih & coss. s
Accor di ng2t o ghaemacentisally aseeptablerdiuéng, afljuvan er capriep.\Ragtisulatij prefrsrsdafe a conpound
accordi ng to doBfesitions nbi Q6B Indtdtal LPabIROtadGhg dnCadVérsede BBM MagRNt for the
treatnment of the above disorders. The I nvention also provides a nethod
of treatnent G¥Ue above di sorders which conpri ses adm nistering to a
patient suffering fromsuch a disorder a therapeutically effective anount

it ot or od P30k it @ pARLNEA ssols of (LSmpEHR0bF e infeioh
form of sd&i ut‘?‘@ﬁé‘, ﬁgﬁ‘ﬁi}%’ﬁg&ﬁ?@fmﬁﬁﬂl ‘&@%@6{%‘;&'@38?@%58%@“4 8:3?"?6'?;‘{]3{ ons;

or finely divided.

The compounds of the invention may also be administered by means of a dry powder
inhaler. The inhaler may be a single or a multi dose inhaler, and may be a breath actuated
30  dry powder inhaler.

One possibility is to mix the finely divided compound with a carrier substance, e.g. a

mono-, di- or polysaccharide, a sugar alcohol or another polyol. Suitable carriers include

sugars and starch. Altemnatively the finely divided compound may be coated by another
35  substance. The powder mixture may also be dispensed into hard gelatine capsules, each



systemcally, e.g. by oral admnistration in the formof tablets, pills,
capsul es; syrups, powders or granules, or by parenteral adm nistration
in the formaof sterile parenteral 15 solutions or suspensions, by

subcut aneou¥O¥M%t stration, or by rectal adninistrati on PEISBI00IS4  form
of suppositories or transdermally. 12 The conpounds of the inventi-en may
be adm nistered on their own.or as a pharmaceuti cal conposition
conprising the conpound of the invention in conbination with a 20

phar maceut icSﬁLih%g%C&Q&éﬁtﬁoFe@tﬁé"ﬁme-coﬁo ¥ nt or carrier. Particularly
preferred are conpositions not C I'Ming material capabl e of causing
an adverse, e.g. an allergic, reaction. Dry powder formul ations

agd_ pr efsurmm:tﬁﬁbwi@wrecai thé hlﬁelty_arvmu ﬁd&fithtbbﬁle}éﬁ‘(ﬁﬁl?ht hib?éak% Y. be
adm ni ster . | | on. or, 1 nnal aLJ. O e 0 oun I'S
desi r eabi yedgm?! m??’%ga%no‘lﬂ\%% glétﬁi 'ﬂn?sl’%em'ﬁrﬁd ROHSEERY eg“"‘f‘ﬂ'@ ﬂi‘%‘g'%t i on may
al so be sadnesarveirof a multidosednhalerot.g. shay knownasdy Turbuhaler n frewkich a ddsingiunhal er  may
be a singl qneddrs the AbKided d6ke Whidh1§ 30 dry

¢ dbsi e nhaltd By ﬂﬁ?am )t("Wﬁie ﬁ?’s};gset?@tt%aa&lﬁwg;e

powder i nhal er. . e possibility i's t, ] d
conpound wicPHPmd Yyifh of Wc@ﬁ‘g&cﬁﬁ@’és,ulbé‘%".“ delivered to he patienty; -~ of
pol ysacchari de, a sugar al cohol or anotherpolyol. Suitable carriers include
sugars and Tge n&ﬁmﬁummgdsmm&, irfgl tREEmgfbuiid may be coat ed
by anot her 35§ subst NG e ho ﬁek?s r%xtur rra?/ a %oggﬂ?ag%gaﬁensed into
hard g el%at icﬂlévcglgg lit;egtg Ct3, PIiS, capsules, syrups, powders or granules for oral administration;
12 sterilecparentegal ohsubouanepussotitions, eispétsions furiparenteahpiministration or
Anot her pos@pgokitdrieY for fectal adthigfs@fifont Ne finely divided powder into spheres
whi ch break up during the inhal ation procedure. This spheronized
powder may be filled into the drug s reservoir of a multidose inhaler,
e.g. that Iﬁﬁooml mplmﬂm ﬂl&g}hmeeaompnunmmykbeadmmm!miaﬁjuvqm or 2aatriers t he
des! 1 ods0e, Woiosdsichiiba ol NOR v, kel Blch 88 potutdfafin! Birsiiebem e

S

active C und th,or withqut, a carrier., stance Is_dellvered to
the pati enta.my_?')ggam’ ﬁﬁy\é\%ﬁen%? Y tévgﬁtﬁ%&naqer %ﬁﬁ%gﬁ'ﬂ“& qr E‘Sﬂﬂ?ﬁ%ﬁ%@'ﬁea”é&npound
of the i nvdwhricant suehas PERgnRSIVIWenrain Chlpiupsteardi¢, polypthplend glycot,apses, es, syrups,
pog/d e { S Or pgfaliirl) bmbthé tike, @lidthe®ébmpiéssdd indo! tﬂﬂéts.tlf coafeattgiie_té e féﬁﬁft?&t @eal or
subcut aneo i ons for renteral admnistration or
~ supposi tor _@gg’ﬁﬁ%egc i g?séxg'lg%%ﬁ?v‘g t PEY g’%‘f?a%g with a concentrated sugar solution
20  which may contain e.g. gum arabic, gelatine, talcum, titanium dioxide, and the like.
Alternatively, the tablet may be coated with a suitable polymer dissolved in either a readily

volatile organic solvent or an aqueous solvent.

For the preparation of soft gelatine capsules, the compound may be admixed with e.g. a

25 vegetable oil or polyethylene glycol. Hard gelatine capsules may contain granules of the
compound using either the above mentioned excipients for tablets, e.g. lactose, saccharose,
sorbitol , mannitol, starches, cellulose derivatives or gelatine. Also liquid or semisolid
formulations of the drug may be filled into hard gelatine capsules.

30 Liquid preparations for oral application may be in the form of syrups or suspensions, for
example solutions containing the compound, the balance being sugar and a mixture of
ethanol, water, glycerol and propylene glycol. Optionally such liquid preparations may
contain colouring agents, flavouring agents, saccharine and carboxymethylcellulose as a
thickening agent or other excipients known to those skilled in art.

3s




For oral adm nistration the active conpound may be adm xed with an adj uvant
or a carrier, 15 e.g. lactose, saccharose, sorbitol, mannitol, starches
such as potato starch, corn starch or anyl opectin, cellulose
derivatives, WOBYHEY such as gel atine or pol yvinyl pyrrol | BEHEEYIHY o

| ubri cant such as magnesi um st ear at e, chciun1stearate, pol yet hyl ene —

gl ycol , waxes, paraffin, and the like, and then conpressed into
tablets. If coated tablets are required, the cores, prepared as

descri bed abgye be.,coat e i a.concentrated sugar LUt on .20 which
may contain el bf“"%ﬁ{‘ g llg5rated Wﬁhﬁlﬁg ,mgt"é?‘e@ﬁi- ?IE ﬁ&mﬁﬁsﬁ%ﬁyf&?‘”&ﬁd t he

li ke. Awerermeasiredeona Varks Unith Inova 360,0ri460 spratrencten and the MSispeetid wergol yner

ol vent . kil RG] shectn yereplaliol o o RS e i o e pound
sol v : [ S | Su u
may b admi xERFEHPEHErCABEL Spbota e thitneghen e s o QLAY a B0l Lar d
gel ati ne cap®latfesn spestramntar Rrepagatiae HPEE seffarations were gencwltp perfiaimed isimg 2 t her
the above eyl g™, aahik® B yderii® LR hitked witn BOREL A¥Ever 3AORC,
sorbitol, mannitol, starches, TCellulose derivatives or gelatine. SO
liquid or seifaso¢tirematography dindigated indiesExamplels as BiQn)) wes,catsted ot usisg Fishero har d
gel ati ne cappuBssilicadss-704Ui d preparations for oral application may be in
the form of syrups or suspensions, for exanpl e sol uti ons contai ni ng

t he conpound, the bal ance being sugar and a m xture of et hanol , water,
gl ycer ol and Fprepyblenwhigh showi the Besencanafirdtymers érhprbiion MR gpeetoeedy thons may
contain col owpdnich) SRS he fhjBMiOtateN e 883, S, Saccharine and

carboxymnet hyl cel [ ul ose as a t hi ckeni ng agent or other excipients known
to those skilled in art. 35

13 The invention is illustrated by the followi ng exanples. In the
exanpl es the NWR spectra were nmeasured on a Varian Unity I nova 300 or
400 spectroneter and the MS spectra were nmeasured as foll ows: El

spectra were obtained on a VG 70-250S or Finnigan Mat | ncos- XL
spectrometer, APCI spectra were obtained on Finnigan Mat SSQ7000 or a
Mcromass 5 Platform spectroneter. Preparative HPLC separations were
general ly perfornmed using a Novapak , Bondapak or Hypersil col umm
packed with BDSC- 18 reverse phase silica. Fl ash chr omat ogr aphy
(indicated in the Exanples as (SiJerr])) was carried out using Fisher
Matrix silica, 35-70 [err]. 10 For exanples which show the presence of
rotanmers in proton NVR spectra only the chem cal shifts of the nmjor
rotamer are quoted.



14 Example 1 [1S-[[err]
(1S*,2R*)]]-N Ethy] -2, 3.di hydroxy. 4[7.[ (2.

phenyl eycl opro am no].5-(propylthio).3H1,2,3-triazolo yrimdin.3
.yl]. 5 cy@lot?%}%‘énecar boxam de a) LC’I‘ISE9 )ml?lsat

[3aR-([err])]-6-[[5-Am no-6-chl oro-2-(pgopylthio)4. —
pyri m di nyl ] am no] -tetrahYdro- 2, 2-di net hyl .

4HY- cydl opent a- 1, 3di oxol e. 4car boxyl i c acid 10 | ron powder (10.Qg)
was added to a stirred solution of [[err] 5-[6-chloro-

5-nitro-2-(prop Ithi o) pyri mdin-4-yl]-tetrahydro-2, 2-dime yl -4, 7- met hano-
1, 3- 4 5-cl pyridin-6(3aH) -one (10.0g) (prepared as described
in V‘l)97030$ﬂ$-[loeﬂﬁ;3[34a(1SE,ﬂRt)]]fslN1E1h$'ICH3-dmyafbx9.td:[q (14Pm) OIThe reaﬁtion
m xture wa J t.es Il tered._t roug
celite, wa E&?ﬁé erpg?)ws@np?p#ﬂﬁl ?'SM f‘fl H

concent rsat ?RF“&?F oxgmideesi red product (9. 3g) MBS ( FAB) 405 403
( MrH+) , 403 (100% . 20 b) [3aR (3acx4a, 6a, 6aa)]-6-[7-Chloro-5

(propyl tbl
d] pyri m di é?ﬁ%%&#a g&ng%M?mMEWI@B@ﬁFa 1, 3- di oxol e4- car box
ylic yl]amqngbé@hyﬁorzmwlmwmmnmwnmmme on of

t he productacﬁf step a) (9.28g) in 25 acetonitrile (80m) and the solution
heat ed at 70[err]C for 1 hour. The cool ed reaction m xture was
conc-entrat%% and purified (SI 2, ethyl acetate:isohexane 2:1 as eluant) to

afford t he IronpowderilQ. QE)é"éaﬁ'Pﬁsmmst(rrpdggl)mon of [3aS-(Rax. ¢ 5.8 7200] 5-[Grakdorort-H- ) |
414 (1009 5-1390-2-(propﬁﬁluo)pymmdm—4—yl]-teu'ah dro-2,2-dimeth ¥1-4 7-methano-1,3-

[[err] (IR d%%%{/{?%@ ﬁ%nklgzﬂa%-oﬁ‘é‘%iﬂ ) preﬁ'a':eﬁ“a%t ribed 1“&'63703084) and

phenyl cycl oprop
(propyl t hi 63ciymehlorids in ethangb(l40mi).5Thy egationimiktnre3vas hipateti-at reflux for 10
cycl opent amiindesthéndiliered! et beéncé ivfasiBfig SbverdPimd} WithGiot e@atfl. ThRERIRREAUCt Of

step b) (4 n opyl amne [R-
(R, R*)] -2, g&?‘fm oxy%)a?ane Qlfe P%#%')(b?g{’epared as descri bed by
L. A Mtscher et aI .

MS (FAB) 405 403 (M+H"), 403 (100%)

2 ‘b) [3aR-(3aa,4og6a,6aq)]-6-[7-Chloro-5-(pi'opylthio)-3H-l,2,3-triazolo[4,5-
d]pyrimidin-3-yl]-tetrahydro-2,2-dimethyl-4H-cyclopenta-1,3-dioxole-4-carboxylic
acid

Isoamy] nitrite (6.02ml) was added to a solution of the product of step a) (9.28g) in
25 acetonitrile (80ml) and the solution heated at 70°C for 1 hour. The cooled reaction mixture

was concentrated and purified (SiO,, ethyl acetate:isohexane 2:1 as eluant) to afford the
subtitle compound (7.9g).

MS (FAB) 416, 414 (M+H"), 414 (100%).

30
¢) [3aR-[3acdo,60(1R*,25*),6ac]]-Tetrahydro-2,2-dimethyl-6-[7-(2-
phenylcyclopropylamino)-5-(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl]-4H-
cyclopenta-1,3-dioxole-4-carboxylic acid

35 A_mixmre of the product of step b) (413 mg), (1R-trans)-2-phenylcyclopropylamine [R-
(R*,R*)]-2,3-dihydroxybutanedioate (1:1) (Prepared as described by L.A. Mitscher ez al, J.



15 Med. Chem, 1986, 29, 2044) (283 ny) and triethylarmne (1.1 m)
i n di chl oronet hane (6 M) was stirred at roomtenperature for 4 hours.

The reaction Rﬂx”’ngf was concentrated and t he residue W{SJE

(Sigerr], ate then nethanol : ethyl acetate 1:4 as e
~afford the subtltle conmpound (390 ng). & VS (APCI) 511 (IVHH[err]‘;“
1009 .

phenyl cycl opropyl ) am nol -5- (propyl thio)-3H1, 2, 3-triazol o(4,5-d] pyrimdin.3

-yl]-4H io a 32 4! gé@%

N, N-Di i sopropﬁyweﬁér{‘ I9b6 Q@ 21k nggﬁcﬁ t%e (}sélnﬂ)t]f]ghcmo ﬂﬁm‘f%m ne

(70% i n wat erd wassm're ﬁ‘l’?" Eﬁ“?ﬂ"r‘t':g;? °§4|99WF0T§‘WBHW§E}H&#ERFFWM

?% ?r}‘ I) uor ﬁphmahﬁmuﬁx@ pinfifigd (Si(h, ethe abftﬁtgtheh methanolfthybiceqteq)}4 z(s](}hﬁxit) o) i2n THF
. The r | ) red at roomtenperature for 15

hours then ccﬁ%@gdﬁ\*%%bgg&ogﬁg %%%lg{)hy (Si 2, ethyl acetate:

di chl oronet hane 1:2 as el uant) gave the subtitle conpound (0. 489).

M5 (APCl) 538y§ WMdresr] M+EDD90%). 20 e) [IS-[[err]
(IS*,2R*)]]-I\I-EthyI-2,3-d| hydr oxy4- [ 74[ ( 2-

phenyl cycl opro%l am nol - (proigigl thio)-3H 1,2, 3-triazol o[ 4, 5d] pyri ni di n- 3-

yl]- 39640500 HR '0aS*)]])-N- thxl-mwmmmw-[ad t from step
d) (0.479) i pheRy n@koﬁyl)ﬁﬂiﬁal-SJ(pl‘oﬁltﬁi&ﬁBH-l(,Z’;mm B |pyriidii

hydrochl oric &g éSir}g w%gé roomtenperature for 2 hours The
reaction ff xt¥! c?hce trate the residue taken into ethyl acetate
(50mM ) and washed with water (2 x 50m ). The organic phase vvas dri ed

and concent r gy RtbiisdgiSpy lethylatfnﬁs {0 3nhINFasSsadbdho RS IutiSis 61 Sthylhrhing €70
acetate, 25 rri 'Pb"* ars ?r]‘s-py g %& gﬁosgl?onpu?ﬁjﬂexaﬁuompi%gphate (8’ 963) 'XB{ thé:L grzd&cz 8[ err]c

VB (APCI) 49
of step ¢) (0 51 g) in THF (20ml). The reaction mixture was stirred at room temperature for
15 2 hours then concentrated. Chromatography (SiO,, ethy! acetate: dichloromethane 1:2 as

elnant) gave the subtitle compound (0.48g).
MS (APCI) 538 (M+H', 100%).

» e [15-[10,2B,3p 40 (15%2R*)]}-N-Ethyl-2,3-dihydroxy-4-[7-[(2-
phenylcyclopropyDamino]-5-(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

A solution of the product from step d) (0.47g) in methanol (16ml), 1,4-dioxane (4ml) and
25 2M aqueous hydrochloric acid (Sml) was stirred at room temperature for 2 hours. The
reaction mixture was concentrated and the residue taken into ethyl acetate (50ml) and
washed with water (2 x 50ml). The organic phase was dried and concentrated. The
resulting solid was recrystallised (ethyl acetate, 25ml) to afford the title compound (0.25g).

3% Mpt 177-178°C
MS (APCI) 498 ( M+H", 100%).

NMR: §H (de-DMSO) 9.35 (1H, d), 7.92 (1H, t), 7.31-7.15 (5H, m), 5.13 (1H, d), 4.96
35 (2H, m), 443 (1H, m), 4.11 (1H, m), 3.19 (1H, m), 3.11 (2H, m), 3.00-2.80 (2H, m), 2.75



NVR [err]H (d[err]-DVMBO) 9.35 (1HL d), 7.92 (1H t), 7.31-7.15 (5H, m, .
5.13 (1H, d), 4.96 35 (2H, m), 4.43 (IH rn), 4.11 (1H rn), 3.19 (1H,
m, 3.11 (2H ), 3.00-2.80 (2H, M), 2.75

16 (IWO9I2542 40-2. 20 (2H, n), 2.13 (1H, n), 1.52 (PSHSERY001Sf 35 (1H,
n, 1.04 (3H t), 0.80 (3H, t) Exanple 2 5 [1S-[[err]
(1S*2R*)]] 2, 3- Di hydr oxy- N( 1- et hyl ethyg 4.[7.-](2

phenyl cycl opropyl )am i no] -S- (propylthio)-3H1,23-triazol 0(4 5.d] pyri mdin-3

UL o FEESSPERAOBTASRIRT 87, 7 L 108 g 030

1( 2- phenyl GRtepropYl ) 9mi f]-5-(propyl thio)-3H1,2,3-triazol o[ 4,5.dl pyrim di

n. 3-yl)] 4H. cycl opent a- 1, 3- di oxol e4- car boxam de - The subtitle
conmpound Hf%lr ed according to the nmethod of exanple 1, step d) using
1- net hyl e\t,\m M5 (APCI) 552 ( MtHerr], 100%. b)
[1S-[[enr] {IS-MZ&XB,B,N (-18*%f)&]yl%ﬂlbﬂ#ow-ﬁl{mahylethyl)-4-[7-[(2-

phnyl rycl O?F‘ l)a&ﬂmqawﬁyhhﬁ)-sﬁti,ig&nﬁz&&[h,%m glygyr i mi din-3-
yl'J 20 nec rbox. m de he 'title conpound was pr epar ed
accordi ng t% laelslomein Exarrpl e | step e) using the product of step
a). 25 Mt 179 181C M5 (APCI) 512 (M+H err], 1009% . NWVR [err]H

(d6- DVBO) %)fﬁkﬂk&ﬁ a(ﬂ!"‘%* -Ttral?yd?&- e 1ethy , 4.43
2.075((1:4?!, °‘?§°P %(szé? 182‘@ mm“ﬁ%ﬁﬁg@ tle 35

(1H, m, 1.41!4c3(cﬁﬂenta)1,,3-dxosﬂe-@aﬂrbdx)xml e

The subtitle compound was prepared according to the method of example 1, step d) using
1-methylethylamine.

15
MS (APCI) 552 ( M+H", 100%).

b) [15-{10,2,3B,40: (15%,2R*)]}-2,3-Dihydroxy-N-(1-methylethyl)-4-[7-[(2-
phenyliyclopmpyl)ammo}-5-(propylthio)-3H-1,2,3-tna2010[4,5-d]pyrlm1dm-3-yll-
20 cyclopentanecarboxamide :

The title compound was prepared according to the method of example 1 step e) using the
product of step a).

25 Mpt 179-181°C
MS (APCI) 512 ( M+H", 100%).
NMR SH (ds-DMSO) 9.35 (1H, d), 7.82 (1H, t), 7.31-7.16 (SH, m), 4.96 (2H, m), 4.43

3 (1H,m), 4.10 (1H, m), 3.85 (1H, q), 3.19 (1H, m), 3.00-2.80 (2H, m), 2.75 (1H, m), 2.40-
2.20 (2H, m), 2.13 (1H, m), 1.52 (3H, m), 1.35 (1H, m), 1.24 (6H, m), 0.80 (3H, t).




17 . Exnple 3 [1S-([err]D hydro-N(2-meftlpropyl)4.[7.[2
phenyl cycl opr opyl ) am no] -5- (propylthio)-3H1,2,3-triazolo[4,5-d]I pyrim din-

3.v]l]. CY¥o spesl anecar boxam de 5 a)

[[err]-Tetrahydro-2, 2-(nethyl - N ( 2- met hyl propyl) - PCT/ES9/00154

[ 7-[ (2- phenyl cycl opr opyl ) ammno] - 5- ( pr opylT hi 0) . 3H, 2, 3-triazol o(434pyrTndin
- 3. yl ]-4H cycl opent a- 1, 3- di oxol e- 4- car boxam de 10 The subtitle
conmpound was prepared according to the nmethod of exanple 1 step d), using
2- et hyl pr opyExample3 M5 (APCl) 566 (MrH err], 100%. 15 D)

Lﬁgngl[ g;(rzgjpz)rg%‘?[;%gé g%l - 9- é@}%ﬁ@f‘%ﬂzﬁ% %’mﬂéﬁz{"&gpn m di n. 3.yl ]
cy cdopien wal-5-(propyithinir3Hr1,2,3 drizabgid,Sudipysimidin 3y ed

according to ‘t}h]a mmarmﬁmﬁmrrpl e | step e) using the 20 product of step
a). t 191- 193[err]C M5 (APCI) 526 ( MFH+, 100% . 25 NVR

[err]H (d[®rr]-DVBO) 9.36 (1H _d), 7.88 (1H, t), 7.3.-7.15 (5h, m, 5.14
(1Hd), 4.98 a)[BaRp: aﬂpwaﬂllfd"#s(*},ﬂa]] 'Bqtrahw;lt@zmemyz,v-(z-xﬂemy(lﬂxhby
2.96-2.75 (4H7-I(Z¥hen§lc§'& opfaindiib] 5% :o?-sbsal,ib-'ﬁgg}mo[%saipyﬁﬂﬂdﬂla-

(S Hm, 1. 35(yjdj4;1'@¢10pe 1dxofje)4-carbo

10 The subtitle compound was prepared according to the method of example 1 step d), using
2-methylpropylamine.

MS (APCI) 566 ( M+H", 100%).

15 b) [15-{10,2B,3B,4a (15*,2R*)]]-2,3-Dihydroxy-N-(2-methylpropyl)-4-{7-[(2-
phenylcyclopropyl)amino]-S-(propylthio)-BH-1,2,3-triazolo[4,5-d]pyﬁmidin—3-yl]-
cyclopentanecarboxamide

The title compound was prepared according to the method of exarnple 1 step e) using the
20  product of step a).

Mpt 191-193°C

MS (APCI) 526 ( M+H", 100%).

NMR 3H (ds-DMSO) 9.36 (1H, d), 7.88 (1H, t), 7.31-7.15 (SH, m), 5.14 (1H,d), 4.98
(2H, m), 4.44 (1H, m), 4.13 (1H, m), 3.19 (1H, m), 2.96-2.75 (4H, m), 2.49-2.20 (2H, m),

2.13 (1K, m), 1.71 (1H, m), 1.50 (3H m), 1.35(1H, m), 0.85 (6H, d), 0.81 (3H, t).

30



18 Exanpl e 4

[1S-[[err]-NEthyl-2,3-di hydroxy-4[5(1nmetethyethyltio)-74C(2.

phenyl cycl opropyl )am nol - 3H 1,2, 3-triazol o[ 4, 5-pyri mdin g&

cycl opent anMOBBER4N de a) [(1S-[[err]-Ethyl -2, 3- dPﬁ'{/éP PSU[7-[ (2-
phenyl cycl opropYl )am | Q - S- (propyl sul pI]?nyI )-3H1, 2, 3-t rl azol o0(4, S5py+i m di
n-.3- yl]-cycl opent anecar boxam de 0 3-Chl oroperoxybenzoic acid (50%

9.0g) was added to a suspensi on of the product of exanple 1, step e)
(4.19) in e (200m ) and di chl oronet hane (50m ) and the resulting

sol ution st e roomtenperature for 18 -hours. The reaction m xture was
concent r at ef1S- [1a,Zﬁ.&ﬁda(w,ﬁgﬂﬁwhléwwxy-ﬂﬁ@-mwhmmmmﬂ-) ,

washed wit Yic aasido M BH-1.2.3- u? j.on (2 x 100m) and
10% aqueougpﬂeﬁ L}‘Hlbl y%% bon ]tJe sd%’atlon 5’ xlogrﬁﬁm)wt hen dried and
concentr at ed. Si 2, ethyl acetate as el uant) gave the

subtitles corrpound (2. 4g) Mot 203-207[err]C 20 MS (APCI) 530
(MH err], ms%ﬁhsqm (1S*,2R"‘)]]-N-Ethyl 2,3-dxh d xy-4-[7 e

b)[1S-[[err gﬁﬂ%dig dro A4 45§z#3§$%&4%%}

[ (2- phenyl c
cycl opent anﬁﬂ‘faydhpentmd@ere Propane 2-thiol (0.23g) was added dropw se
to a suspension of sodium hydri de (60% 120mg) in di et hyl formam' de

(DMF) (10m ). After 30 m.nu ‘ﬁﬁiﬂ Bﬁﬁ r od of step%g 4 0g) was
added pd? t i siresePerRFErenIic afid (0% @aéwpsﬁsx o theRroduH o2 “hour .
The I eexatniplen, chMﬂégNmsﬂmmwﬂmermmmmumnmm“gol ution
of _sodi um cfyiohYfrefhe oeRielnperbhiRYof [iPncil. the Rl fl% Wohdin @l |
acetate QXSO"(L%: he or gani C as concenf{rated and the
resi due pur {9 q"P ﬁﬁ‘ﬁ Wlbfasm 6 3qieous S04, |0 oy

armoni um acnmmbmlﬁt_;ebbnon @i WOmiyrandil@ftaqadous saiium Bic@Bodate @1tié over 15
mnutes);s  (2x160nIPhYS dfddCnk kb centr AP Pititkatich (SRS ethyl acetate as eluant) gave the
subtitle compound (2.4g).

Mpt 203-207°C
20  MS (APCI) 530 (M+H", 100%).

b) [15-[10,,2B,3B,4c: (15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[5-(1-methylethylthio)- 7-
[(2-phenylcyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

Propane-2-thiol (0.23g) was added dropwise to a suspension of sodium hydride (60%,
120mg) in dimethylformamide (DMF) (10ml). After 30 minutes, the product of step a)
(0.40g) was added portionwise over 10 minutes then the reaction stirred for 2 hours. The
reaction mixture was added slowly to a saturated aqueous solution of sodium chloride

30  (20ml), then the solution extracted with ethyl acetate (2x50ml). The organic phase was
dried and concentrated and the residue purified by HPLC (Novapak®, C18 column 0.1%
aqueous ammonium acetate:acetonitrile, gradient elution 70:30 to 0:100 over 15 minutes)
to give the title compound (0.23g).

35 Mpt 160-161°C

IE



35 Mt 160-161[err]C

19 VS (APCI) 498 (MeHerr], 100%. NVR [err]H (d6- DVBO) 9. 38
1H, d), 7.91 ,731 7.16 (5H, m, 5.12 (1H, d ,
s (?m rr) X‘."’%" , 3. 62 ((1H, n)m, 3.19 (51 ,.)3 109'%515’”%”(5%2 72

(1 H, , 240220(2H M, 2.10 (114 m, 1.58(1H M, 1.38 (1H=in),
1.21-0.98 (9H sn). Exanple 5 :

[1S[err]-N. Ethyl-2,3.di hydroxy. 4-[74[ (2
phel nyl cycl OIMSMOMS‘(M&& igbg)t ri f I uor onet hyl ) phenyl thio]-3H1, 2, 3-triazo
o[4,5 so dl pyrimdin-3-yl]-cycl opentanecar boxami de The title

to the nmethod of exanple 4 step b). using

conpound was pared accordin
4- (trl frﬁ% $919ﬁ&)(8ﬁe¢b7 91 (15, myj5t.312D 26 GEB M), 5.12 (1H, HB4.HAPC ) 600
(MeHerr], 9ﬁ©m} 442(1H.WR4 Le(1H, &, (ﬁ@[ﬁﬁﬁ) 339‘@!.( 1& @H @ﬁg%ﬁlﬁln)

7.79 (2Hd)

d) 4.90 (1 )n$ iza@ﬁm 2. Uzﬁ )138é111,0n)( -098(9H,rn) 2.70 (1H,
. 2.32-2.19 (3H, m), 1.40 (1H, r‘r) 1.15 (1H, ), 1.03 (3H t).

Exarrple 6 federr] B-N-Ethyl - 2, 3-di hydroxy4 [7 [ (2- 25

pheyl cycl opr - - I thio) 3H, -triazolo[ 4, 54pyrindil -3
yl]- 4%& %’bﬁgg% yl-2,3-di 151"?1‘3{'1*'&57 E(G'npound was prepared
accor di ng to phhnylcmi@mbybknmﬁﬁﬂﬂarﬂmtmd@l)phwymﬂ)]-3H-1 ,2B3Reiasas- 2-t hi ol .
30 Mat Jd?l?yr?iﬁﬁﬁ-?»-yl]-(:yclopeutanef:arboxanude

The title compound was prepared according to the method of example 4 step b), using 4~
(trifluoromethyl)thiophenol

15 Mpt202-203°C
MS (APCI) 600 (M+H*, 100%).
NMR SH (ds-DMSO) 9.45 (1H, d), 7.93 (1H, m), 7.79 (2H,d), 7.60 (2H, d), 7.30-7.08

20 (SH,m), 5.13 (1H, d), 4.96 (1H, d), 4.90 '(1H, m), 4.40 (1H, m), 4.02 (1H, m), 3.10 (3H,
m), 2.70 (1H, m), 2.32-2.19 (3H, m), 1.40 (1H, m), 1.15 (1H, m), 1.03 (3H, t).
Example 6
[15-{10,28,38,4a (15*,2R*)}}-N-Ethyl-2,3-dihydroxy-4-[7-[(2-

s phenylcyclopropyl)amino]-5-(thien-2-ylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yi]-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 4 step b), using
thiophene-2-thiol.

Mpt 198-200°C

MS (APCI) 538 (M+H", 100%).



M5 (APCI) 538 (M+H , 1009% .

20 NI\/R[err]H(d[err] DMSO 9.43 (1H, d), 7.92 (IH, : 769(1H

d), 7677029% .12 (1H, d), 4.95 (1H, d) 482

(1H M, 4.0¥% H“Sﬁ) 3 20 (1H, ny, 3.10 (2H 2. PeTaRY 9/0
2.32-2.10 (3H, m, 1.43 (1H m, 1.19 ¢ m, 1.02(3H t). 5 Example 7
[IS-[[err] NEthyl - 23d|hydroxy -4-17-( 2(4-

met hoxyphenyl ) cycdopr opyl ] am no] - 5- (propyl thio)-3H1, 2, 3tri azol o[ 4, 5dpyri m

o (- Wt hox JIRLEE (G DBRE SA3THLYG. 200 1B, md et T AR 5 31 o
di chl or o( p- OykEhéPh m@mm((lm ), i 38e(l H( @)% 3105 (1 H ), 226(1H m) 3.10 (2H,

bi s[(4S)i so y2 2 azoll 103 | ronet hane
(150mM ) wa %mea nie)X 1- net éo%ﬂflgsrgy qg)ﬁgg‘ggﬂ?)%,g@@ o t lis solution was

added et hyl diazoacetate 15 (5.Qg) in dichloronethane (20m ) over 6 hours.
The sol usi oBxawpleffai nt ai ned at room terrperature for 18 hours then

di | uted WlthsL&Q PR ne/dm-mnd‘ %S(ﬁﬂy ugﬁ[gz.gug of silica

50 h hl . The filtrat
G A e ey A S

hydr oxi de (H-YUG)dDPﬂﬂmecanhamd(ElOM) was added and the mi xture heated at
reflux for 4 hours. The resulting 20 solution was concentrated to give a
solid which washed wi.th 1: her| i - hexane ,100m ). The solid was
t hen tri‘Purﬁ%‘%ﬂ%&@°ﬁéﬂﬁ@%@@%%bﬁl‘ﬁ?@ dcollected to
give the subtitle conpound (5.19). M5 (APCI) 191 (MH 100% 25
b) (1R-t ran?&a?olﬁti’on'\ﬁﬁﬁﬁ%ﬁ@ﬁ-@ﬂé&ﬂ%ﬂ%q &m&s?m%{]sn Be.R*)J-2, 3-

e

L et o Ao S "5
was added eadipd lmﬁmmmwmqmng@)o tbrseoluﬁommﬂﬂdm etﬂiﬂdxamhmtcon
was mai ngai (ﬁk)ﬁidx&l&ofn%a&qzmﬂ?%&%lﬁ Offe, Sfftioh Wm% W&xgz' de (428

ng) in watef er 3
added and t [FEPPPBREY {"Bgﬂ‘ﬁ @?‘b‘%imead “” W? ‘?P%‘F?S’éh'@“@%ﬂ% The
organi c ext siliea (50g)evashing with nwamldiclzlpmmanh@m 250mi). The filtrate was '

concentrated and the residue taken into memanol (100 mi). Lithium hydroxide (4.0g) in
water {10ml) was added and the mixture heated at reflux for 4 hours. The resulting

20  solution was concentrated to give a solxd ‘which was washed with 1:1 ether/i-hexane
(100ml). The solid was then triturated with 2N HCI and the white precipitate collected to
give the subtitle compound (5.1g).

MS (APCI) 191 (M-H, 100%)

b) (1R-trans)-2-(4-Methoxyphenyl)cyclopropanamine, [R-(R*,R*)]-2,3-
dihydroxybutanedioate (1:1)

To a solution of the product from step a (1.0g) and triethylamine (608mg) in acetone /water

30  (4:1, 50ml) at 0°C was added ethy! chloroformate (648 mg) over 5 minutes. The solution
was maintained at 0 °C for 30 minutes before addition of sodium azide (428 mg) in water
(10ml). After a further 30 minutes, water (100ml) was added and the reaction mixture
extracted with toluene (2x100mi). The organic extracts were combined and dried, then
heated at reflux for 4 hours behind a blast screen. The solution was concentrated and the

3s  residue dissolved in 1,4-dioxane (25ml) and 6N HCI (25ml) added. The solution was
hégted at 80°C for 3 hours, then the aqueous phase was basified with 2N sodium hydroxide



heated at reflux for 4 hours behind a blast screen. The sol ution was
concentrated and the 35 residue dissolved in 1,4-dioxane (25m) and 6N HCl

(25m) added.w§§§m&gjsut i on was heated at 80[err]C forpc%/sgﬁ%fsn t hen

t he aqueous p basified with 2N sodi um hydr oxi de

21 sol ution. The aqueous sol utiongpas extracted w th dichl oronethane
(3x50m ) which was dried and concentrated. This residue was taken into
et hanol (5m) and L-tartaric acid (750mg) in ethanol (Sm) added. The

L cohol - var r Fali° TEPAG B Sl Rkl ity i promettnt BRI s o5
(1.329). driegyend gappergrated, Thiggesidue was taljorinte ethanel (Sorfleand L-@iBic)acid. 05 ( 2H,

g) " fi ; 837( (ZTH(ﬁO)mgﬁli Qﬂ:axfc? Umlﬁ%ddecﬁ Thé szﬁ}ti% §ﬂicli I‘_;I%s g&dltegte@ Qm(réd#ysééﬁked n,
[3aR-([err][[ 's-@?ip&lr%?%ﬁ?lﬁ”t%?&‘%E’p?f%iﬂihfis ‘8&“-"&?‘1’8{7{“{%‘&}?‘}?{% Sehdley

N-et hyl -t esr athy32€b- 2, 2- di met hyl - 4H-cycl opent al . 3. di oxol e4- car boxami de 15
A sol ution of

4-am no-N-eth lf L ydr o- 2, 2-di net hyl 4H cycl opent a- 1, 3- di oxol e- 4-

car boxam de ( R.f?g) ﬁ;repar ed as described in WD 9528160) in 1, 4-di oxane
(15m) was added over 5 mnutes to a stirred solution of

3, 6- di chl or o- MR §H R DMSOPYOS CHPBY 6.85 GH)Q), 3.91 (2K 33, 98 K SPRLEE A8
described in %%&%3%@4@ i n #ié:\?éggﬁne&g %g@ (Ell\l-%? GHFY a,
Di i sopr opyf et WyrI<irty Hemy 1eh 193 d the mixture allowed to
warmto room 20 tenperature overnight. The reaction m xture was
concentrat ed NSap-{BAc/4REI06AE §4Chfifto-5-nitro25p %Em . 4:1 as
eluant) to af agrlglttt?g'ﬁdbtﬁﬁg“gﬁr‘pﬁﬁdlnﬁ. 3 _p.?ﬁtiﬂo’)ﬁﬁ | 9 4@0
(MrH err], 1 0}?,‘_3" llﬁly Ty %2-dimethyl4H-cyclopenta-1,3-dioxole-4-carbo e
(3aR-([err]-Chloro-54(propylthio).3HLA 3-trinzol os4, - .
L yr i i - Sk aihind 1 Sy oo 2B Mo hlofih PR RSBry. 3- i 0¥l €
' CaT DO iboxamide (14.0g) (prepared as described in WO 9528160) in 1,4-dioxane (15mi) was

added over 5 minutes to a stirred solution of 3,6-dichloro-5-nitro-2-propylthiopyrimidine

(32.9g) (prepared as described in WO97Q3084) in 1,4-dioxane at 10°C. NN-

Diisopropylethylamine (16.0ml) was then added and the mixture allowed to warm to room

20  temperature overnight. The reaction mixture was concentrated and the residue purified

(Si0,, ether:isohexane 4:1 as eluant) to afford the subtitle compound (17.3g).
MS (APCI) 460 (M+H", 100%).

s d) {3aR-(3a0,40,601,6a01)]-6-[7-Chloro-5-(propylthio)-3H-1,2,3-triazolo[4,5-
d]pyrimidin-3-yl]-N-ethyl-tetrahydro-2,2-dimethyl-4H-cyclopenta-1,3-dioxole-4-
carboxamide

To a solution of the product from step c) (32.0g) in acetic acid (300mt) was added iron
30  powder (40.0g). The mixture was stirred at room temperature for 2 hours then filtered

through celite washing with ethyl acetate (3x150ml). The filtrate was concentrated to a

volume of 150 ml then cooled to 10°C, Sodium nitrite (7.5g) in water (25ml) was added

and the solution allowed to warm to room temperature over 40 minutes. Water (200ml)

was then added and the resultant precipitate collected by filtration, washing with water
35 (100mi) and isohexane (100ml) afforded the subtitle compound (26.4g).



To a solution of the product fromstep ¢c) (32.0g) in acetic acid (300m).
was added iron 30 powder (40.0g). The m xture was stirred at room

t enperature_for éshours then filtered t hrough celite_washi nﬂ

ethyl acet a™@P4%¥%0n ). The filtrate was concentrated toPGI/SES %I urre of
150 m then cooled to 10C. Sodiumnitriphbe (7.5g) in water (25m) was-added
and the solution allowed to warmto roomtenperature over 40 m nutes. Water
(200m) was then added and the resultant precipitate collected by
filtration, 38 (100mM ) and isohexane (1 0O0OM ) afforded
the subtit I@?ﬁ%@unmﬁwb

22 M5 (APCl) 441 (IVHrH[err] 1009 . e) (1S-[[err]]]-N Ethyl

- Ztﬁ di threlmfm&iWis ,2R*))]-N-Ethyl -2,3-dihydroxy. %%%z.é |
met hox e | y4o)
e o B SRS A b S T
step d) {25?3)’“‘33‘:'%@!%@? poxamide of step b), (156 ny) and NN-

di i sopropyl et hyI am ne (258 ng) in NN -dinethylformanmide (6 m) was stirred

o 10O AERSE Bkl o6t ol A 5Bk PR e

concent r at e‘ﬁ
hydr ochl or |@swmlwlme@5§m)nevm Slimethyiformanhide fﬁanl)wammat room allowed

to stand ovigmpérgiife foiBIMobRETHASANbA ﬁm&ew&k %&eﬁ%éfzﬁa haggt h et her
?225 drlh%ﬁxyiz{lﬁ;gﬁc(gﬁgt ﬁf orq t h ufso?nn g; col ourl ess needl es

The gepotion wap 004 |
NVR 8H (d6 ajowey} togtand oyerpightthen the eeul(inﬂry@& ccilleﬂ:@d(ﬁhﬁhe«ﬂ)v;th 6th&and2H, d),

5.12 (1H, Cﬁnedmvacu&%f&nﬁﬁeﬁ@d‘&o undtas‘talohl es(f|25]1@g)ng dd), 3.74
2H m)

A4, 5-dpyri
tuct of

D

~ta

(3H, s), 3.16-3 05(3H rr), .80 20 69(11 n,
2.40-2.18 (2H, m), 2.1 06(1Hn’) 160140(2Hn’) .30-2.20
(1H, n), 1.Mpt}99:300iG 084(3H t). Exanpl e 8

[1S-[[ens][[ 2- (3-Chl orophenyl ) cycl opropyl ] am no] - 5-
MS (APCI) 528 ( M+H", 100%).

NMR &H (ds-DMSO) 9.30 (1H, d), 7.90 {18, 1), 7.13 (2H, d), 6.85 (2H, d), 5.12 (1H, d),
5.00-4.83 (2H, m), 4.45 (1H, dd), 4.10 (1H, dd), 3.74 (3H, s), 3.16-3.05 (3H, m), 3.00-2.80

20 (2H, m), 2.78-2.69 (1H, m), 2.40-2.18 (Zi-I, m), 2.14-2.06 (1H, m), 1.60-1.40 (2H, m),
2.30-2.20 (1H, m), 1.02 (3H, t), 0.84 (3H, ¢).

Example 8
[1S5-[10,2B,3B,40c (15*,2R*)]} 4-[7-[[2-(3-Chlorophenyl)cyclopropyljamino]-5-

25 (propylthlo)-BH-l,Z,3-tnazolo[4,5-d]pynnndm-3-yl] -N-ethyl-2,3-dihydroxy
cyclopentanecarboxamide

a) (1R-frans)-2-(3-Chlorophenyl)cyclopropanamine

3  Prepared from 3-chloro-1-vinylbenzene according to the method of Example 7 steps a) and
b), except that the product was afforded as the free amine.

NMR 8H (ds-DMSO0) 7.05-1.15 (2H, m), 6.97 (1H, s), 8.89(1H, d), 2.53 (1H, m), 1.80-1.83
(1H, m), 1.10-1.03 (1H, m), 1.00-0.95 (1H, m)
35

-



25 (propylthio)-3H1,2,3-triazol o[ 4, 5dpyri m di n-3-yl ]
-N-et hyl -2, 3-di hydr oxy cycl opent anecar boxam de

(IRrans)-2-( ophenyl ) cycl opr opanam ne 30 Prepare
3-chl oro- 1-vi O@Jégzene according to the method of Exanple ‘7*%};” pu%lsa) and
NVR™

b), except that t he product was affordegsas the free am ne.
[err]H (d6-DMBO 7.05-1.15 (2H, m), 6.97 (1H s), 8.89(11, d), 253(1H,
m, 1.80-1. 83 (1H, m, 1.10-1.03 (1H, m, 1.00-0.95 (1H, 35

(2§r opyl t hi 0) bgé?&%é%;ir | Szgﬁgg@[ﬂ%ﬁ?y@ﬂ@bﬂ%%ﬁdgpwg 5r35tj| hydr oxy

cycl opent anefx yramidined yijnd- - mrew according to
the nmet hod otyctopemtahecarboxamid usi ng the product of step a).

Mpt 194-197[err]C 10 M5 (APCI) 532 (I\/HrH[err] 100% NVR [err]H
(d[err]-DVBO) 9.38 (1H, d), 7.93 (1H, t), 7.31-7.25 (2H, m), 7.23 (1H d),
7.16 5( | 1Bhe e corpound Maspregarpd aceorstingta fhe mi)od of exzmple Tstep 9), using e 3. 18
(1H, m, 31§mau&3f4 uy 3.00-2.80 (2H, ), 2.80-2.70 (1H, M,
24021(3H ) 160135(3H m, 1.02 (3H, t), 15 0.89 (3H. t).

Exnple 9 Lerr ]-N-Ethyl -3dfiydrx4-[7-[[2-(4

met hyl phenyl)@}é? yl ami no] - 5- (propyl thio)-3H1, 2, 3-triazolo[ 4, 5dpyri 4di
n- 3-

1 MS (APCI) 532 (M+H", 100%).

NMR 8H (ds-DMSO) 9.38 (1H, d), 7.93 (1H, t), 7.31-7.25 (2H, m), 7.23 (1H, d), 7.16

(1H,d), 4.96 (1K, dd), 4.30 (1H, dd), 4.09 (1H, 1), 3.22-3.18 (1H, m), 3.15-3.02 (2H, m),

3.00-2.80 (2H, m), 2.80-2.70 (1H, m), 2.40-2.1(3H, m), 1.60-1.35 (3H, m), 1.02 (3H, t),
15 0.89(3H.¢).

Example 9
{15-[10,28,3B,40: (15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[[2-(4-
. methylphenyDeyclopropyllamino}-5-(propylthio)-3H-1,2,3-triazolof4,5-d]pyrimidin-3-
20  ylJ-cyclopentanecarboxamide ’

a) (1R-frans)-2~(4-Methylphenyl)cyclopropanamine

Prepared from 4-methyl-1-vinylbenzene according to the method of Example 7 steps a) and
25 b), except the product was isolated as the free amine.

NMR &H (ds-DMSO) 7.08 (2H, d), 7.00 (2H, d), 3.98 (2H, s), 2.70 (1H, m), 2.50 (3H, bs),
2.30-2.20 (1H, m), 1.30-1.22 (1H, m), 1.09-1.00 (1H, m)

0  b){1S-[10,28,3B,40c (1S*,2R*)]}-N-Ethyl-2,3-dihydroxy-4-[7-[[2-(4-
methylphenyl)cyclopropyllamino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-
yll-cyclopentanecarboxamide

The title compound was prepared according to the method of example 7 step ¢), using the
35 product of step a).



20 yl]-cycl opent anecar boxam de a) .
(1R-trans)-2-(4- Met hyl phenyl ) cycl opr opanam ne Prepared from

4- et hyI zene according to the nmethod of Exammple ste a) and
2s exc%’ ’If'ﬁgppr oduct was isolated as the free ani nePCT’SE”'“m%VR [err]
(d[err] DVSO) 7.08 (2H d), 7.00 (2H, d)2 3.98 (2H, s), 2.70 (IH, m, 2.50
(3H, bs), 2.30-2.20 (1H, m, 1.30 4. 22 (1H, m, 1.09-1.00 (1H, m 30
b) (1S-[[err]Ethyl.2,3.dihydroxy4-[7.[12.(4-

met hyl phenyl) cycl opropyl j anmi noJ - 5- (propyl thio).3H1,2,3-triazolo[4,5
d] pyri ni di rMé (ABCD 51%?’111‘%?&%% nt anecar boxamude The title conpound
was prepared according to the nethod of exanple 7 step e), using the 3S

roduct of
4 SRBE DS a2 (1.« L4079 485,0- 707 GEL 9,3k (1 P-4 9 @F Phonso
9.32 (1H, d429 (iHohs)(4 19 (1H) bs),3.2073.00(3H, &), 3.00-2.8Q (FH. Irh), 13S-2.66 (B, o)2H, ),
4.29 (1K 0-2.40 30SH, s
DLt e aAne R el Ry,
1.57-1. 40 (¢ >'F§ Q%(lH dd), 1.02 (3H t), 0.83 (3Ht)
Exampl e 10 [IS-[err].NEthyl-2,3-di hydr oxy4[ 5- (rrethylthl 0)- 7-[(2- 10
phenyl cycl ¢ 1M no] 3H1,2,3-triazol 0(4 5-dl pyrhi di n-3-yl] -

GExasipl

The. notnod t L A aRsdfsraRs Va4 Sntyerbgofs Rt i G- 15 0

M5 ( APCH9 mnzlmlqmpxl)amio@ 1-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 4 step b), using
sodium thiomethoxide.

15

MS (APCI) 470 (M+H", 100%).

NMR & OH (ds-DMSO) (363K) 9.00 (1H,bs), 7.61 (1H, bs), 7.28 (2H, t), 7.20-7.10 (3H, m),
- 499(!H.dd),446 (1H, 9, 4.18 (1H, 1), 3 20-3.10 (2H, m), 2.82-2.71 (1H, m), 2.40 (3H,
20  bs), 2.35-2.20 (4H, m), 1.50-1.40 (1H, m), 1.32 (1H, dd), 1.04 (3H, ¢t).

Example 11

(15-[10:,28,3B,40. (15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[(2-

phenylcyclopropyl)amino]-5-(2-propenylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
s  cyclopentanecarboxamide

The title compound was prepared according to the method of example 4 step b}, using 2-
propenylthiol.

30 MS (APCI) 496 (M+H", 100%).

NMR SH (ds-DMSO) 9.39 (1H, d), 7.93 (1H, 1), 7.28 (2H, 1), 7.17 (3H, m), 5.89-5.80 (1H,
m), 5.15-5.07 (2H, m), 5.02-4.93 (3H, m), 4.43 (1H, dd), 3.66 (2H, ddd), 3.20 (1H, m),
3.13-3.05 (2H, m), 2.80-2.70 (1H, m), 2.40-2.10 (3H, m), 1.53-1.48 (1H, m), 1.40-1.30

s (1H,m), 1.03 GH, 0.

e



NVR [err] (d[err]-DMSO (363K) 9.00 (IH, .bs), 7.61 (1H, bs), 7.28 (2H, t),
- 7.20-7.10 (3H M, 4.99 (1Hdd),4.46 (1H, t), 4.18 (1H, t),
[err].20-3.10Q {3 gﬁ) 2.82-2.71 (1H, m, 2.40 (3H, 20 bs) p 0 (4H
M, 1.50-1.40 %ﬂ‘“’ . 1.32 (1H, dd), 1.04 (3H, t). Excg’ﬁ%%%’é’g‘ﬁ
[1S-[[err]-2,3-di hydroxy-4-[7 [(2- 25 -
phenyl cycl opropyl )am no] - 5- (2-propenylthio)-3H1, 2, 3-triazol o(4, 5d] pyri m di

n-3-yl]- 25 cycl opent anecar boxanm de The title conpound was prepared
accordi ng to hod of exanple 4 step b), using 2- propenyl t hi ol .
30 M5 (APCI) err] 100/? NVR [err]H (d6-DVvBO) 9.39 (1H, d),
7.93 (1H t) 1-[[715 a(lﬁ P40y (15*2R%) I(Za-hhmﬂromﬂg-[e-mnwnlopropyl)ammolés-15 5.07
(2H m, ropiehi6)S3H-1(P)3-trihzOi8[ yidfkidin tyréglﬂm

3. 13- 3 05 (2:I§P n? )338% ;Zns?o (1H45u1p 2. 40- 2 10 (BEe ggg%r‘%di%lH m,
1.40-1.30 35 (1H, n),103

25 SEX ahp{[éal_i.@aa,mﬁq. qc()l-'Se@lmdrq 2,2-dimethyl-6-[7-[(2-

2, 3- 0 hydrwy ﬁﬁﬁ:z 110 3.

(pr opyl t hi 0) ‘bin?ny{l %11# La Q% p ri I?r}@?? 183[/4c Z’R{"' 3”6]6%'3‘” I
pyrrolidjne © p(ff‘ §QO Efqlhgﬂ?dro 2d|rrethyl 6-[7-[(2-
phenyl ycl opr opyl ) am no] - 5- (propyl t h| 0)-3H 1, 2, 3- tr| azol 0[4 5- dApyrj ddi n- 3-y
necor mm%&r&ﬁbﬁe%&&e%{#ep éc%d ‘Bﬁﬁsér%&iy yr roel i di ne. Pl ohared

according to the nethod of exanple to VS
(APCI) 56 (MHerr], 1009
1-[(19[err], Mﬂmiﬁ%{ . ,7100’(02- phenyl cycl opropyl ) ani nol -

b) 1-[{15-{1c,,2B,3B,40: (15*,2R*}])-2,3-Dihydroxy-4-[7-[(2-phenylcyclopropyl)amino]-
5.{propyithio)-3H- -1,2,3—tnazolo[4,5-d]pyrmdm-3-yl]-cyclopentylcarbonyl]-
15 pyrrolidine

Prepared according to the method of example 1 step ¢), using the product of step ©).
MS (APCI) 562 (M-H", 100%).

NMR 8H (ds-DMSO) 9.33 (1H, d), 7.31-7.27 (2H, m), 7.20-7.16 (3H, m), 5.15 (1H, d),

5.08 (1H, d), 5.02-5.00 (1H, m), 4.44-4.42 (1H, m), 4.14-4.13 (1H, m), 3.64-3.54 (1H, m),

3.51-3.40 (1H, m), 3.25-3.16 (1H, m), 3.10-2.91(1H, m), 2.90-2.79 (1H, m), 2.36-2.32 (2H,

m), 2.17-2.09 (1H, m), 1.90-1.86 (2H, m), 1.80-1.78 (2H, m), 1.53-1.48 (3H, m), 1.48-1.31
s (1H,m), 0.81 (3H, 1).



5-propylthio)-3H1,2,3-triazol o(4,5-d] pyri mdin-3.yl]-cycl opentyl car bonyl ] -
Is pyrrolidine Prepared according to the nethod of exanple 1 step
e), using the product of step c). M5 (APC). 562 (MF&&}%{W;‘OO%. 20
NMR [ err] Hwmodpar2s4 - DMSO) 9.33 (1H, d), 7.31-7.27 (2H, m), " 7.20-7716 (3H,
m, 5.15 (I H d), 5.08 (1H, d), 3502-5.00 (1H m, 4.44-4.42 (IH, m),
4.14-4.13 (1H, m, 3.64-3.54 (1H, : 3.51-3.40 (1H, m, 3.25-3.16
(IH, m, 3.10-2.91(IH, m, 2.90-2.79 (IH, m, 2.36-2.32 (2H,

2.17-2.09 (1H, 1.90-1.86 (2H, nm), 1.80-1.78 (2H, n), 1.53-1.48 (3H m),
1.48-1.31 3 m), 0.81 (3H t).
26 Ep18:110, 2B, 3R 40 (1S*[2RS)]}-Ve(Cyklupfdpyxhethylp 2 3-dikydrpky-417-82¢i hydr ox] - 4- 7

[ C2- henyl Damino]-5-(propylthio)-3H- iagolo idin-3-yl]-
henyl cycl Bispyisyslopropyaminol.5-(propylthio) 3H:1,2,3-triagolofd,S dlpyeimidine3 Tl i di n-3- v1
e eaatet ho b 0} GRAE
[3aR-[[err] (Cycl opropyl net hyl ) -tetrahydro-2, 2-di net hyl -

6-[7-[(2-p, 4 36WIch &) nbthyHke .2.2-di -

ot 1 LU S PP QRN SV o il i et

3. yl ] 4H- cyé{Bblizphenylcysiogropytipminol-5r(peppyithied- 3H-13,3-trisgoleldei-dlpyrimiditnound was
prepar ed aggnu4M-e@ldpentatics-dieksled-cathoxumige € | step d). using

cycl opropyl et hyl am ne. : Mpt 208-209C 15 Ms (APCI) 564 (MtH err],
10099 . b) []11S[err]]-Nyd opropyhnethyl)-2, 3-di hydrox r7_-£(2-

pheny| oy c (Bl wbijtic compawAd. wasprRaTsd 2eqording toythe method of e&mple[lé}ea-dﬁw nidi n-3-y
cyi pnecar bgyetepgimethylamine.

Mpt 208-209°C

15 MS (APCI) 564 (M+H", 100%).
b) [15-[10,2,3B.40: (15*,2R*)]]-N~(CyclopropylmethyD-2,3-dihydroxy-4-{7-{(2-
phenylcyclopropyl)amino]-5-(propylth_io)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-

cyclopentanecarboxamide

The title compound was prepared according to the method of example 1 step e), using the
product of step a).

Mpt 189-191°C

MS (APCD) 524 ( M+H", 100%).

NMR SH (de-DMSO) 9.35 (1H, d), 8.01 (1H, 1), 7.30-7.19 (5H, m), 5.13 (1H, d), 4.97
(2H, m), 4.44 (1H, m), 4.10 (1€, m), 3.21 (1H, m), 2.97 (3H, m), 2.82 (1H, m), 2.79 (1H,

3  m),2.38-2.20 (2H, m), 2.13 (1H, m), 1.55-1.41 (3H, m), 1.35 (1H, m), 0.89 (1H, m), 0.81
(3H, 1), 0.39 (2H, m). 0.16 (2H, m).



20 The title conmpound was prepared according to the nmethod of exanple

| step e), using the product of step a). Mpt 189-191[err]C 25
MS (APCI) 524 ( MeH err], 1009 . NMR [err]H (d6- Dwsgg%r,&gﬁ9 Sndd H ),
8.01 (IH, t)wgses$ 19 (5H n), 5.13 (1H, d), 4.97 4. 44 (1H,

m, 4.10(1H m, 3.21 (1H m, 2.97(3H ), 2.82 (1H m, 2.79 (1H, 30
m, 2.38-2.20(2H, n), 2.13 (1H, n), 1.55-1.41 (3H, m), 1.35 (1H, n), O.89

(1H, m, 0.81 (3H, t), 0.39 (2H, m. 0.16 (2H, m.

27 Iei, (I'S-[[err]V(Cycl opropyl)s2, 3-.di hydroxya4-[7.[(2-
phenyl cycl op%w nol -1-(proppylthio)-3H1,2, 3-tri azol o[ 4,5 tfpyrinddi dh
| . M‘b&g lg-écycloprom)-%?-@dmﬁmm‘l-mbycl opr opyl ) >
tetrahydro 2 ¥A meo-s- Rig)- S 20N H sl o] 45Uy kimTdinARY | t 1§ 0) -
3H-123tr| 04 ) rlldlu@ j gt ! E

4H cycl opentaFy boxam de 10 The subtitle conmpound was

pr epar ed ancordlng to the nethod of exanple 1, step d) using
cycl opropyl arg

Qi icmam e tctg et IR

cycl opent anectH- b;thmmﬁd,&dmxole-‘t-carboxanude

1o The subtitle compound was prepared according to the method of example 1, step d) using
cyclopropylamine.

MS (APCD 550 (M+H", 100%).

15 b) [15-{1c.2B,3B,40 (15*,2R*)]]-N-(Cyclopropyl)-2,3-dikydroxy-4-[7-{(2-
phenylcyclopropyl)amino}-5-(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl}-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 1 step ), using the
20  product of step a).

Mpt 168-170°C
MS (APCD 510 ( M-+H, 100%).
NMR SH (dg-DMSO) 9.36 (1H, d), 8.00 (1H, m), 7.30-7.16 (SH, m), 4.95 (1H, m), 442
(1H, 1), 409 (1H, t), 3.20 (1H, m), 2.96-2.82 (2H, m), 2.66 (2H, m), 2.28-2.22 (2H, m),
2.13 (1H, m), 1.51 (34, m), 1.35 (1H, m), 0.30 (3H, t), 0.60 (2H, m). 0.40 (ZH, m).

30 Example 15
[1S-(10,,2B,3B,40)]-4-[7-(Cyclopropylamino)-5-(propyithio)-3H-1,2,3-trinzolo(4,5-
d]pyrimidin-3-yi]-N-ethyl-2,3-dihydroxy-cyclopentanecarboxamide

The title compound was prepared according to the method of Example 7, step e) using
35  cyclopropanamine.



The title conpound was prepaf ed according to the nmethod of exanple.l step

e), using the 20 product of step a). Mot 168-170[err] C VS
(APCI) 510 (MtH err], 100%. 25 NVR [err] (d[err]-DvsO) 9.36 (1H, d),
8.00 (1H, nYO9Y4B38t 7 16 (5H, m), 4. 95 (1H, m, 4.42 RARBEING01541 09 ( 1H,
t), 3.20 (111, m), 2.96-2.82 (2H, rT%866(2H, m, 2.28-2.22 (2H, M-
2.13 (1h, m, 1.51 (3H m, 1.35 (1H 0.80 (3H, t), 0.60 (2H, m. 0.40
(2H m. 30 Exanple 15 (IS ([err]
d] pyrim dngﬁ- J\ﬁaél_ et hyl - 2, 3-di hydr oxy- cycl opent anecar boxam de The
title conp prepared according to the nmethod of Exanple 7, step e)
using 3S cyclopropanannue _

enp INE+H*, 100%V5 (APCl) 422 (MrH err], 100%) . s NWR

[err]H(d6 Dl\/éO) 907(1H d), 7.92 (1H s), 5.12 (IH d), 4.98-4.92 (21H,

M, 4. 44- 0 (M M 410:4.09 (1H m. 3.42.3.04 (6H m,
2.76-2. 67 (PMR&IW@ SOV9.ab(1ER ), 799 (1H, 5), 5.12 (TH; d), 498-420!(2H)m), 4.400- 0. 68
I(o ﬁgnylﬁicycl 439 (1Al 16416) (18, m), Ss2(d 6 ek, b, B84 571, oty /442X (o b, [ (2
-[3-(trif|ﬁo%ﬁﬁ‘%ﬁn?‘gn%]e‘??‘?ﬁﬁ%]ﬂ)sru 2,3-triazol o[ 4, 5-

dl pyri mdi n-3-yl]-cycl opent anecar boxam de
Example 16

0 [15-{10,28,3.40 (15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[(2-
phenyicyclopropylamino]-5-[[3-(trifluoromethyl)phenyl]thio}-3H-1,2,3-triazolo[4,5-
d]pyrimidin-3-yl]-cyclopentanecarboxamide

The title compound was prepated accord_ing to the method of Example 4, step b) using 3-
15 (triflucromethyl)thiophenol.

MS (APCI) 600 (M+H", 100%).

NMR 8H (dg-DMSO) (363K) 9.09 (1H, d), 7.90 (2H, m), 7.70 (1H, d), 7.56 (2H, s), 7.26
20 (2H,1),7.17 (1H, d), 7.08 (2H, s), 4.85 (1H, dd), 4.78 (1H, dd), 4.61 (1H, d), 4.40 (1H, dd),

4.10 (1H, dd), 3.10 (2H, m), 3.01 (1H, m), 2.70 (1H, m), 2.32-2.20 (2H, m), 2.13 (1H, dd),

1.38 (1H, m), 1.06 (1H, m), 1.02 (3H, t).

Example 17
25 a) [15-{10,2B,3B,40 (15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[(3-phenylpropyl)amino]-
S-(propyithio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl])-cyclopentanecarboxamide

The title compound was prepared according to the method of Example 7, step e) using 3-
phenylpropylamine.

Mpt 206-207°C

MS (APCI) 500 (M+H", 100%).

T8



The title conmpound was prepared according to the nmethod of Exanple 4, step
b) using 3- 15 (tl’lf| uor onet hyl ) t hi ophenol . M5 (APCI) 600 (MrH err],
100%) . err] (d[err]-DVMBO (363K) 9.09 (1H, d), 7. QO%H m,
7.70 (1H, d), W? 201 s), 7.26 20 (211, t), 7.17 (IH dFCTAERRsS" oy
4.85 (1H, dd), 4.78 (1H, dd), 4.61 (1H, , 4.40 (1H, dd), 4.10 (&H
dd), 310(2H m, 301(1H m, 270(1 m, 2.32-2.20 (2H, m, 2.13 (1H,
dd), .38 (1H, , 1.06 (1H, , 1. 02 (3H, t). Exanpl e 17 2s a)

L1 err) s R S oL 280 20 B 4500, oo

de The dd), 8158 (Ml}ri@ 3RIs(4Br m)p 2178 €2.62(BH wl), 20220 (RH, mp 2100.86f Exanpl e

7, step e) u - 0 t 206-207C VS
(nper $Psoh (mfheor??nlsz(%!emuhmwbaﬁw?m% Mp
29 NVR [err]H (d6-DVMSO) 9.04 (1H t), 7.92 (IH, t), 7.30-7.13 (5H,
m, 5.11 (i HExamplef833 (1H, dd), 3.55 (2H, dd), 3.18-3.01 (4H m,

2.78-2.62 (3 2!323;34&1 hy I 1_4_ (Z(ZH r’r) 1.78-1.62

@SRQR d&,@gg
(2H m, 1.0 p ’3 qé IS
[[err]Di hydr m&gﬂyﬁ& gmfl‘;r ((gr pylthio)-3H-1 2,3 nazolo[4,5-d]pynmidm—3-yl]

phenyl cycl oprcyq:lppe)lmmmrhoﬂwﬂe opylthio)-3H1,2,3-triazolo[4,5-d]pyrimdin.3
-yl]. cycl opeut anecar boxam de 10a)

2,2~
Lhanyt evelopad LR-CHdgsaliRe, 209, canii Fetrahydro-3,3-dtmsethyl-N-methyl6-7-12-
- (propyl t hi o))hﬁjfldyclbpﬁom'l)nmﬁm]6{(ﬁy«ﬁyﬂhxpysﬂmzﬁ-m&omtd,slﬂpyrmdmé-ﬂ]-415!’-
cycl opent a- 1 ce16pemidt S-afoxoRioeuBitatfide

The subtitle compound was prepared according to the method of Example 1, step d) using
15 methylamine hydrochloride.

MS (APCI) 524 (M+H', 100%).

b) [15-(1c,2B,3,40. (15*2R*)]1-2,3-Dihydroxy-N-methyl-4-7-[(2-
2 phenylcyclopropyl)ammo]-5-(propylthio)-3H—1,2,3 -triazolof4,S-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

A solution of the product from step (a) (0.26g) in trifluoroacetic acid (16ml)/water (4ml)
was stirred at room temperature for 2 hours. The reaction mixture was concentrated and

25 purified (SiOz, 96:4 dichloromethane:methanol as eluant) to afford the title compound
(0.16g).

Mp 165-166°C
3  MS (APCI) 484 (M+H", 100%).

NMR 8H (ds-DMSO) 9.35 (1H, d, J=4.2 Hz), 7.8 (1H, q, J=4.5 Hz), 7.29-7.18 (5H, m),
5.13 (1H, d, /=5.7 Hz), 5.00-4.91 (2H, m), 4.41 (1H, q, J=7.2 Hz), 4.11 (1H, q, J=4.8 Hz),
3.24-3.17 (1H, m), 3.01-2.80 (2H, m), 2.78-2-70 (1H, m), 2.60 (3H, d, J=4.5 Hz), 2.37-

ss 220 (2H, m), 2.18-2.09 (1H, m), 1.57-1.42 (3H, m), 1.38-1.27 (1H, m), 0.81 (3K, t, J=7.2
Hz).



The subtitle conpound was prepared according to the nethod of Example 1, .

step d) using is nethylaam ne hydrochl ori de. M5 (APClI) 524

(MtH err], 100%. b) [1S-([err] D hydroxy-N-nethyl.4,[74[(2- 20

phenyl cycl oWPIBMZPhnmdo] - - (propyl t bo) - 3H1, 2, 3-tri azol o] 4PCHFEPPLBY- 3-y| ] -
cycl opent anecar boxaende A sol uté n of the product fromstep (&)
(0.26g) in trifluoroacetic acid (16m )/ water (4m) was stirred at room

tenperature for 2 hours. The reaction m xture was concentrated and 25
purified (Sierr], 96:4 dichloronmethane: methanol as eluant) to afford the
ti de conpound (0. 169). Mp 165-166[err]C 30 M (APCl) 484
(I\/HH[err] Exanple 19 NVR [err] (d6-DMSO) 9.35 (IH d, J=4.2 Hz), 7.88

(1K a3~ Tubitin o 4053 Aydrory B Db ), 5 00-4. 91
e M égﬁmﬂ 2%“@@"11 mﬁ-ﬂ L Hﬂg%w 243,17 (1

2.20 (26, m, 2.18-2.09 (IH m), 1.57-1.42 (3H m, 138127 (1H, m,
0 81 (3H, frpe ﬂﬂe7co%1pound Wis)prepared according to the method of Example 7, step ¢) using 4-
[15- [[err] p\%‘!ﬁﬁﬁ W‘&Q%#MN Aimetyiformamide padasethaniol in the

propyl t hi oplbeRofBtttyl aca:md o[ 4,5-d] pyrimdin-3-yl]rcycl opent anecar boxam de
The title conmpound was prepared according to the nmethod of Exanple 7, step

e) using 4: yl butyl am ne and et hanol in place of
N. N-di Mﬁé?ﬁ’g%ege and nethanol in the pl ace of ethyl acetate.
MS (APCI) 514 (M+H", 100%).

NMR 8H (ds-DMSO) 8.90 (1H, 1), 7.91 (1H, t), 7.30-7.10 (SH, m), 5.12 (1H, d), 4.95 (1H,
1s  d),4.92 (1H, m), 4.42 (1H, m), 4.10 (1H, m), 3.53 (2H, m), 3.20-3.00 (4H, m), 2.80-2.70
(1H, m), 2.60 (2H, t), 2.40-2.20 (2H, m), 1.75-1.60 (6H, m), 1.00 (6H, m)

Example 20
15-110»25,3&412(13*.71*)]]-2,3-Dihydr0xy-4-[5-(methylth10)-7-[(2-

20 phenylcyclopropyl)ammo]-3H-1,2,3-tnazolo[4 S-d]pyrimidin-3-yl1]-N-phenyl
cyclopentanecarboxamide

- a) [3aR-[3ac,d0,60(1R*,25*),6a0]]-Tetrahydro-2,2-dimethyl-6-[7-[(2-
phenylcyclopropylamino]-5-(propylsulphonyl)-3H-1,2,3-triazolof4,5-d]pyrimidin-3-
2s  yl]-4H-cyclopenta-1,3-dioxole-4-carboxylic acid

Prepared acording to the method of Example 4, step a) using the product of Example 1,
step c).

30 MS (APCI) 543 (M+H", 100%).



to Mt 194-195C M5 (APClI) 514 (MtH err], 1009%. NVR [err]H
(d6-DMSO 8.90 (1H, t), 7.91 (1H, t), 7.30-7.10 (5H, m, 5.12 (1H d), 4.95
(1H, 15 d), “,%?99 , 4.42 (1H, m, 4.10 (1H, m, 3.53

3.20-3.00 (4H, /4ng0270 (1H, m, 2.60 (2H, -t), Z%EBJZ%IS(ZH m,
175160(6H n), 1.00 (6H, m Exsppl e 20

[IS-[[err]-Di hydroxyr4-[tb5- trrethylthl 0)-7-1( 2- 20

phenyl cycl opropyl )am nol 3H— 1 2,3-triazol o[ 4, 5- d] pyri m di n- 3- yI ] - N- phenyl
cycl opent ane

[ 3aR- 43aa, 4agg aa rghygro"’dfof l'|6 ot tbPrl(ﬂ?o)-"l-(z-

phenyl cycl oprR5EYY lf%ﬁ"ﬂﬂ'i ]B""(‘%ﬂ?"éﬁg M’Uﬂ eyiclopenta-13yr i ni di
n- 3- 25 vyl ] 4libxwlecd-carbotyic beid- di oon e4 car boxyl ic acid Pr epar ed
acording to the nmethod of Exanple 4, step a) using the product of Exanple
1, step ¢) gﬁ\P ). 543 (NHH[err] 10099 .

31 %) M‘P@FFWF'P ) Wasadded o the productof(ssp @histtetsahydrpfosan 7 - | 2
phenyl cyel opr(@@y]))mmwﬁmﬂbkskn&eﬁoizhm%ddcﬁdgi];myr;b H]sma adfebsH cycl open

‘ta-1, 3- r | Sod i one 0. 529)
was added to ? {eiéfgér’ oéﬁg?“:h@m% gcb) eﬂm?’%’?‘? %h(ﬁ Aptate (Exb%?r%ﬁqh% The
reacti on was osganjcph @W@Wﬂ@“@ﬁ@ﬁedéﬂd&m @nbﬁ}detqomaomturat ed aqueous
solution of sodiumchloride (20m ) before extraction with ethyl acetate

Subt i 11 ¢ SompiRpCl BRMER R 365" (Netrorr] o0 oy
[1S-[err] D hydroxy-4-[5-(nmethyltbio)-7-[(2-
¢) [15-{1,28,38,40(15*,2R*)]]-2,3-Dihydroxy-4-[5-(methylthio)-7-[(2-
phenylcyclopropylamino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yI]-N-phenyl
cyclopentanecarboxamide

15 :
The title compound was prepared according to the method of example 1, step d) using the
product of step b) and aniline, followed by deprotection according to the method of
example 1, step ¢).

% MS (APCD) 518 (M+H", 100%).

NMR 3H (d-DMSO0)10.10 (1H, 5), 9.40 (1H, d), 7.65 (2H, d), 7.40-7.20 (7H, m), 7.04
(1H, ), 5.25 (1H, d), 5.20 (1H, d), 5.05 (1H, dd), 4.42 (1H, dd), 4.30 (1K, dd), 3.20 (1H,
m), 3.05 (1H, m), 235 (3H, 5), 2.12 (1H, m), 1.43 (1H, m), 1.37 (1H, m).

Example 21
[15-[1c,28,3B,40(15* 2R *)]]-4-[5-[4-[(Acetylamino)phenyl]thio]-7-[(2-
phenylcyclopropyhamino])-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl}-N-ethyl-2,3-
dihydroxy-cyclopentanecarboxamide

30
The title compound was prepared according to the method of example 4, step b) using 4-
(acetylamino)thiophenol. ol

MS (APCI) 589 (M+H", 100%).
35



phenyl cycl opr opyl ) am nol-3H 1, 2, 3Atri azol o[ 4, 5- pyri m di n- 3-yyl - Nphenyl

cycl opent anecar boxam de The title conmpound was prepared accordl ng to
t he met hod of (ﬁggsngl e 1, step d) using the product of steg g

ani line, fo® y deprotection according to the met hod®OySES ‘exarrpl e
1, step e). 20 M5 (APCl) 518 (MrH egs], 1009%) . NVR [err]H -
(d[err]-Dvs0O) 10. 10 (1H, s), 9.40 (1H, d% 7.65 (2H,.d), 7.40-7.20 (7H,

7.04 (1H, t), 5.25 (1H, d 5.20 1h d), 5.05 (1H. dd), 4.42 (1H dd),

123 (m Nhfﬁsé‘? NSty 031 gB ﬂL%giM 7550 0,352, 07 Gadlf, (1 M

(19[err] (AGelﬂﬂHm,ﬂeQOp{ } 4-8h(18, dd), 437-(1H, dd), 4.07 (1H, dd), 3.09 (2H, m), 2.70 :
phenyl cycl @GRy b o7 1I9QBH 3, 2.08 (315, 1€ hHIA),E o@k@%&hﬁn di di n3-yl]. N-ethyl -

, 3- di hyd'r oxy-cycl opent anecar boxanmi e title conpound was
prepar ed according to the nmethod of exarrpl e 4 step b) using 4-
(acetyl ani |Ex)mipleo’421enol ‘ M5 (APCl) 589 (IVHrH[7err2] (iao%m. 3? 63 (2H
[ |l\‘ﬁk '%hﬁl'ﬂ . m, .
7.52 ‘qg 427 Zm) 3 é 7[(2 00 (211.d), 4.85 (1H, .
dd) 4. 37 qny. °P"ZP b}ﬁ'@"@# Pmm@-#tyll-N-ethye-iﬁ- m, -
2.40-2.19 (dﬂtydmjy-CYQl@mho)tamideSO (1H, rr) 1.05 (4H, m. 5 Exarrpl e .
22 [I'S-[[err][(3-Chlorophenyl)tbio]-7-[(-2-
phenylc cI rq alnlno 3H 1 3-triaz 45d ri .
V1T - Moy 15 BY cpomnd Vs st oning B msihdd of el sesep ) sing 3
chlorothmphenol
MS (APCI) 566 (M+H", 100%).

15 NMR 3H (de-DMSO) 9.40 (1H, d), 7.92 (1H, t), 7.70 (1H, s), 7.55 (1H, d), 7.43 (1H, d),
7.35 (1H, t), 7.31 (2H, t), 7.18 (1H, 1), 7.04 (2H, d), 5.11 (1H, d), 5.06 (1H, d), 4.95 (1H,
dd), 4.38 (1H, dd), 4.07 (1H, dd), 3.10.(3H, m), 2.72 (1H, m), 2.40-1.90 (3H, m), 1.38 (1H,
m), 1.12 (1H, dd), 1.03 (3H, t).

20 Example 23
[1S-{10,28,38,40/(15*,2R*)]}~4-[5-[(4-Chlorophenyl)thio]-7-[(2- :
phenjlcyclopropyl)amino]-?oH-l,2,3-triazolo[4,5-d]pyrimidin—3-yl]-N-ethyl—2,3-
dihydroxy-cyclopentanecarboxamide

25 The title compound was prepared according to the method of example 4, step b) using 4-
chlorothiophenol.

MS (APCI) 566 (M+H", 100%).
30 NMR SH (ds-DMSO) 9.40 (1H, d), 7.92 (1H, t), 7.65 (2H, d), 7.30 (4H, m), 7.20 (1H, m),

7.06 (2H, d), 5.12 (1H, d), 4.98 (1H, d), 4.90 (1H, m), 4.36 (1H, dd), 4.05 (1H, m), 3.10
(3H, m), 2.40-2.10 (3H, m), 1.41 (1H, m), 1.14 (1H, m), 1.04 (3H, t).



to The titie compound was prepared according to the nethod of exanple 4,
step b) using 3- chl or ot hi ophenol . M5 (APCl) 566 (MrH err],

100% . 15 NN@}{%;Z}{«H(% DVMSO) 9.40 (1H, d), 7.92 (1H, t),P&L?Z‘ %?H S

7.55 (1H, d) 7.35 (1H, t), 7.31 (2H t) ,
7.04 (2H, d), 5.11 (1H, d), 5.06 (1H 3 4.95 (1H, dd), 4.38 (IH,
dd), 4.07 (1H, dd), 3.10(3H, m), 2.72 (IH, n), 2.40-1.90 (3H m), 1.38 (1H,
m, 1.12 (1H dd), 1.03 (3H, t). 20 Exanple 23

[1S-[[err] nyl)thio] 7((2-
phenyl cycl ogﬁﬂhﬁ% no -triazolo[4,5 pyr hni di n- 3-yl ] - N-et hyl -
- di hydlﬁw %&ﬁ’f%*éﬂér@dﬂlﬂ@nemZEﬂlmﬂﬂlenﬂtmd-'bﬂfh'pound was

d qihdh ropgybaiiiio]3 .
ELF@?E? i Ophagol e V\@?{APIH L A S e BN RIS 1
(d6- DVBO) zfﬁ"l’vﬂwmv ope )‘?'5“ €765 (2H, d), 7.30 (4H m), 7.20 (1,
) 7506(2H d). 5.12 (1H d), 4.98 (IH d). 4.90 (1H ). 4.36 (1H,

??L ﬁ) 05 1( é"i‘he mgle cotnpbind was prépatdd a8ordisg (b he’médlod otdxatidle 4 50pb) bsig4-m . 1. 14

Exa( lethyl)hipghengly o | _ b net hyl et hyl ) - phenyl t bi o] - 7- 4( 2-
phenyl cycl opropyl)am no]-3H 1,2, 3-triazolo[4,5-d]pyrimdin-3.y].2

Net hyl - 2, 3- s (ABOTRSSE QKM CHREgPent anecar boxamn de The tide conpound
was prepared according to t he nethod of exanple 4, step b) using 4-

(1, 1- di met*hyl et hyl ) t hi ophenol . M5 ( APCl) 588 (MrH err], 100% .

NMR $H (ds-DMSO) 9.40 (1H, ), 7.92 (1H, 1), 7.50 (28, d), 7.35 (2H, d); 7.25 (2H, ),

7.20 (1H, m), 7.09 (2H, d), 5.11 (1H, d), 4,91 (1H, d), 4.87 (1H, dd), 4.37 (1H, dd), 4.03
“(1H, dd), 3.10 (3H, m), 2.71 (1H, m), 2.40-2.10 (3H, m), 1.33 (1H, m), 1.26 (94, s), 1.07
(14, m), 1.03 (3H, t).
ts
Example 25
[1S-[10,28,38,40/(15*,2R*)]}-N-Ethyl-2,3-dihydroxy-4-[7-[(2-
phenylcyclopropyl)ammo]-5-(phenylthlo)-3H-1,2,3-tﬂazolo[4,5-d]pyrimldm~3-yl]-
cyclopentanecarboxamide :
20
‘The title compound was prepared according to the method of example 4, step b) using
thiophenol.

MS (APCI) 532 (M+H", 100%).

NMR 3H (ds-DMSO) 9.30 (1H, d), 7.90 (1H, 1), 7.58 (2H, d), 7.45-7.25 (6H, m), 7.17
(2H, ), 7.05 (2H, d), 5.09 (1H, d), 4.95 (1H, d), 4.86 (1H, dd), 4.36 (1H, dd), 405 (1H,
dd), 3.10 (3H, m), 2.71 (1H, m), 2.30-2.10 (3H, m), 1.37 (1H, m), 1.13 (1H, dd), 1.03 (3H,
t).

30



NVR [err]H (d[err]-DVBO) 9.40 (IH d), 7.92 (1H, t), 7.50 (2H, d), .7.35 .
(2H, d), 7.29 (2H, t), 7.20 (1-H m, 7.09 (2H, d), 5.11 (IH d), 4:.91

1H d), 4.8 dd), 4.371 1H, dd), 4.03 1H, dd 10 (3H,
(2.71 (?m, W;”i’jﬂzﬁ‘-z.io (3H, in), 1. %3 (11 m), 1, (26. (91, )%‘)"’5329’!?9 m(l H,

nB, 1.0:3 (3H, t)- 15 Exanmpl e 25 34 [IS
[[err] Etbyl 1-2, 3. dhdr x4-[ 74[ ( 2-
phenyl cycl opropyl)am no] - 5- (phenyl t hio)-3H1, 2, 3-tri azol 0[4 5-d] pyi nrdi .

ylJ- eej roam de 20 The title corrpound was prepared
accordi ng ?%aﬂﬂ’i%t hod of exanple 4, step b) using t hi ophenol .

NGB (APCI) 532[1(11;1&7}&94%}8*%0 H4-[55(62-ChlorophieRythiol7H(Z-d[ er r] - DVBO) 9. 30 (1H,
d), 7.90 . ( 2H, 7.05
I vt . e xS

EIZE v Sdgjy“g'l d("gﬂﬁ‘“?ﬁ%"(bi’wﬁ'!‘%lH M, 2.30-2.10 (3H, m), 1. 37 (1H ),

1.13 (1, dd), 1. 03 (3H,

gﬁenyl cycl o éﬂﬁéé‘o mrll%?asg—%pl%ﬂg[ 3t r'f“;‘éé‘f%%’@ QP{D%HJ hhgéb)yqs{“%% ethyll, 3

BlarBiode
dil & "89?41 opent anecar boxam de The title conmpound was
prepar ed according to the nethod of exanple 4, step b) using 2-

hl or ot hi ;pwﬁ)d%gpo 566 (MrH 1000 ~ NMR H
?d[g:?] ID(I\)/SO)MCIE (fﬁI 7.'60 %1H d§ 7[§2r](1H d)/() 7.48 (1, rr),[er7.r]40

(1H, t)'
NMR SH (ds-DMSO0) 9.02 (1H, d), 7.60 (1H, d), 7.54 (1H, d), 7.48 (1H, m), 7.40 (1H, 1),

7.26 (3H, m), 7.15 (1H, t), 7.07 (2H, bs), 4.85 (1H, d), 4.77 (1H, d), 4.38 (1H, dd), 4.07
(1H, dd), 3.11 (3H, m), 2.70 (1H, m), 2.30 (2H, m), 2.18 (1H, m), 1.36 (1H, m), 1.10 (1H,
m), 1.03 (3H, t).

18
Example 27
[1S-(10.,2B,3B,40.)]-4-[7-(Butylamine)-5-(propylthio)-3H-1,2,3-triazolo[4,5-
d]pyrimidin-3-yl]-N-ethyl-2,3-dihydroxy-cyclopentanecarboxamide

20  The title compound was prepared accord;ng to the method of example 7, step €) using the
product of example 7, step d) and butylamine.

- MS (APCI) 438 (M+H", 100%).

23 NMR 8H (d-DMSO0) ) 8.99 (1H, t), 7.92 (1H, 1), 5.11 (1H, d), 4.95 (2H, m), 4.43 (1H, m),
3.48 (2H, dd), 3.10 (4H, m), 2.73 (1H, ddd), 2.40-2.18 (2H, m), 1.80-1.52 (4H, m), 1.42-
1.32 (24, m), 1.03 (3H, 1), 1.01 (3H, ¢), 0.90 (3H, t).

Example 28

3 [1S-[10528,38,40(15% 2R *)]]-N-Ethyl-2,3-dihydroxy-4-[5-[4-(1-methylethyl)-
phenylthio]-7-[(2-phenylcyclopropyl)amino}-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yi]-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 4, step b) using 4-(1-
35 methylethyl)}thiophenol.

-



7.26 (3H, m, 7.15 (I1H, t), 7.07 (2H, Dbs), 4.85 (1H, d), 4.77 (1H, d), 4.38
(1H, dd), 4.07 (1H, dd), 3.11 (3H m, 2.70 (IH m, 2.30 (2H m,

2.18 (1H, m, , 1.10 (1H, i), 1.03 (3H, t) anpl e
27 [|s-([err?"(féuty| armo) - S- (propyl t hi 0) - 3H-1, 2, 3- trué’zofsgf%“"t;x
dapyrim di n-3-yl]-Nethyl -2, 3-di hydroxy-fycl opent anecar boxani de 20 Tie
title conpound was prepared according to the nethod of exanple 7, step e)
usi ng the product of exanple 7, step d) and butyl am ne.

(APCI) 438( NI\/R[err]H(d[err] DVSO) ) 8.99 (1H, t),
7.92 (1H, W’?‘d‘%iﬁé‘%ﬁ* 5100@ (2 . 4.43 (1H, m, 3.48 (2H, dd),
3.10 (4H, rr), 2.73 (1H, ddd), 240218(2H m, 1.80-1.52 (4H, m, 1.42-
1.32 (2H, m) NMROR (BBMS0)9.32 QB 3101 tiH, 1y tm@}z@m , 797-QH, d), 720R3A0RY, & 28 30

(1 S lerr) - Bt Yk b L GBI 5L e, 301 608 mc S4B g - 3

-y] - cy aoBdh (Hhawa? 40-2dMi3Hlan), 1.30 (1H, T)el.18 Hed); 01p (1Hdn))\B63 BEepar ed
according tog he method of exanple 4, step b) using 4-t1- 35
met hyl et hyl ) t hi ophenol .

35 M5 (APCI) 574 (MrH err], 100% . NIVR[err]H(d6 DMVSO) 9. 32
(IH, d), 7.9Ezaple29), 7.49 (2H, d), 7.27 (2H, d), 7.20 (3H, : 7.10
2H. d 5.1 . 3.11 31
5125 ettt st e,
(61, d)4 ¥ 1Pheasieyciopyopy o[4,5-d1p

[IS—([err]Ethyﬂo;iepMWbmmde[S (naphth-2.ylthio)-7-[(2- IO
phenyl cycl opropyl )am no] 3H1,2,3-triazol o[ 4-d] pyrinidin-3-yl]

cycl opent an *%He txt?e compound was prepared according to the method of example 4, step b) using 2-
naphthylthiol.
15
MS (APCI) 574 (M+H", 100%).

NMR 8H (ds-DMSO0) 9.31 (1H, d), 8.2%(1H, §), 7.90 (3H, m), 7.81 (1H, d), 7.68 (1H, @),
759 (24, t), 7.10 (3H, m), 6.76 (2H, m), 5.13 (1H, d), 4.98 (1H, d), 4.91 (1H, dd), 4.37

0 (1H, dd), 4.05 (1H, m), 3.10 (2H, m), 3.08 (1H, m), 2.72 (1H, m), 2.30-2.10 (3H, m), 1.25
(1H, m), 1.03 (3H, t), 0.86 (1H, dd).

Example 30
[15-[12,28,3B,40(15*,2R*)]]-N-Cyclopropyl-2,3-dihydroxy-4-[5-(methylthio)-7-[(2-

25 phenylcyclopropyDamino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 1, step d) using the
product of Example 20, step b) and cycloPropylamme followed by deprotection according
30  tothe method of example 1, step e).

MS (APCI) 482 (M+H", 100%).
NMR 3H (ds-DMSO0) 936 (1H, d), 8.00 (1H, d), 7.20 (5H, m), 5.15 (1H, d), 4.95 (2H, m),

15 443 (1H, dd), 4.17 (1H, dd), 3.20 (1H, m), 2.70 (2H, m), 2.35 (3H, s), 2.25 (2H, m), 2.17
(1H, m), 1.46 (1H, m), 1.38 (1H, dd), 0.60 (2H, d), 0.40 (2H, s).



The title conpound was prepared according to the nmethod of exanple.4, step

b) using 2- naphthylthiol. Is M5 (APCl) 574 (M+[err], 100% .

NVR [err]H @err DI\/ISO) 9.31 (IH d), 8.22 (1H, s), 7.90 (3H n} 7.81
759 M., t), 7.10 (3H, ), 6.78 00134 65. 13

1H, d
ElH, d), 4.98 (lH d) 4.91 (1H, dd), 4.37 20 (1H dd), 4.05 (1H ny+ 3.10
(2H. n), 3.08 (1H, ™). 2.72 (1H n), 2380-2.10 (3H m), 1.25 (1H, m,

1.03 (3H, t), 0.86 (1H, dd). Exanpl e 30

[[IS[err] NCcl opropyl -2, 3ydroxy4-[5*(nmethyltkio)7-[(2 25

phenyl cycl opropyl)am nol -3H1, 2, 3-triazol o[ 4, 5d] pyrinjdin.3-yi]-

cycl opent angyem 3ﬁm de The title conpound was prepared according to

th t hod t Ex | e 20, st
b) and cycl @é4@%?‘?%?%&”@%@3%%“%?&%&5‘?-&(&%%@5@%@-530a{”3 the et hod
of exanpl € (pronyithie)-3H-1,2,3-triazglp[¢.Srllpyrimidin-3yll-fyclopintan@etoxamide NVR [err] H
(d[err] DIVISO) 9 36 (1H, d), 8.00 (1H, d) 7.20 (5H, m), 5. 15 (1H, d) 4. 95

2H, M), 43 (I H dd 1 3. 2H, n), 2.35
EsH, s) 213!?‘{“2 ,{1 “““2" mz‘%‘i “gd? %@%#H:"Wa?ﬂ ‘%‘ g dd)
0.60 (2H, d()z-phenﬂ)eth&mmes)l ethanol.

36 npl e 31

[1S[ err] N Wﬂ&szﬁé di hydr'oxy-4- [7-1( 2."'phenyl et hyl )am no] - 5.
(propyl thi 3-triazol 04, 5-d] pyrimdin-3-yl]Icycl opent anecar boxam de
The title conmpound was prepared according to the nmethod of Exanple 7, step

e), using s ABcBlgs oAt Nvde ne in ethanol . Mpt 215-7[err]C

NMR dH (ds-DMSO) 8.72 (1H, t), 7.91 (1H, t), 7.30-7.10 (5H, m), 5.12 (1H, d), 4.95
(14, d), 4.95 (1H, m), 441 (1H, m), 4.11 (1H, m), 3.72 (2H, m), 3.12-2.93 (6H, m),
2.82 (2H, m), 2.73 (1H, m), 1.70 (2H, m), 0.98 (6H, m).

Example 32 >

s [15-[10,2p,3B,4c (15*,2R*)]}-2,3-Dihydroxy-[4-[7-[(2-phenylcyclopropyl)amino]-5-
(propylthio}3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-prop-2-ynyl-
cyclopentanecarboxamide

The title compound was prepared accordiﬁg to the method of example 1, step d) using the
10 product of example 1, step ¢) and propargylamine, followed by deprotection according to
the method of example 18, step b).

Mpt 176-177°C

15 MS (APCI) 508 (M+H", 100%).
NMR 8H (ds-DMSO0) 9.36 (1H, d), 8.41 (1H, t), 7.35-7.16 (5H, m), 5.15 (1H, d), 5.04-
4.93 (2H, m), 4.43 (1H, g), 4.11 (1H, q), 3.88 (2H, s), 3.22-3.18 (1H, m), 3.11 (1H, 5),

2.99-2.93 (1H, m), 2.90-2.76 (2H, m), 2.40-2.10 (3H, m), 1.55-1.43 (3H, m), 1.35 (1H, g),
20 0.81 (3H,¢1).



M5 (APCI) 486 (MrH err], 1009 . NVR [err]H (d6-DVBO) 8.72 (I H, t),

7.91 (IH t), 7.30-7.10 (5H, m, 5.12 (1H, d), 4.95 (1H, d), 4.95 (1H,

'n), 441(1H 1 (1H m, 3.72 (2H, m, 3.12-2.93 (6 2. 82
(2H m). 2.73 93{465, 70 (2H m). 0.98 (6H m). Exgrrpg}”{??“

[ SB—[err] D yfroxy[ 4] 7- [(2 phenyl cl opr ogy1) am no] 5- P - pthi)3H7
,2,3-1azolo[ 4,5-d]primdin.3-yl]-Nprop-2-ynyl. :

cycl opent anecar boxami de The title conmpound was prepared according to
t he net hod of exag&% 1, step d) using the 1o product of exanple 1, step c)
and propar gylm ol | oned by deprotection according to t he net hod

?]ICVHr a?arrpi e iﬁls-ﬁoelﬁ 1@4“(13*,23*%2,3 Dﬁ'dtﬂﬁ}{-éﬁ-ll(ﬁ)phélfyld&‘ﬂ@m)imﬁg 3:1 (H
err .
t), 7.35-7 | (BrOpylthio)- SHng ;‘gﬁrd&ﬁ%ﬁéﬁ&m@ﬁpN’&g%?%m ﬁéh‘ﬂh 43 (1H, q),

411(1H q) ,ydopgntariecarboxamide 553" 15 (11 311(1H s), 2.99-2.93
(1H, m, 290-2.76 (2H m), 2.40-2.10 (3H m), 1.55-1.43 (3H n), 1.35 (1H,

g)7 , 20 0.8 éx gﬁi'é'uﬂé %os;npound was prepared according to the method of example 1, step d) using the

(1s-[err]- 6‘)@5‘3{‘&?“1{1‘( b srRehId A ifpteethylaminsihydrochloride, followed by
(propyl ti o) JHeprbteztici-dceording boothel mbthod $Bexhriiple i1 8, stp¥b).]
N-(2,2,2-trifluoroethyl)- cycl opent anecar boxam de 5 The title

conpound mas 8 ePared according to the nethod of exanple 1, step d) using
t he nple 1, step c) and 2,2,2-trifluoroethyl am ne
hydrochlorlde fol | owed by deprotection according to the nethod of

exanpl e 18, %@p‘u@n sszlﬁmﬁ@,tmée%ﬁ‘ 496[err] C

NMR 8H (dg-DMSO) 9.36 (1H, d), 8.64 (1H, t), 7.31-7.16 (SH, m), 5.15 (1H, br ), 5.00

15 (1H, g), 445-4.41 (1H, m), 4.13 (1H, v), 3.97-3.90 (2H, m), 3.22-3.18 (1H, m), 3.00-2.80
(3H, m), 2.42-2.35 (1H, m), 2.30-2.19 (1H, m), 2.18-2.10 (1H, m), 1.55-1.45 (34, m),
1.36-1.31 (1H, m), 0.81 (3H, ¢).

Exampie 34

»  {18510,28,30,40(15* 2R *)]]-N-Ethyl-4-[7-[[2-(4-fluorophenyl)cyclopropyljamino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-2,3-dihydroxy-
cyclopentanecarboxamide

a) [3aS-[1(E),3a0,60,7af]]-1-[3-(4-Fluoropheny})-1-0xo-2-propenyl]-hexahydro-8,8-
25 dimethyl-3H-3a,6-methane-2,1-benzisothiazole-2,2-dioxide

A mixture of 3-(4-fluorophenyl)-2-propenoic acid (3.0g) and thionyl chloride (5.0ml) was
stirred at 70°C for 1 hour, the reaction mixture was then concentrated under reduced
pressure. The residue was azeotroped twice with dichloromethane then dissolved in toluene

30 (10ml). To a suspension of sodium hydride (60% dispersion in oil; 0.99g) in toluene
(40ml) was added a solution of [3aS-(3a0;,60,7a8)]-hexahydro-8,8-dimethy!-3H-32,6-
methano-2, I-benzisothiazole-2,2-dioxide (3.89g) in toluene (40ml) and the mixture stirred
for 30 minutes. To the reaction mixture was then added the solution described above and
the resulting suspension was stirred for 16 hours. Water (200ml) was added, the organics

35 collected and the aqueous extracted into dichloromethane (3x100mi). The organics were



M5 (APCI) 552 (NHH[err], 10099 . NVR [err]H (d6-DVBO) 9.36 (1H, d), -
8. 64 (1Ht)' 7.31-7.16 (5H m, 5.15 (1H brs), 5.00 15 (H q), 4.454.41

(1H, : 4139& t), 3.97-3.90 (2H, m, 322 3.18 (I H, , 3.00-2.80

(3H, , MPS4(1H ), 2.30-2.19 (1H, , 2.18-2.10 PETSEIYOIS4 551 45
(3H, n'), 1.36-1.31 (K, rn), 0.81 4 3’53H t) 20 [IS-[[err] NEtfyl 4-
[ 72- (4-fl uorophenyl)cycl opropy] | am no] -

(ropylthio)-3H 4,2, 3-triazol o[ 4, 5-d] pyri m di ne-3yl]-2, 3- d|hydroxy-
cyclopentanec

rb
CYo]Opent eGP Sal 16 el e sy g st componnd
di net hyl - 3ies Sdowblessnerdles(5928). benzi sot hi azol e. . 2, 2- doi dde A mixture of
3-(4-fluorophenyl)-2-propenoic acid (3.09) and th| onyl chloride (5.01M) was

stirred at ) éd@ reaction m xture was then concentrated under
reduced Mgwgiﬂée&#ﬁel | due was azeotroped twice with
di chl or anmet hane then dissolved in toluene 30 (10nl). To a suspension of

Zgglegmahggl .o( [ -ﬁg s“’g’a’gll%ﬂﬁlﬂ-ﬂ! W carbonyl}-40M ) was
met hano- 2, %‘gmg%gwe %QQMM) and the

m xt ure stlrred for 30 mnutes To the reactlon mxture was t hen added
the solutigp ?éyimether(iﬁfr‘nl)’ ighas stirred

o e L B A R S S 1
33 qﬂmjlmdddedno asblutinn ofdtmmmfsttp aRec90g3 arad palladivmn@l) a¢etdttranol )
gave the St{ )i dicRIGRéHdne (35%9%@“@%%&%&%&%&@1% sliRePBOC for 5 VS
Eérﬂ %43|§I4L§UP’E§p‘L|er ! }aﬁ GM grgf 2 tison mixture was then washed with

hexahydr o- &amm&mmwoaapmmmawaﬂdmmmmmm &pldg ofki de

A sol uti d W Q’Jclf‘ﬁml esci bed in
Vogel s"io OE of, Pr @%agilﬁ §:§§3ﬁg‘1§% emsstry, gﬂ%ﬂﬁnﬁgﬁﬂﬁ Longman
scientific SH °t°88‘ﬁﬂ‘?’lf‘aﬁs°° Surless nee

- MS (APCI) 378 (M+H', 100%)

20 ¢ (lR-trans)-2-(4-Fluorophenyl)-cyclof)ropaneearboxylic acid

A suspension of the product from step b) (3.74g) and lithium hydroxide monohydrate
(4.1g) in tetrahydrofuran (100ml)/water (3ml) was stirred at 50°C for 24 hours. The
reaction mixture was concentrated in vacuo, and the residue dissolved in water (100mi),

25 acidified with 2M HCI and extracted into dichloromethane (3x75ml).
The organics were dried and concentrated. Purification (SiO,, isohexane:diethylether 2:1 as
eluant) gave the subtitle compound as a colourless solid (1.78g). '

MS (APCD) 179 M-H", 100%)
30
d) (1R-trans)-2-(4-Fluorophenyl)cyclopropanamine

To a solution of the product from step c) (2.6g) and triethylamine (2.7ml) in acetone /water

(10:1, 33ml) at 0°C was added ethyl chloroformate (2.0ml) over 5 min. The solution was
35 maintained at 0°C for 30 minutes before addition of sodium azide (1.52g) in water (6ml).

After a further hour, water (350ml) was added and the reaction mixture extracted with

e



p432). was added to a solution of the product of step a) (5.90g) and

pal l adiunm(ll) acetate (18mg) in dichloromethane (350m) at O[err]C and
the reaction mx stirred at O[err]C for 5 hour s. d (5m)
was added and¥ Pﬁgk]‘?%acti on m xture was then washed with %%ty?u@%% ed

sodi um bi carbonate sol ution (200m ) and %‘ge organics filtered through™a
plug of 15 silica. After concentrating nh vacuo, the residue was
recrystallised (ethanol) to give the subtitle conpound as col ourl ess
needl es (3. 819?@ I\/SI#IAPCI) 378 (MrH err] 100

(I R-trans) - 2- ey Gul0dphe TPF preadic PETIES Barcombinss gad egcth@pheatedatrﬁmx
suspensi on of fof DRors Bethiidia Hidsostrezh.e After)cobling Adisohitiod, SN HID (HUmM)whs

hydr at t d
T SONC for spdttiaidpdalabihBES ROl m 3?%%3%%%@% nsv'a{;LS
and the resi dplmmhasﬁedwgmwmcgﬂ) (mwnm@atomhmrmwmwm and

extracted § nt I%Hasumb@am doReedfrsibd to give the subli® PR 2 6BToRHIeds bipd and

concentr at ed. ication (Si @, isohexane:diethylether 2:1 as

el uant) gave @h”z ubtitle conmpound as a colourless solid (1.78Q). VB
(APCl) 179 (MHerr], 100% 30 d)

(1R-trans) - 2- NHmEY, wm@wmwamm@mmmﬁ %181187T@Ham§,f2|4q1252n of the

product from d triethylam ne ( in acetone /water
(10:1, 33m) @%fg?gsl),%ol-%o%g ?Sded ethyl chloroformate (2.0m) over 5 mn.
The sol utiten was 35 mai ntained at O[err]C for 30 m nutes before addition

of sodi um amg p,mlsqur)]1(z\ﬁnmyl.4.[7.[[z.(4xﬁlb g@ﬁﬁ%&%pﬁmﬂw er

(350”1) was @ﬁ@’}?ﬁ#ﬁ‘ﬁﬂ&m%gétuw ex%&ﬁf%’e \A@"“&S'rrbl ned and dri ed,

t ol
then heat ed atyclopentanecarboxamide? hours behind a bl ast screen. After cooling
the solution, 6MHO (50mM ) was added and the m xture heat ed at reflux
for 3 hours. te ). .was added and the aqueo p hasjfi ed
w20 Netoi Thipe cORBTFPE S BRPRLE Frpang L F BRONE OHEHERIe BB I PELATE <
or gani ¢ phas epmdustschf istepl (Band Examplait,sepéd). t o gi ve the subtitle corrpound as a
col ourl ess oil (1.319) NVR [err]H (CDCl[err]) 0.88-0.95 (1,

m, 0.99-1. 0634%'(Apcﬂ75’1621\4§ﬂr‘]10@i)(1H r’r) 2.47-2.52

20 NMR 8H (ds-DMS0) 9.35 (1H, d), 7.95-7.92 (1H, m), 7.27-7.09 (4H, m), 5.16-5.10 (1H,
m), 5.01-4.93 (2H, m), 4.48-4.40 (1H, m), 4.14-4.08 (1H, m), 3.19-3.06 (3H, m), 3.02-2.82
(2H, m), 2.78-2.70 (1H, m), 2.37-2.10 (3H, m), 1.57-1.28 (4H, m), 1.03 (3H, 1), 0.82 (3H,
t).

35  Example 35
{1S-[10,28,3B,40(15*,2R*)]]-[4-[7-[[2-(4-Chlorophenyl)cyclopropylJamino)-S-
(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl]-N-ethyl-2,3-dihydroxy-
cyclopentanecarboxamide

30  a) (1R-frans)-2-(4-Chlorophenylcyclopropanecarboxylic acid

The subtitle compound was prepared according to the method of Example 7, step (a) using
3-chloro-1-ethenylbenzene.



(1HmM, 6.90-7.00 (4H, m 10 e) [IS[err]-N
Ethyl4.[7-[[2. (4-fl uorophenyl)acycl opropyl am no] -
5. (propylthio)-3H1,2,3-triazolo[4,5.dl pyrimdin-3.yl].2, 3 dl h%droxy-

cycl opent anwoayrdsxam de 15 The titde compound was pr epar o ing to
the nethod of Exanple 7, step (e) using the products of step (dy and
Exanple 7, step (d). MS (APCI) 6 (MtH err], 100%9. 20 NWR [err]H
(d[err]-DvsO) 935 (1H, d), 7.95-7.92 (1H, m, 7.27-7.09 (4H, m, 5.16-5.10
(1H M, 5.014.93 (2H, m), 4.48-4.40 (1H m), 4.14-4.0 (1H, m,
3.19-3.06 NHRM)&-(@-Z:mmphenyl)cyc@menm, B-R*R®)I234, m), 2.37-2.10
(3H, m, 1. ,?g Ehnoﬁ 11 03 (3H, t), 0.82 (3H, t). 25 Exanple
35 err oropheny ) cycl opropyl ] anno] - 5-

(propyl thi o) 3H 1, 2,3-triazol o[ 4, 5-dpyrim di n-3.yl 3-N-et hyl - 2, 3-di hydr oxy-
cycl opent arthe aubititie m’ndpoune ®vas pepared according to the method of Example 7, step (b) using

(IRtra s) - np%é ugpﬁ.&hg{gp yI ) cycl opr opanecar boxylic acid The
subtltle co und was epared according to the method of Exanple 7, step

(a) using 3- chloro 1- et henyl benzene.

40 INMRISR: (t:-DMS0) - 24280d)07. 0 (2Eh ), BOY €2B,0D) ohAra6p (ﬂel-l m), 1.99-

[R-(R*, R*) | it oate (1:1) The subtitle
conpound més&é?gpg%'égoglc%woggo%qﬂg%gb nmet hod of Exanple 7, step (b) using
s the product fromstep (a). NVR [err]H (d[err]- DI\/SO) 7.32 (2H, d),
7.14 (24 dypt BIDC(2H, d), 2.71-2.65 (1H m, 1.99- 1.88 (1H, m,
1.30-1.20 (2H, m, .11 (IH Q)

¢) [15-[10,2B,3B,40(1.5* 2R*)]]-[4-[7-[[2-(4-Chlorophenyl)cyclopropyl]Jamino}-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d)pyrimidin-3-yI}-N-ethyl-2,3-dihydroxy-
cyclopentanecarboxamide
15 :
The subtitle compound was prepared according to the method of Example 7, step (e) using
the products from step (b) and Example 7, step (d).
NMR §H (ds-DMSO0) 9.38-9.37 (1H, m);'7.94'—-7.90 (1H, m), 7.33-7.32 (2H, m), 7.24-7.18
0 (2H, m), 5.13-5.11 (1H, m), 4.98-4.94 (2H, m), 4.44-4.41 (1H, m), 4.13-4.08 (1H, m),
3.06-3.04 (2H, m), 2.96-2.80 (2H, m), 2.71-2.67 (1H, m), 2.34-2.12 (2H, m), 2.12-2.10
(1H, m), 1.58-1.44 (3H, m), 1.37-1.32 (1H, m), 1.04-0.97 (3H, t), 0.81 (3H, t)

MS (APCI) 532 (M+H",100%)

Example 36
[1S-[1c,28,38,40(15* 2R *)]]-N-Cyclopentyl-2,3-dihydroxy-4-{S-(methylthio)-7-{(2-
phenylcyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

30
The title compound was prepared according to the method of example 1, step d) using the
product of Example 20, step b) and cyclopentylamine, followed by deprotection according
to the method of example 1, step e).

35 MS (APCI) 510 (M+H", 100%).



10 npt 161-2C c) [1S-[[err]-Chlorophenyl)cycl opropyl | am nol - 5-
(propylthbio)-3H1, 2, 3-tzol o[ 4, Sdpyri di n- 3-yl J- N- et hyl - 2, 3-di hydr oxy-

cycl opent anec lde is The subtitle conpound was prepared
according to Wé@flod of Exanple 7, step (e) using. 1{) (%fﬁcts
fromstep (b) and Exanple 7, step (d). 41 NVMOR 1SH ( d6- DIVBO) 9. 38-9. 37

(11, m) 7.94-7.90 (IH n), 7.33-7.32 (2, m), 7.24-7.18 20 (2H m,
5.13-5.11 (1H, n), 4.98-4.94 (2H, m, 444441(1 m, 4.13-4.08 (1H, m),

3. 06- 3. 04 ( 2HNMR SH(QDMSOD. 11!

2.12-2.10 %ﬂq}ﬁ ( ljo%?“é 44n%)§H oy 3%?583**?%% off )’%f%g%fid'%’

(3H t), 0.81% %3 410 (TH\dd), 4061 M, ds), 8. 20\H Hy ). 2781065 04p), 235 (3H, s),22Exarrp| e
36 [ S- [(BHrrh), Cf@ (23hen)s y60-2.38(811 h)),dr oxy-4-[5(net hyl thio)-7 4(2-

phenyl cycl opropyl ) am no] - 3H— 1,2,3-triazolo(4,S-d]pyrimdin-3-yl]-

cycl opent anecay box de The title conpound was prepared according
to the metHod | e 1 step d) using the pr oduct of Exarrpl e 20,

;s':] ep b% hagd fcm.awﬁ;mmmsrezmmu,pm@ 100 to
e nmethod o ., 9

" 0 et ﬁmpgﬁﬁ%awg%@“% P T
n, 520(IH 4.53 (IH dd), 410(1H dd), 4.00 (1H
dd), 3.20 (1H m, 278(1H , 235(3H s), 2.25 (3H, ), 1.80 (2H,

mé[ ér ?]Oyé r gggﬁ El— %pgﬁnd éihc‘ %c"ﬂmfg?m ejmethod of example 1, step-d), using 1,1-
phenyl cycl opr Wﬂ) Aethykamine; fol ?YW@# acto@ing-to themhettod o échkipler 1, eegli N
3-yi] e).

Mpt 110-112°C
15

MS (APCI) 526 (M+H", 100%).

NMR 8H (ds-DMSO0) 9.35 (1H, d), 7.50 (1H, 5, 7.31-7.16 (SH, m), 5.11 (1H, ), 4.98-
4.91 (2H, m), 4.45-4.40 (1H, m), 4.07-4.04 (1H, m), 3.24-3.18 (1H, m), 3.00-2.31 (2H, m),

2 2.79-2.73 (1H, m), 2.33-2.18 (2H, m), 2.15-2.10 (1H, m), 1.54-1.44 (3K, m), 1.35-1.22
(1H, m), 1.26 (5H, s), 0.80 (3H, 1).

Example 38
[15-(10,28,3B,40t) }-N-Ethyl-2,3-dihydroxy-[4-[7-[(2-phenylamino)ethylamino}-5-
25 (propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl}-cyclopentanecarboxamide

The title compound was prepared according to the method of example 7, step €) using the
product of example 7, step d) and (N-phenyl)ethylenediamine.

30 Mpt 186-187°C
MS (APCD) 501 (M+H", 100%).

NMR &H (ds-DMSO0) 9.00 (1H, 1), 7.92 (1H, 1), 7.08 (2H, 1), 6.65 (2H, d), 6.53 (3H, 1),
% 5.75(1H,brs), 5.15 (1H, brs), 5.05-4.92 (2H, m), 445 (1H, 1), 4.11 (1H,1), 3.65 (2H, ¢),



cycl opent anecarboxam de o The title conmpound was prepared accordi.ng to.
the nmethod of exanple 1, step d), using 1,I- di net hyl et hyl am ne,
fol |l oned by degrot ection according to the method of exanple 1, step

e). P41 12[err]C 15 VB (APCI) 526 (MH[ erfGT/SERYHSe
NNR[err]H(d[err] DMBO) 9.35 (1H, d),4¢.50 (IH, s), 7.31-7.16 (5H, my,
511(1H d), 498- 4.91 (2H. n), 4.454.40 (IH, n), 4.074.04 (1H, m,
324 .18 (1H, nm), 3.00-2.81 (2H, m, 20 279273(IHr‘r)233218(2H,

s)’ o ég (23,]_7‘9( 1%'%:’!?313 @4%13118) gg'i‘.z-}l?ag %%—,rﬁgg{ ! by gy 1 26 (OH

(propyl t hi @), 318590.95 (8Him).azol o[ 4, 5- d] pyri mi di ne- 3-yl ] - cycl opet ear oxan de
The title conpound was prepared according to the nmethod of exanple 7, step
e) using t product of exanple 7, step d) and

(N pheny! ) i aniine. 30 Mt 186-187[efr]C VB (APCI) 501

( M-H er 5] D;Ra 28,3p.40. @122 Bilr3,3Dikiclr OXySE] 7-H2-pheryldyclopyopyDaming]-5H, L ), 7.08
2H, t), 6 3. 5.15 (1H, ,
fs. 05- 4? 92( ﬁ wo) 45 123 m"ﬁﬁ’m}’ 1Ht)53'%iﬁ Wﬁ%‘?" ( -\r/\os)

cyclo ehtanecarb xanhd

99/ 41254

PCT/ SE99/ 00154 42 3. 29
, b ’m

(1| ?7-1.r6;) %aaﬂﬁa’ &GN*,ZB’*) z&'& ig{uﬂ thyﬁ—gf ?-19 (28 m,

[1S-[ er’P] i ROERAYISISloR JP ér{y'r Hb M[‘J,S-d]pynmldm-&yl]w-

(propyl t hi @h@mtEYlMHﬂvdmnq-m&nﬂoMmrﬁonyl ] - N- (phenyl net hyl ) -
cycl opent anecar boxam de
N,N-Diisopropylethylamine (3eq) was added to a solution of 2-(1H-benzotriazole-1-yl)-
1,1,3,3-tetramethyluronium tetrafluoroborate (1.5eq), 1-hydroxybenzotriazole hydrate
5 (L Seq), benzylamine (2eq) and the product of Example 1, step c) (leq) in DMF (20ml).
The reaction mixture was stirred at room temperature for 2 hours then added dropwise to
stirred acidic ice-water. The subtitle cempound was isolated by filtration.

et

MS (APCI) 600 (M+H", 100%).

b) [1S-[10,2B,3B,40 (15*,2R*)]}-2,3-Dihydroxy-4-[7-[(2-phenylcyclopropyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-y1]-N-(phenylmethyl)-
cyclopentanecarboxamide

25 A solution of the product from sﬁep a) in methanol (20ml)/2M aqueous hydrochloric acid
(Sml) was stirred at room temperature for 2 hours. The resulting solid was collected by
filtration then recrystallised (methanol/water) to afford the title compound.

Mpt 195-197°C
30
MS (APCI) 560 (M+H", 100%).

NMR 8H (d¢-DMSO0) 9.35 (1H, d), 8.46-8.44 (1H, 1), 7.34-7.15 (5H, m), 5.16-4.94 (3H,

m), 4.48-4.42 (1H, m), 4.32-4.29 (2H, m), 4.19-4.14 (1H, m), 3.21 (1H, m), 2.98-2.81 (3H,
35 m), 2.40-2.13 (4H, m), 1.54-1.31(3H, m), 0.77 (3H, t).



a) [3aR-[[err] Tetrahydro-2,2-dinethyl-6-(7-[(2- io

phenyl cycl opropyl )am no] - 5-(propyl thio)3H41, 2, 3-triazoo[ 4, 5J] pyridin.-3-yl]
- N (phe I) 41- cydopent a- 1, 3-di oxol e. 4- car boxa

N, N-Di i sopr op%e y%garml ne (3eq) was added to a solution O;B&?SE”IOMS“

2-Cl H benzotriazole-1-yl)- 1, 1, 3, 34Betranet hyl uroni un -
tetrafl uoroborate (1.5eq), |- hydroxybenzot riazole hydrate is (1.Seq),
benzyl am ne (2eq) and the product of Exanple 1, step c) (leq) in DV
(20nt) . Exampled@ti on m xture was stirred at roomterrperature for 2

hours then ad " - e | er. The subtitle
conpound was ﬁggt}%ﬁgwb&ﬁf? ’?FP;H%S%H &W(‘&?@H 2R/I+H[err] 1009 .
20 b) [ 1B (progyithishSiy1,2,3dripzobel4)S)dpyrimidin-3-yl)-
(propyl thio)- @Iclobe;ﬁaﬁechfbozﬁhﬂe4 5-dl pyri m din-3-yl]-N(phenyl net hyI ) -

cycl opent agecar boxam de 2s A solution of the product fromstep a) in

nmet hanol omL) / 2M aqueous hydr ochl oric acid (5m) was stirred at room
t enper at ur e f Hie titleGormpend wasprepased actording ¢d thelmahed obdxam Ieeé %P a) using the

filtration th@addcemmsiﬁdw ﬁﬁﬂpémhhm&; f&%éfyg Og@%g 0}!@@’ tl e

conpound 7 r 3 0%

NVR [err]H (G%Pﬁ%%%j §%‘éa ‘Ffli’ 1]5"‘“%%’6‘&@ %tﬂmb)t) 7 34-7. 15 (5H m,
5.164. 94 (3H : 4484 42 (I1H, m, 4.32-4.29 (2H, m, 4.19-4.14 (1H,
m, 3.21 (leMpMsg;go% 2.81 (3H, 35 n), 2.40-2.13 (4H, m), 1.54-1.31(3H,
m, 0.77 (3H, t). 43
Exanpl e 40 IS— err ]2 Pl uOroet hK ) 2, 3-di hydro-x4-7 [(2-

PhenY! eYC opr¥8yAPCRH T 09y | t hi 0)- 3K 1, 2, 3-triazol o[ 4, 5] pyri mi di ne- 3-
yl]- cycl opent anecar boxam de

NMR 8H (ds-DMSO0) 9.34 (1H, d), 8.21 (1H, t), 7.31-7.15 (5H, m), 5.14 (1H, d), 5.01-
1s  4.95(2H, m), 4.51 (1H, 1), 4.35 (1H, 1), 442 (1H, q), 4.11 (1H, d), 3.50-3.40 (1H, m), 3.40-

3.30 (1H, m), 3.25-3.15 (1H, m), 2.94-2.72 (3H, m), 2.37-2.15 (3H, m), 1.58-1.43 (2H, m),
1.38-1.31 (1H, m), 0.81 (3H, t).

~

Example 41
2 [15'[1“»25a3B,405(13*,2R*)]]'1-[2,3-Dihydroxy-4-[7-[(2-Phenylcyclopropyl)ammo]-s-

(propyltlno)-3H-1,2,3-tnazolo[4,5-d]pyrumdm-3-yl]-cyclopentylcarbonyl}-4-methyl-
piperidine

The title compound was prepared according to the method of example 39, step a) using the
25 product from example 1, step c) and 4-methyl-piperidine, followed by deprotection

according to the method of example 39, step b).

Mpt 209°C

10 MS (APC]) 552 (M+H', 100%).

NMR 8H (ds-DMSO0) 9.34 (1H, d), 7.31-7.15 (SH, m), 5.15-5.01 (4H, m), 4.45-3.95 (4H,
m), 3.20-2.72 (7H, m), 2.37-2.13 (5H, m), 1.62-1.31 (5H, m), 0.93-0.78 (6H, m).



The title conmpound was prepared according to the nmethod of exanple 39, step

a) using the product fromexanple 1, step c¢) and 2-fl.uoroet hyl am ne
hydrochl ori de, followed by deprot ecti on accordi ng {,@%‘l}? hod of
exanpl e 39WOMPERSH) 10 Mpt 168-9[err]C M5 (APCl) R)Eﬁerr],
100%) . NVR [err]H (d[err]-DVBO)49.34 (1H d), 8.21 (1H t), 7.81-7.15
(5H, m, 5.14 (IH d), 5.01- is 4.95 (2H M, 4.51 (1H t);, 4.35 (IH t),
4.42 (1H, q), 4.11 (1H, d), 3.50-3.40 (IH, m), 3.40- 3.30 (1H, m,
3.25-3.15 (1H, . m., 2.94-2.72 (3H, m), 2.37-2.15 (3H, m), 1.58-1.43 (2H, n),
1.38-1. 31 Exampledt o 81 (3H t). Exanmpl e 41 20

[1 S [ er r] {13-{1ps2B:3P40)]-3-{T-E2-[{B€Tn)drophenyDetbyllamitio} S4propylthio)-3H-1,2,3-
(Propylt hmﬁ%ﬂ@@mﬁ&mhﬁyﬁfﬁmmy&wrﬁemmm cabonyl | 4

nmet hyl - e title conpound was prepared according to
the nethod of exanple 39, step a) using the 25 product fromexanple 1,

step c) armie 4déesnipoundwasprephredaccdrding tothel miethod eHExampde 7,atep e) usingaccor di ng to

th th f amSe€P D) . t 209 C 30 WM (APCl) 552
(ﬁHﬁrrf%‘@&B@ﬁ’mﬁﬁﬂm [gPr]?—l (d6- Dwsggj 9.34[(er1rH], d), 7.31-(7.15 %SH,
m, 5.15-5.01 (4H, n), 4.45-3.95 (4H, 'm, 3.20-2.72 (7H, m, 2.37-2.13

(5H, M, M&200-2%1 (5H n), 0.93-0.78 (6H, m.

44 Exanple 42 [IS ([err] (2-Chl orophenyl)ethyl]am no].5

(propylthio)-3H1 2 3

triazol of M8EARGH ARMZ AL, 1PORY- et hyl - 2, 3di hydr oxy- cycl opef | kt af ecr boxani de
The title conpound was prepared according to the nmethod of Exaqnple 7, step

e) using JqiR skl RIsME6s sl RHi91q1H, 1), 7.20-7.45 (4H, m), 5.12 (1H, d),
498 (1H, d), 4.93 (1H, m), 435 (1H, m), 4.13 (1H, m), 3.7 (2H, m), 3.10 (6H, m),
272 (1H, m), 2.30 (2H, m), 1.70 (2H, m), 0.99 (6H, m).

Example 43 .
[1S-(10,28,3B,40)]-N-Ethyl-2,3-dihydxoxy-4-[7-[2-[(4-methoxyphenyl)ethylJamino]-
5-(propyithio)-3H-1,2,3-triazolo[4,5-d}pyrimidin-3-yl]-cyclopentanecarboxamide

The title compound was prepared according to the method of Example 7, step e), using
2-(4-methoxyphenyl)ethylamine.

Mpt 236-7°C
MS (APCI) 516 (M+H", 100%).
NMR SH (ds-DMSO) 8.65 (1H, 1), 7.92 (1H, t), 7.18-6.86 (4H, ABq), 5.12 (1H, d),

4.96 (1H, d), 4.93 (1H, m), 443 (1H, m), 4.11 (1H, m), 4.10-3.70 (2H, m), 3.71 (3H, 5), 3.10-2.87
(6H, m), 2.72 (1H, m), 2.31 (2H, m), 1.73 (2H, m), 1.01 (6H, m).



Mt 200-[err]C Ms (APCI) 52012 (MtH err], 100% . NWMR SH (d6-DMSO) 8. 75
(IH, t), 7.91 (1H, t), 7.20-7.45 (4H, m), 5.12 (1H, d), 4.98 (1H, d), 4.93
(1H m 4 35wdkum), 413 (1R M, 3.77 (2H M 3.10 ( Giboncdss’2 (1H
m, 2.30 (2H, nm), 1.70 (2H, n), 0.99 (6H n). Exanpl e 43
[1S. ([err] 3dii hydwoxy4-.7-[2-[(4- rret hoxyﬂﬁenyl)et hyl ] acmmol-
50) - 3H1, 2, ) 3H. 12r 3r azol 0[4 5-dp' yrindi n-3-yl]-cyl opentanl ecarb ' nide The
title corrpound was prepared according to the nmethod of Exanple 7, step e),
usi ng 2-(4- rreEmI)lpﬁényl)et hyl ai m ne. Mot 236-7[err]C M (APCl) 516

——

M+H[ err 10 *

STARGSY (4H ﬁ%ﬁ%@ Uli fg)?a ?{&ﬁﬁfh}%"%ﬂ‘{qﬂ?@&'&%@?m |
4.11 (1H m P <o %'P{’ “H ropi @F?H'!W-@a&w@m:tmdwmz 72 (1H,
M), 2.31 (2H, cyejopentaneagiupiamide 1. 01 (6H, ).

45 Exanmpl e 44 [IS—[err] (2-hydroxyethyl)-NV-nethyl 4. [7-[(2-
henyl cycl opr ani no ropylthio)-3H,2,3triazolo[4,5.pyrjdin,3.yl].
Eycl gpe%t ai 20@%‘52? %‘1“ agp a‘i" ng te heymsthed Qhawgé),Jming)nhdi %g] to
t he nmet hod of pmd\wmn‘l exathpled{ sigp €))and 2-¥nétBylhtiRo)ethanol oS bydeprBtcaignl © 1. step
c) and 2-(nmetfiy %‘iﬁ}%ﬁlof {ampieolwgtgpgy deprotection according to

t he net hod of ex ep eg. ! :

10 Mpt78-80°C
MS (APCT) 528 (M+H*, 100%).

NMR 8H (ds-DMSO0) 9.34 (1H, s), 7.29 (2H, t), 7.20-7.18 (3H, m), 5.13 (1H, d), 5.09-4.95

15 (2H, m), 4.82 (1H, 1), 446 (1H, 5), 4.11 (1H, 5), 3.58-3.46 (2H, m), 3.38-3.30 (2H, m),
3.24-3.16 (1H, m), 3.09 (3H, s), 3.01-2.82 (3H, m), 2.40-2.26 (2H, m), 2.17-2.10 (14, m),
1.56-1.45 (3H, m), 1.36-1.29 (1H, m), 0.81 (3H, t).

Example 45

20 IIS-[1%2I33B,40t(13*,2R*)]]-2,3-Dihydroxy-N-(Z-methoxyethyl)-‘l-[?-[(2-
phenylcyclopropyl)ammo]-5-(propylthlo)-3H-1,2,3-tﬁazolo[4,5~d]pyrimidin-3-yl]—
cyclopentanecarboxamide

The title compound was prepared according to the method of example 1, step d), using the
25 product of example 1, step ¢) and 2-methoxyethylamine, followed by deprotection
according to the method of example 1, step ).

Mpt 173-174°C
% MS (APCI) 528 (M+H", 100%).

NMR 3H (ds-DMSO0) 9.35 (1H, 5), 8.00 (1H, 5), 7.29 (2H, 1), 7.22-7.16 (3H, m), 5.13 (1H,

s), 3.02-4.92 (2H, m), 4.44 (1H, 5), 4.10 (1H, 5), 3.40-3.29 (2H, m), 3.24 (6H, m), 3.01-

2.72 (3H, m), 2.38-2.20 (2H, m), 2.17-2.10 (1H, m), 1.57-1.43 (3H, m), 1.36-1.26 (1H, m),
s 0.81(3H,¢1).



10 Mt 78-80C M5 (APCI) 528 (MrH err], 1009 . NVR [err] H
(d6-DVSO) 9. 34 (1H s) 7.29 (2Ht), 720-7.18 (3H, m, 5.13 (1H, d)

5.09-4.95 15 , 4.82 (1Ht), 4.46 (1H, s), 4.11 (1H E) 58- 3. 46
(2H, m), ¥ Qé‘é'b(m m 3.24-3.16 (1H ), 3.09 XH$ 9%’9’5‘3 01-2. 82
(3H, m, 2.40-2.26 (2H, m, 2.17-2.10 44H, m, 156145(3H m-
1.36-1.29 (1H, m,0.81 (3H, t). Exanple 45 20 [IS-[[.err]

phenyl cycl opropyl )am o] -5. (propylthio)-3H 1,2, 3-triazol o[ 4, 5-d] pyri m di n-3
yl]- Raget anecaboxani de The title corrpound was prepared
according usin 25 _product of
exanpl e 1 Z@’ aﬂﬁquﬁgﬁ %%6 42@ @mat’g" Pht-ect i on

accor di ng mwm@lnﬁﬂdeﬂm -dIpyrimiding3-plj-cyclopentanefarbaxdnide 4C 30 MS

(APCl) 528 (I\/HrH 1009 . NVR [err]H (d[err]-DVvBO) 9.35 (1H, a), 8.00
1H, s H_t 6 S 5.024.92 (2H
1,44 (111 SRR 0 gy st 8 e o b Ty csapin 2. 72
(3 HmMm, 2. :p&adﬁctmexmﬂ,lemstepﬂ)alﬁzzphbﬁoa(ykﬂiylamme 1.57-1.43 (3H, m, 1.36-1.26
(1H, m, 35S 0.81 (3H, t). :

46 anpl._e

[1S-([err] %tgbﬂﬂ9é§2c3 di hydr oxy-[447-[ (2- phenoxyet hyl )am no] . S.
(propylthio)-3H 1, 2,3-triazol o[ 4,5.dl pyrimdin-3-y1J-cycl opent anecar boxam d

e 5 phemst AKI?QG@EMW‘&@@%PV epared according to the nmethod of exanple
7, step e) using product of exanple 7, step d) and

2- phenoxyet hyl am ne. Mot 195-196[err]C
NMR 6H (ds-DMSO) 9.15 (1H, t), 7.92 (1H, 1), 7.27 (2H, 1), 6.98-6.91 (3H, m), 5.12 (1H,

d), 5.00-4.93 (2H, m), 4.45 (1H, q), 4.21 (2H, 1), 4.11 (1H, q), 3.85 (2H, q), 3.13-3.03 (4H,
m), 2.76-2.71 (1H, m), 2.37-2.19 (2H, m), 1.74-1.65 (2H, m), 1.06-0.95 (5H, m).
15

Example 47
[15~(10;,2B,3B,400)]-4-[7-(Cyclopropylamino)-5-[(trifluoromethylphenyl)thio}-3H-
1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N:.ethyl-2,3-dihydroxy-cyclopenlxnecarboxamide

20  The product of example 7, step d), cycl%propylamine (0.78g) and N.N-
diisopropylethylamine (1.75g) in 1,4-dioxane (10ml) was stirred at room temperature for
24 hours. The reaction mixture was concentrated and the residue dissolved in

dichloromethane, m-chloroperoxybenzoic acid (1.0g) added and the reaction mixture
stirred for 30 minutes. The reaction mixture was washed twice with sodium metabisulphite

25 solution, followed by saturated brine, then dried and concentrated. The residue was reacted
without further purification according to the method of example 4, step b) using 4-
trifluoromethylthiophenol, followed by deprotection according to the method of example
39, step b).

3  Mpt209°C
MS (APCI) 524 (M+H", 100%).
NMR 3H (ds-DMSO) 9.24 (1H, d), 7.96-7.88 (3H, m), 7.82-7.79 (2H, d), 5.12-5.08 (1H,

35 m), 4.96-4.86 (2H, m), 4.64-4.34 (1H, q), 4.05-4.00 (1H, q), 3.15-3.06 (2H, quint), 2.77-
2.68 (2H, m), 2.37-2.12 (2H, m), 1.02 (3H, 1), 0.89-0.57 (4H, m).



100 M5 (APCI) 502 (MtH err], 100% . NVR [err]H (d[err]-DVvBO) 9.15
(1H, t), 7.92 (1H, t), 7.27 (2H t), 6.98-6.91 (3H M, 5.12 (1H, d),

: 5.00-4.93 (2 45 (1H, q), 4.21 (2H, t), 4.11 (1H ¢ H q),
3.13-3.03 (4:}"’@"‘”’% , 2.76-2.71 (1H, m), 2.37-2.19 (2H, %F,&fg,%gg

(2H, m, 1.06-0.95 (5H, m. 15 Exanpj e 47

[1S-([err] (Cycl opropyl am no)-5-[(trifluoronethyl phenyl)tbio]-3H. -
1,2,3-triazol o[ 4, Sdpyri m di n-3-yl].Nethyl -2, 3. di hydroxy. cycl opent necar boxa
m de 20 The product of exanple 7, step d), cyclopropylam ne (0.78g) and
N, N- di i sopropyl et hyl am ne (1.75g) in 1, 4-dioxane (10m) was stirred
at room t enpd@Examplectsf 24 hours. The reaction m xture was

~ concentrated ,&m_d,qg o thiol-7-(cy&lb ,.2,3.
T et oo A

nmet abi sul phite 2s sol ution, foIIovved by saturated brine, then dried and

concent fat ed. mgfaae E%o&ﬂ@r@%p%%ﬂdmg o b SHEHDRA ulhf 1 o2t T on

trifluor orretHlP E%I foll omed by deprotection according to the nethod
of exanpl e step b) 30 Mot 209[err]C M5 (APClI) 524
(l\/HrH[err] %QIQ NIVR [err]l (d[err]-DVsO 9.24 (1H, d), 7.96-7.88
(3H, m, Z%CEZH 5.12-5.08 (1H, 35 m, 4.96-4.86 (2H, m,
4.64-4. 3410( 11, q), 4.05- 4 00 (1H, q), 3.15-3.06 (2H, quint), 2.77-

2.68 (2H, m,MS(&Felzsz&(M&H.m%). 1.02 (3H t), 0.89-0.57 (4H m.
47 Exanpl e 48

S-(1lac, 21 3,3P, 4 445-1(4-C oropheayl t hi o cl opro ann
EH(l 2, 3- as)l-}(ds-DM S0O)9.18 (1H, R) 79¥-789(1H m),£17 -763'?21-1%),753—752)(211

triazol of 4, 5. &) V15091 (LG dY k10651 HY); L8631 HI, 1) y41390K32 QY ) 206HTSCIM )y nni de
The title Cogwﬁ%@gﬂﬁﬁﬁ%ﬁsﬁ&ﬁ?&“%ﬁ&Ezﬁ?mﬁtdé‘{%% oBsIW @7 US' N9

4- ah or

Example 49
{ls-(la,ZB,3B,Sa)]-4-[5-(Cyclohexylth;o)-7-(cyclopropylammo)-SH-l,Z,‘.’o-tnaml0[4,5-
2  dipyrimidin-3-yI}-N-ethyl-2,3-dihydroxy-4-cyclopentanecarboxamide

The title compound was prepared according to the method of example 47 using
cyclohexanethiol.

a5 Mpt 139°C
MS (APCI) 462 (M+H", 100%).
NMR SH (ds-DMSO) 9.08 (1H, d), 7.91 (3H, t), 5.13-5.11 (1H, d), 4.95 (2H, q), 442 (1H,

3 m),4.13-4.09 (1H, m), 3.84 (1H, brs), 3.14-3.02 (3H, m), 2.74-2.69 (1H, m), 2.32-2.22
(2H, m), 2.09 (2H, brs), 1.71-1.20 (8H, m), 1.03 (3H, t), 0.78-0.67 (4H, m).



Mpt 221C 10 M5 (APCI) 524 (M+Ht, 100%. NVR ai H (d6- DMSO) 9. 18
(1H, d), 7.92-7.89 (1H, in), 7.71-7.63 (2H, m, 7.53-7.50 (21, d), 5.
11-5.09 (IH d), 4.96-4.95 (IH d), 4.86 (IH t), 4.39-4.32 (11, q),
4.06-4.03 (WMO99M4t2F4 s 3.19-3.06 (2H, quint), 2.78-2.67 (PCUSERP/00134 30-2, 12
(2H, in), 1.03 (3H t), 0.88-0.60 (411, m) . Example 49 —
(1S[err] (Cycl ohexyl tho)-7-(cydopropyl ar?lso) .3H1i3.3-triazio(4,5- 20

dj pyrimdm 3.yl l-Nethyl -2, 3.di hydroxy. 4. cycl opent anecar boxam de The
title conpound was prepared according to the nethod of exanple 47 using
cycl ohexandixamples0 o5 " \pt 139[e]rr]C MS (APCl) 462 (MrH err]C,

122"1/@ ¥ (15§28, BB, 4¢ (1. 2RE)NY-{ BABBludtopenyDbkopyllaminof-2, 3¢ dilkydroxy-45 Hlsb 5. 11
TR &%@%ﬁ?@%@;@% -5-{ftop )37 erdablogs dipysimliinisy " 7" )
ggs), 1. 7;2]3;?23@9&#‘* amide 311 t), 0.78-0.67 (4H, ).

5

[IS[[err] 4k ~oi - - di wdr oxy- 4 . .
AR o et 14 . v
i di n- 3- phenyleyclonrepyiaminel-3-tnye -341-1,2,3-trjazolo[4,5-d]pyrimidin-3-yl]-
[ [ err][[3- (tétrahydro2phamethydaarsyclopeatil3-dioXolb-4<arboxamid
phenyl cycl opropyyali) am no] - 5- (propylt hi ol)’% 3H-°1, 2, 3- torxiagg(:I o[ 4,5.djpyrimdin-3
-yl] - t et rahydro- 2, 2-di net hyl -4H-c clm(:’gent a-1, 3-di oxol e4. rboxam de Io
The pr oductTher Prample 'étsxspdbp,-(@:ve enybpropylaning (Prepared pairi ne |
(Prepared adescribed Bf ICFijiata bil, Bioergafie Medidiad]l ChBnRey 4997.5, Mo sidNiv-
Chemi stry, &33&@;5%91%%& inaﬂg-d;gxyfe (10ml) was stirred at room temperature for 24 hours.

The solvent was concentrated and the residue purified (SiO,, ethyl acetate: isohexane, 1:1

as eluant) to afford the subtitle compound.

15

MS (APCI) 558 (M+H', 100%).

b) [15-{1.,28,38,40. (15*,2R*)]}-N-Ethyl-2,3-dihydroxy-4-[7-{(3-phenylpropyDamino]-
..5-(pr7:pylthio)-3H-l,?,3-tﬁazolo[4,5-d]Pyrimidin-3—yl]-cyclopenmnecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
product of step a).

Mpt 214-216°C
MS (APCI) 518 (M+H", 100%).
NMR 8H (dg-DMSO0) 9.03 (1H, 1), 7.91-7.90 (1H, t) 7.29-7.05 (4H, m), 5.12-4.93 (3H, m),

4.45-4.41 (1H, m), 4.13-4.09 (1H, dd), 3.51-3.49 (2H, dd), 3.11-3.03 (4H, m), 2.74-2.62
3% (3H, m), 2.32-2.27 (2H, m), 1.93-1.89 (2H, m), 1.71-1.63 (2H, m), 1.05-0.93 (6H, m).



di i sopropyl ethylanine in 1,4-dioxane (I1OM) was stirred at roomtenperature

for 24 hours. The sol vent was concentrated and the residue purified
(Sigerr], ethyl acetate: isohexane, 1:1 as eluant) to e
subtitle conp¥@AMI2s M5 (APG ) 558 (M+H , 100%. "e'% B!
[1S-[err]3.di hydroxy-4.{74[ (3-phenyl propgl ) am noJ- .[err] 20 The
title conpound was prepared according to the nmethod of exanple 39, step b)
usi ng the product of step a). Mot 214-216[err] C 25 M5 (APCI)
518 (M+H err ﬁ NI\/R[err]H(d[err] DI\/SO) 9.03 (1H, t)
7.91-7.90 (1 29- 4.45-4.41 (1H,

@é , r‘%‘ 5.124. 93
m, 4.13-4. Oﬁsfﬁlﬂzﬂéﬁ)"ﬂ@s NS 3-Dihydengy-N-§3 -na‘»ﬂm?hmyl)vﬁowm 73 62 30

ESE M. 2 337R1@pliedfleychopropylfitiiol Bpfdpsithiv)- 3H1I T 3-riadblbi4 S pyrhmidi- giagrp 03

51 M [ 19 eft ﬂ]ﬁyﬁoB%ngxwdﬁet hoxypheayl ) pr opyl amhRol -

4. 47. 4( 2- phenyl cydl opr Opyl') am no- S- (Propyl thio).3H. 12, 3-trizoi o[ 4, 5-dpyr|m
ddi - 3.y %W same@*)muﬁmaﬁhydm.jv.[g) gl[err]trmhydro-N-[[3-(4
et hoxy phenyt | B oMo blopbihino} 6 17-REFRé i o RopyituldTs ropriilb il ¢ i ©) -
tri azol o[ 4, 5d]28Arinzoloi$,Bdlpyrimidin-gryil2, 2dimethyddH -cysiopental Bdigsolete - 4-

carboxam de 1RpoxamiBlB€ subtitle conpound was prepared according to the
met hod of exanple 50, step a) using t he product of exanple 7, step d)
and 3- (4-tedi oxyphenyl ) pvopyl ) ami ne (Prepared as descri bed by K

Fuj i mur a et alThe Bibtitle compoynd/wel prepasdd aCineding torthe methodrofexampls 59, step a) using

the product of example 7, step d) and 3-(4-methoxyphenyl)propyl)amine (Prepared as
described by K Fujimura etal, Bioorganic Medicinal Chemistry, 1997, §, 1675).

15 MS (APCD) 570 (M+H", 100%).

b) [15-[10,2B,3P,40 (15*,2R*)]]-2,3-Dihydroxy-N-((3-(4-
methoxyphenyl)propyl)amino)-4-[7-[(2-phenylcyclopropyl)amino]-5-(propyithio)-3H-
1,2 3-triazolo[4,5-d]pyrimidin-3-yi]-cyclopentanecarboxamide .

The title compound was prepared according to the method of example 39, step b) using the
product of step a).

Mpt 205-207°C

MS (APCI) 530 (M+H", 100%).

NMR SH (ds-DMSO) 9.02 (1H, 1), 7.91-7.90 (1H, t) 7.15-6.81 (4H, m), 5.12-4.93 (3H, m),
4.45-4.41 (1H, m), 4.13-4.09 (1H, dd), 3.73 (1H, 5), 3.51-3.49 (2H, dd), 3.11-3.03 (4H, m),

0 2.73-2.56 (3H, m), 2.32-2.24 (2H, m), 1.91-1.86 (2H, m), 1.71-1.63 (2H, m), 1.05-0.94
(6H, m).



15 M5 (APClI) 570 (MtH err], 100%. b) ([err],3-D hydroxy A((3-4- .
nmet hoxyphenyl )propyl ) amo) - 4- [ 7- (phenyl cycl opr opyi )am noj - S- (propY4t hi o) - 3H
2,3-Siaolo 4 yrim di n-3-yl]-eydopent anecar boxam de 20 The title
conpound Jﬁ"gr ed according to the method of exanpl e PS3FEWNW4L) using
t he product of step a). Mt 205-207C 25 M5 (APCI) 530 —
(MtH err], 100% . NVR [err]H (d[err]-DVMSO) 9.02 (1H, .t), 7.91-7.90
(IH, t) 7.15-6.81 (4H, m, 5.12-4.93 (3H m, 4.454,41 (1H, m, 4.134.09
(1H, dd), 3.73 (1H, s), 3.51-3.49 (2H, dd), 3.11-3.03 (4H, m, 30
2(73256E(68Ppler5§l 2.32-2.24 (2i), m, 1.91-1.86 (2. m, 1.71-1.63 (2H,

1. 05- 0%( Bﬁﬂﬂ‘ﬁﬂ] -N¥Ethyl-2,3-dihydroxy-4-[7-[2-[(4-phenoxyphenyl)-ethylJamino]-

21S- ([err] 18F35-12 Y teiapolof4 5-Tipyrimiding3-yil. crclopentanerarboramide < 1

5. (propylthio)- 3H-1 2,3-triazol o[ 4,5d] pyrinidin-3-yl]-
cycl opent aTﬁ&ﬁﬂ@wﬁi}iﬁhﬁtﬁwas preparemecdra:hgenﬁeﬁmwdfmpm'ﬁeﬁf, grusffpording to

t he net hod of, Exanple.7. ste usi ng 2-
(4 phenoxy EREAIPSERERY PR, © Mpt 240-1C 10 M5 (APQl) 578

(MtH err], 1000/<) NVR [err]H (d[err]-DVBO 8.70 (1H, t), 7.90 (1H,
t) 7. 40- 7M|? c ABq), 7.20-6.90 (5H m,. - 5.11 (1H, d), 4.98 (1H,
4.95 (1 n) 442(1H, m, 4.11 (1H, m, 4.09-3.73 (2H, m,

3 10-2.90 (6H, m), 2.73 (1H n), 2.27 (21H, m, 1.70 (2H m, 0. 98
10 MS (APCI) 578 (M+E", 100%).

NMR 8H (ds-DMSO) 8.70 (1H, t), 7.90 (1H, t), 7.40-7.20 (4H, ABq), 7.20-6.90 (5H, m),
5.11 (1H, d), 4.98 (1H, d), 4.95 (1H, m), 4.42 (1H, m), 4.11 (1H, m), 4.09-3.73 (2H, m),
3.10-2.90 (6H, m), 2.73 (1H, m), 2.27 (2H, m), 1.70 (2H, m), 0.98

15 (6H, m).

Example 53 .
[18-(10(,2[3,3[.’:,40:)]-4-[7-[2-[(1,3-Benzod|oxol-5-yl)ethyl]ammo]-5-(propylthlo)-3H-
1,?,3-trmolo[4,5-d]pynmidin-3-yl]-N-bthyl-2,3-dihydroxy-cyclopentanecarboxannde

The title compound was prepared according to the method of Example 7, step ¢) using 2-
(1,3-benzodioxol-5-yl)ethylamine hydrochloride.

Mpt 201-2°C
MS (APCI) 530 (M+H", 100%).
NMR §H (ds-DMSO0) 8.65 (1H, 1), 7.92 (1H, 1), 6.91-6.67 (3H, m), 5.96 (2H, 5), 4.96 (1H,

m), 4.92 (2H, m), 4.40 (1H, m), 4.11 (1H, m), 3.67 (2H, m), 3.08 (4H, m), 2.85 (2H, 1),
30 2.70 (1H, m), 2.30 (2H, m), 1.7t (2H, m), 1.00 (6H, m).



IS (6H m, . Exanpl e 53

[1S-([err] 1, 3-Benzodi oxol . 5-yl )et hyl ] am noJ. 5. propyl t hi 0) . 3H

1,2,3-triazol yriidin-3-yl-N-,ethyl-2,3-dydroxy-cycl gpaeds ar boxami
de 20 "géfg’&%g compound was prepared according to the rretmgof
Example 7, step e) using 2- (1, 3- benzodi oxol -5-yl ) et hyl am ne -
hydr ochl ori de. Mot 201-2C 25 M5 (APCl) 530 (MrH-err], 1009%.
Nl\/R[err]H(d[err] DI\/ISO) 865(1H t), 7.92 (1H, t), 691667(3H n,

5.96 (2H, 8% m, 4.92 (2H, m), 4.40 (1H, n), 4.11 (1H m),

2 o7 (o ) s ey 4 e o - LT
111: (propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl}-cyclopentanecarbbxamide Exanpl e

54

s The title compound was prepared according to the method of example 7, step ¢) using the
. product of example 7, step d) and cinnamylamine (prepared as described by C. Moody et
al. J. Org. Chem. 1992, 57, 2105) followed by deprotection according to the method of
example 18, step b). Purification (Si0,, 0-10% methanol in ethyl acetate as eluant) afforded
the title compound.
10
Mpt 222-224°C

MS (APCI) 498 (M+H', 100%).

1s  NMR 8H (d¢-DMSO) 9.26 (1H, ©), 7.92 (1H, t), 7.40 (2H, d), 7.31 (2H, t), 7.22 (1H, 1),
6.60-6.55 (1H, m), 6.42-6.36 (1H, m), 5.12 (1H, d), 4.99-4.94 (2H, m), 4.46-4.41 (1H, m),
4.30 (24, 1), 4.11 (1H, @), 3.16-3.05 (SH, m), 2.77-2.71 (1H, m), 2.37-2.20 (2H, m), 1.74-
1.65 (2H, m), 1.07-0.94 (SH, m).

20 Example 55 ’
[15-[101,28,30,40(15*, 2R*)]]-[4-[7-[[2-(3,4-Difluorophenyl)cyclopropyllamino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-ethyl-2,3-dihydroxy-
cyclopentanecarboxamide

s a) [3aS-[1(E),3ac,6¢,,7aB]]-1-[3-(3,4-Difluorophenyl)-1-oxo-2-propenyl]-hexahydro-
8,8-dimethyl-3H-3a,6-methano-2,1-benzisothiazole-2,2-dioxide

The subtitle compound was prepared according to the method of Example 34, step (a)
using 3-(3,4-difluorophenyl)-2-propenoic acid.

30
MS (APCI) 382 (M+H",100%)



[I S[err] N-Et hyl - 23di hydr oxy4-t 7-[ ( 3- phexyl pr op- 2- enyl Dam noJ- 5- .
(propyitbo).3H 12, 3-tri azol oE4, 5dpyr di ndi 1- 3-yl ] cyl opent anecboxam de
The title conmpound was prepared according to the nmethod of exanple 7, step
e) using t hWO99M128t oduct of exanple 7, step d) and ci nnanW'ﬁﬁ’?r}E"f‘pr epar ed
as descri bed by C Moody et at. J. g. Chem 1992, 57, 2105) fol Fowed
by deprotection according to the nethod® of exanpl e 18, .step b).
Purification (Si10, 0-10% nethanol in ethyl acetate as eluant) afforded
the tide conmpound. to t 222-224C VS (APSF} 498 (M+Hr, 100% . 15
NMVR [ er r ] Hb) 3aSH1{LSMRED)3a0,6067af k1 -([23,4-PifpqrophenyDcyriopgogylicarbepyll-7. 31 (2H,
t), 7.22 ( Jekaliyliro-8,8-dimGth§1'38-32,6-théthiand:2,1-benAsbtRidfolé-2 D-diddlide 5. 12 (1H, d),
4.99-4.94 (2H, m), 4.46-4.41 (1H, m, 4.30 (2, t), 4.11 (iH 0q),
3.16-3.05 (5H, m), 2.77-2.71 (1H, m, 2.37-2.20 (2H, m, 1.74- 1. 65
(21, m), 1.ThEsehtite compouny was preparedacaerding tGthe method of Example 34, step (b)
(15[ err].Dff W{&f@ ropyl aJw o] - S- .
(propyl tshi g)kﬂggﬁ , 2, 3-t r?éggégl o[ 4, 5-dpyriidin-3-yl].Nethyl -2, 3-di hydroxy-
cycl opent anecar boxam de 25 a)
[[ err][3(3MSARCR3AMEERYI00%) - 0x0- 2- pr openyl ] - hexahydr o-
8, 8. di net hyl - 3H 3a, 6- net hano- 2, 1- benzi sot hi azol e- 2, 2- di oxi de The
subtitle co nd S..Aepared, aceordi ng to t t hQqd of Exanple 34, step
(a) o s e AP B AE R rloBtpaBerartadiE ety a0 T Ne (APCI)
%

382 (M err], 1009

52 b '
hexahydr o- )é:lk%t %fg%gﬁit ﬁg%%ﬁ%ﬁﬁ%%%@?ﬁ?ﬂ%ﬁ?@(‘3. oxi de

NMR 8H (CDCl;) 7.68 (1H, dd, /=10.0, J=8.5 Hz), 7.46-7.31 (2H, m), 3.12-3.03 (1H, m),
15 237 (1H, dt, J=8.5, J=4.4 Hz), 2.17 (1H, dt, J=9.2, J=4.8 Hz), 1.86 (1H, ddd, J=8.5, J=6.9,
J=5.2Hz).

d) (LR-trans)-2-(3,4-Diftuorophenyl)cyclopropanamine, [R-(R*,R*)]-2,3-
.dihydroxybutamedinate (1:1) :

The subtitle compound was prepared according to the method of Example 7, step (b) using
the product of step (c). : o

NMR 8H (ds-DMSO) 7.37-7.24 (1H, m), 7.23-7.17 (1H, m), 7.16-6.98 (1H, m), 3.97 (2H,
35 §),2.72-2.52 (1H, m), 2.21-2.14 (1H, m), 1.29-1.22 (1H, m), 1.17-1.11 (1H, m)

e) [1S-[10,28,3B,40.(15*, 2R*)]]-[4-[7-[[2-(3,4-Difluorophenyl)cyclopropyllamino}-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-ethyl-2,3-dihydroxy-
3 cyclopentanecarboxamide

The title compound was prepared according to the method of Example 7, step (e) using the
products of step (d) and Example 7, step (d).

3s  NMR 8H (ds-DMSO0) 9.37 (1H, s), 7.95-7.91 (1H, m), 7.36-7.27 (2H, m), 7.09-7.06 (1H,
m), 5.14-5.12 (1H, m), 5.00-4.94 (2H, m), 4.44-4.42 (1H, m), 4.11-4.09 (1H, m), 3.20-3.07 }



The subtitle conpound was prepared according to the nethod of Exanple 34,
step (b) s wusing the product of step (a). M5 (APClI) 396

(MrH err], 1009
(IRtr ans) 2- Yv/%”f‘“ﬁ‘f uor ophenyl) - cycl opr opanecar boxyl i c acF§P6 " The

subtitle compound was prepared accordi ng %o the nethod of Exanple 34, Step
(c) using the product of step (b). 5 NVR [err]H (CDCL3) 7.68 (IH,
dd, J=10.0, 1=8.5 Hz), 7.46-7.31 (2H, m, 3.12-3.03 (IH m, is 2.37 (1H,

dt, J=8.5, J=4.4 Hz), 2.17 (1H, dt, J=9.2, J=4.8 Hz), 1.86 (| H_ ddd, 1=8.5,
J=6.9, J=BHmMK2)96-2.86 (2H, m), 2.74-2.72 (1H, m), 2.33-2.24 (2H, m), 2.13-2.12 (1H, m),

(RM rans) - 2- (BsADIf {380 (ﬁg,plhﬂnvﬁgmhg,nroaoﬁwamg,owaeﬂaﬂ))])2 3-

di hydr oxybut asedbat e he subtitle conmpound was prepared
according to the nmethod of Exanple 7, step (b) using t he product of
step (c). MS (AREY) 8B4 (MEH'TI0B®) 7.37-7.24 (IH n), 7.23-7.17 (16, m),
7.16-6.98 (IH, rr), 3.97 (2H, 2s s), 2.72-2.52 (HR.m, 2.21-2.14 (IH m,
129122% 1%§17111(1H m e) [1S-[1a, 213, 3P, 4a(1S*,

2R*) B-[4[ 7(] [E’(aynl@ f1 uor ophenyl ) cycl opr opyl ani no] 5-

(propyl thio)- Bﬂ-{mﬁﬁﬁ,naasmr)n-zss-mmmxm-u+(wu¢qpmmwm-3 di hydr oxy-
30 cycl opent ﬂ;ﬁaﬁﬁﬁm .5- @m:d‘rl . WsyrithiaRes-
according to @%ﬁ?ﬁ%@ (; ‘gr;sp éo t)g%t%z Qu5| ng the prg%ucts of
step (d) and ExclopeR %‘gﬁf 35 NWR [err]H (d[err]-DVBO) 9.37 (IH,
s), 795 71091(1H n'), 736727(2H m, 7.09-7.06 (1H, m, 5.14-5.12

gl go ) 5 OOTﬁle ft o()gllﬁbunmwas frefdted'actording'th thenettidd dlednipft 1 kb d)nlm the
- product of example 1, step ¢) and 3-methoxy-1-propylamine, followed by the meth of
example 1, step €).

1s  Mpt171-173°C
MS (APCI) 542 (M+H', 100%).

NMR 8H (d-DMSO) 9.35 (1H, d), 7.92,(1H, 5), 7.29 (2H, 1), 7.20-7.16 (3H, m), 5.12 (1H,

»  d),4.98-4.89 (2H, m), 442 (1H, g), 4.11 (1B, q), 3.32 (2H, ), 321 (4H, 5), 3.11 (2H, g),
2.90-2.83 (2H, m), 2.80-2.74 (1H, m), 2.33-2.21 (2H, m), 2.13 (1H, 5), 1.64 (2H, quin),
1.53-1.46 (3H, m), 1.35-1.30 (1H, m), 0.81 (3H, 1).

Example 57
s [18{1,2B,3P,40(E)]}-N-Ethyl-2,3-dihydroxy-4-[7-[(4-phenylbut-3-enyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d)pyrimidin-3-yl]-cyclopentanecarboxamide

a) [3aR-[3a0,40,,60( B),6a0:]]-N-Ethyl-tetrahydro-2,2-dimethyl-6-[7-[(4-phenylbut-3-
enyl)amino)-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yi]-4H-cyclopenta-
30 1,3-dioxole-4-carboxamide

Prepared according to the method of example 50, step a) using the product of
example 7, step d) and 4-phenylbut-3-enylamine (prepared as described by Imada J.
Organomet. Chem. 1993, 451, 183).
35 .
MS (APCD 552 (M+H', 100%).



(3H, m, 2.96-2.86 (2H, M, 2.74-2.72 (IH m, 2.33-2.24 (2H, m, 2.13-2.12
(IH, m, 1.57-1.47 (3H, m, 1.41-1.23 (1H,-m, 1.05-1.00 (3H, t),

0. 84 0.80 (3H, t) M5 (APCI) 534 (MrH err], 100% Exanpl e 56
[1S-[err] 3-WPYHU#EMy - N- ( 3- et | oxypropyl ) -447-[(2 PCT/SE99/00154

phenyl cycl opr opyl ) am noJ- S- (propyl t hi ogr 3H1, 2, 3-triazol 04, 54dpy<riif—3dyl ]
- cycl opent anecar boxam de 10 %e title conpound was prepared
according to the nethod of exanple 1, step d), using the - product of
exanple 1, step c) and 3-net hoxy-1-propyl am ne, followed by the method of
exanple 1, step e). 15 Mot 171-173[err]C M5 (APCI) 542 (MrH err],

100%) . b) [Mp@ﬂsqmo«mlbwrl}tmmlﬁdme@ﬁ-[(4phenmm-3eéuy1)mjnol-s- 29 (2H,

t), 7.20- 7 " .42 (1H,
q. 4. 11( ) o), BZ%H t)ﬂH’s HI}%"%H @7“458%‘4‘@%“’3%’“%‘ 2.90- 2. 83
(2Hn)280274(1Hn)233221(2H m, 2.13 (1H, s), 1.64 (2H,
qui n), s ThétiB@edmptiind ¥h4 preparediacadrding 8Dth¢ driethod bf exdmple 18( Stp b))using the
Exanpl e 57 £ st
p uc o sc% %
[I1S[err]- dhydr oxy- 44[ Ut 4- pheuyl but . 3- eayl )an‘nl fo-5
(propyl thi o) 3H—I 2,3-triazol oE4, Spyr hni d- 3-yl ]i cycl opent anecar boxam de
a) [[err] NM'ptIin(Ut nhydro- 2,2-dimethyl -6-[7-[ (4-pbenyl but - 3-
enyl ) am no] 5- (propylthio)-3H 1, 2,3-triazolo(4,5.dl pyrimdin.3.yi]-4H cycl op

exanp! o050 M ARSI BB Cauc of | r example 7. etep d) and
-4- phenyl but - 3-enyl am ne (prepared as described by Inada I. Or ganonet .
‘Chem 1993 N\MRBH #3DMs8P9.08 (11, Y5767, by, $38.70 s Shy. .48 1%, 6.33 (1B,
' dt), 5.11 (1H, d), 4.98-4.94 (2H, m), 4.46-4.40 (1H, m), 4.13-4.09 (1H, m), 3.65 (1H, br ),
3.14-3.05 (4H, m), 2.78-2.70 (1H, m), 2.58-2.50 (3H, m), 2.32-2.25 (2H, m), 1.75-1.68
15 (2H, m), 1.05-0.96 (6H, m).

Example 58 -
[15-(10,.28,3B,40))-N-Ethyl-2,3-dihydroxy-4-[7-{[3-(4-methylphenyl)propylJamino]-5-
{prop'ilthio)-3H-l,2,3-tﬁazolo[4,54]p;:ﬁmidin-3-yl]-cyclopentanecarboxamide

a) [3aR-(3a0,40,60,6a0)]-N-Ethyl-tetrahydro-2,2-dimethyl-6-[7-[[3-(4-
methylphenyl)propyllamine}-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl}-
4H-cyclopenta-1,3-dioxole-4-carboxamide

2s  Prepared according to the method of example 50, step a) using the product of

example 7, step d) and 3-(4-methylphenyl)propylamine (prepared as described by Braun,
Chem. Ber. 1927, 60, 107).

MS (APCI) 554 (M+H", 100%).

30
b) [15-(1c,26,38,40)]-NV-Ethyl-2,3-dihydroxy-d-{7-[[3-(4-
methylphenyl)propyljamino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yI]-
cyclopentanecarboxamide

35 Tpe title compound was prepared according to the method of example 39, step b) using the
product of step a).



54 . b) [IS[[err]]-NEthyl-293.di hydroxy-4-[7
(4. phenyl but - 3. enyl ) ani noJ- 5. :

(propyl tbio)- -1tiazol o[ 4, S-dl pyrimdin-3-yl]-cyclo boxam d
S R PRRBARRAL

conpound was prepared according to the ne exanpl e
18, step b) using the product of steffa). Mt 217C 0 M5 (APC)
512 (MrH, 100% . NVR [err]H (d[err]-DVsO) 9.08 (1H, t), 7.92 (IH t),
7.39-7.20 (5H, m, 6.48 (1H, d), 6.33 (IH, dt), 5.11 (IH, d), 4.98-4.94
(2H M), . 4.46-4.40 (1H, m), 4.134.09 (1H, m, 3.65 (1H brq), 3.14-3.05
(4H, m), 2.7&-%1‘3%(|H, in), 2.58-2.50 (3H, m, 2.32-2.25 (2H, m,
1.75-1.68 15 F > 1n), 1.05-0.96 (6H, m. Exanpl e 58

[I1S-([err]l]-NEthyl.2, 3-di hydroxy4-[7-[[ 3-(4-net hyl phenyl) propyl | am no].-S
vopy- | t hi o) - 3us TABCI 514 (A, 060%)o- pyri mi di n. 3. yl | - cYcl opent anecar boxami de
20 a) [[err] N-Ethyl-tetrahydro-2,2-dinethyl-6-(7-t[3-(4-

met hyl phenyl ) propyl | am nog)- Sagropyl thio)-3HR1, 23.tri azol o[ 4, 5- 4pyri m di n-
3-ylJ 4H-IOMR| &b £dstRMSOR2.8% JRboel- 20 Q8 Hok k7 86 (4ER ), Tt LOHE, dH428¢93di ng
to the met hodop! m§¥asw.A @ﬁ;m,T4§IB-4§99(!BjrﬂﬁS.tsb?erer@JQ.tlej03(4H nsamle 7,
step d) and 3:[(4:net hyl pr opvl e (preparéd.as descrrbed by Braun,
Chom Ber. 195 G, o pyP 2Y R BASA. S Sk @by m. 1rsobsh (How. 105 1
[I1S([err]]-N.S%0H m2, 3-di hydroxy4 [7.[[3-(4-

met hyl phegy! ) propyl ] am no] -5- (propyl thio)-3H1,.,3-triazol o[ 4, 5. dl pyrm di n-

3-yl]- Cliyad %ng anecar boxam de 35 The title conpound was prepared
accordi ng to therethod of exanple 39, step b) using the product of
step a). {15-{101,28,3B,40,(15*,2R")]]-N-Ethy}-2,3-dihydroxy-4-[7-[[2-(4-

aminosulfonylphenyl)-cyclopropyllamino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-
dlpyrimidin-3-yl]-cyclopentanecarboxamide

15
a) (15-trans)-4-(2-AminocyclopropyDphenylsulfonamide, hydrochloride
The sub-title compound was prepared from (1R-trans)-phenylcyclopropanamine according
to the method described in US 3,487,154; '

m.p.211-2°C

NMR &H (ds-DMSO0) 8.71 (3H, s), 7.72 (2H, d), 7.35 (24, d), 7.33 (2H, s), 2.94-2.82 (1H,
m), 2.47-2.42 (1H, m), 1.55-1.47 (1H, m), 1.28 (1H, q).

b) [15-{1¢,28,3B,40(15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[[2-(4-
aminosulfonylphenyl)-cyclopropyllamino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-
d)pyrimidin-3-yl]-cyclopentanecarboxamide

30 The title compound was prepared according to the method of example 7, step (¢) using the
products of step (a) and example 7, step (d).

MS (APCD) 577 (M+H", 100%)

35 NMR 8H (ds-DMSO) 9.40 (1H, d), 7.91 (1H, t), 7.73 (2H, d), 7.38 (2H, d), 7.28 (2H, 5),
5.13 (1H, 5), 4.96 (2H, q), 4.43 (1H, t), 4.10 (1H, 1), 3.32-3.30 (1H, m), 3.15-3.04 (2H, m),



55 Mpt 215[err]C M5 (APCI) 514 (MrH err], 100%. 5. NVR
[err]H (d[err]-DVMBO) 9.03 (1H, t), 7.90 (1H, t), 713706(4H , 5.11
(1H, d), 4.98-4 93 (2H, m, 4.45-4.41 (1H, n),413409§ m, 3.50
(2H1, br q)WO3%4B54 3 03 (4H, m), 2.74- 2.58 (3H, mPCHSEY 0025425 (2H,
m, 2.25 (3H, s), 1.93-1.87 (2H, m, 5-1.61 (2H, nm), 1.05- 0-95
(6H, m. 10 Exanpl e 59 [[errf Et hyl . 2, 3-di ydroxy4.[74[[ 2. (4-

anm nosuf | onyl phenyl ) - cycl opropyl eam no] - S- (propyl thio).3H 1,2, 3. triazol of 4,
5- dl pyri m di n- 3- yIJ c I(ﬁ)ent anecar boxam de is

a)
(1 S trans) 208280 Ha B 180h TRF2- 8T mnd . & 130 (4H. o | .63 (35h 1), The
sub-title @mreMl was prepared from (1R-trans)-phenyl cycl opropananm e
accordi ng to be nethod described in US 3,487, 154: 20 mp. 211-2C
NVR [err] (d[err]- DI\/SO) 8.71 (3H, s), 7.72 (2H, d), 7.35 (2H, d), 7.33 (2H,
s), 2.94-2. le-60 n, 247242(1H m, 1.55-1.47 (IH n), 1.28 (IH,
Q. 25 [mndmﬂmmsm*ﬁmi 4 7-[[2- (4
am nosui fo enyl t hi 0)- 3K -trazol o[ 4,
dl pyri ni di %‘3 @%‘Eﬁﬁﬁ'}?ﬁﬂ%‘“ﬁm&@ 3%'1 Sound was
pr epar ed ac(pmpdlthlg)-BH %ﬂmomsdipmdw-&yﬂ-cydommyanbmdh he
products of step (a) and exanple 7, step M5 ( APCI) 577 (MH -1,

0
7,38 (2t & Da-Gabiioidd JSW?%TQ@!?&&&@#&W?@#&# Waa ik
4.10 (1M tt)-nﬂueromtlwlm opml)lammo}&[”&[(eﬁpb@ﬁykyd@nmpyl)ammo]- -
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yI]-4H-cyclopenta-1,3-dioxole-4-
carboxamide

Prepared according to the method of example 50, step a) using the product of example 1,

1s  step d) and 3-(4-trifluoromethylphenyl)propyl)amine (Prepared as described by KFannura
etal, Bioorganic Medicinal Chermstry, 1997 §, 1675).

MS (APCI) 608 (M+H", 100%).

2 b) [15-[10,2B,3B, 40 (15*2R*)]]-2,3-Dihydroxy-N~((3-(4-
trifluoromethylphenyl)propyl)amino)-4-[7-[(2-phenylcyclopropyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-ylj-cyclopentanecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
2s  product of step a).

Mpt 215-217°C

MS (APCT) 568 (M+H", 100%).

30
NMR 8H (ds-DMSO) 9.06-9.03 (1H, t), 7.93-7.90 (1H, ¢), 7.64-7.45 (4H, m), 5.10-4.90
(3H, m), 4.41 (1H, m), 4.11-4.09 (1H, dd), 3.55-3.49 (1H, dd), 3.14-3.01 (4H, m), 2.78-
2.69 (3H, m), 2.36-2.20 (2H, m), 1.99-1.94 (2H, m), 1.69-1.62 (2H, m), 1.04-0.94 (6H, m).



56 : 2.98-2.80 (2H, m, 2.78-2.69 (IH m, 2.37-2.17 (3H m, 1.74-1.39
(4H, m, 1.03 (3H, t), 0.82 (3H, t). Exanpl e 60 5
[1S-[err]-2,3-Di hydroxy-N.[[3. (4.
trifluoromet ABHL | ) propyl ] ani no] 4- [ 7- [ (2- phenyl eycl opr FSSEEPHE] - S-
“(propylthio)-3H1,2,3-triazol o(4, 5dpyri g di n-3-yl]-cycl opent anecar boxam de
a) [3aR-[err]),]]-Tetrahydro-2,2-dinmethyl1..[[3.(4- 10
trifuoronet hyl phenyl) propyl ] am nol - 6-[ 7-[ ( 2- phenyl cycl opr opyl ) am no] - 5.
(propylthio)-3HI1A3-triazol o[ 4, 5-dl pyri m din-3-yl]]4H cycl opent a- 1, 3-di oxol
e4- car ¢, Prepared according to the nethod of exanple 50,
St ?2 a) :‘J|SI r(QSKmmﬁMﬂ)ii4-[G*(Cwmbﬂ?xﬁno'b-S-(2-ihpithﬂbn)ﬂtlﬂo)-35_-1,2;3- <
-(4-tri Uoﬁﬁ?ﬁ@)ﬁﬁgﬁ?&i X R A

Fuj i nur a e af’, BiIroor gé%pc(}p/bdl C nM%&g[{-&c?%%ﬁ@&@%M& (%)
(APCI) 608 (MrH err], 100%. 20 -b) [[err]]]-2,3-Di hydroxy-N((3-(4-:
trifl uor osretTheritebempdund wappiepaed azcordifig bo'thé metho bfdxampleap uginy b) am nol - 5-
(propyl t hi O)Iﬁgft%luggégﬁaﬁ&@ml (4, 5dpyri mdi n-3-yl ] - cydopent anecar boxam de
The title cohpoun S prepared according to the nethod of exanple 39, step
b) using the 25 product of step a). Mpt 215-217[err]C M5 (APCI)
568 (M+H er rijpt (82O9L. 30 NVR [err]H (d6-DVMBO) 9.06-9.03 (IH, t),
7.93-7.90 (1H, t), 7.64-7.45 (4H, m, 5.10-4.90 (3H, m, 4.41 (1H, m,
4.11-4.09 (11, d 3.55-3.49 (1H, dd), 3.14-3.01 (4H, m, 2.78- 2.69
(3H, m), 2. ISLAPED FOGM+H,180%)9-1. 94 (2H, n), 1.69-1.62 (2H, m), 1.04-0.94
(6H, m.

NMR 3H (de-DMSO) 9.14 (1H, d), 8.22 (2H, m), 7.98-7.56 (6H, m), 5.11-5.09 (1H, d),

4.95-4.85 (1H, m), 4.38-36 (1H, m), 4.05-4.03 (1H, m), 3.11-3.07 (2H, m), 2.73-2.60 (2H,

m), 2.27-2.11 (2H, m), 1.02 (3H, t), 0.86-0.41 (4H, m).

15

Example 62

[15-[10,28,3B,40/(15*,2R*)]]-N-Ethyl-4-[5-(d-fluorophenylthio)-7-[(2-

phenylcyclopropyl)amine}-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yI}-2,3-dihydroxy-

cydiopentanecarboxamide '

a) [3aR-[3a0,d0,60(1R*,28*),6a0]]-N-Ethyl-tetrahydro-2,2-dimethyl-6-[7-[(2-
phenylcyclopropyl)amino}-5-(4-fluorophenyithio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-
3.yl}-4H-cyclopenta-1,3-dioxole-4-carboxamide

25 Prepared according to the method of example 4, step b), using the product from example
20, step a) and 4-fluorothiophenol.

MS (APCI) 590 (M+H", 100%).

3  b) [15-[10,28,38,40(15*,2R*)]]-N-Ethyl-4-[5-(4-fluorophenylthio)-7-{(2-
phenylcyclopropyl)amine]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-y1}-2,3-dihydroxy-
cyclopentanecarboxamide

Prepared according to the method of example 39, step b) using the product of step a).
I
Mpt 195°C



57 Exanpl e 61
(1S.([err]-(Cycl opropyYal ni no) 5-(2-napht hal enyl thio)-3H. 1, Z3

triazol o(4,5-d]pyrimdin-3-yl]-N ethyl -2, 3-ihydroxy. 4-cyl opent anecar baxam d

e 5 TheWMa®HdB5¢onpound was prepared accordi ng to t he REFVHERIOGH exanpl e
47 using 2- mer capt onapht hal ene. Mot 182-4[err]C 10 Ms-
(APCI) 506 (MtH err], 100% . NI\/RﬁBerr] (d[err]-DMSO) 9.14 (1H, d),
8.22 (2H, m, 7.98-7.56 (611, m, 5.11-5.09 (111, d), 4.954.85 (I. m,
4.38-36 (1H, nm, 4.054.03 (1H, m, 3.11-3.07 (211, m, 2.73-2.60 (211,

m, 2.27-2.11 (2P m, 1.02 (3H, t), 0.86-0A1 (4H, m. Is Exanpl e 62
[1S[[err]] \ enyl thio)-7-B2

phenyl cycl o%trsg%?ﬁa;k%b%ﬁgab?%g 3-tiazoot 40S-d4pyri md. 3-yl J- 2, 3di ydr oxy.
cycl opent anecar boxam de 20 a)

[err], 6aaf] NMRDH (s DMSO N3G (H,2). 7.9V H) 1)} 7.63H7 58 (2H, m), 7.32-7.05 (7H, m),

ggegy'ze?'t f?gggétgﬁg‘?jjli ﬁl), i@gﬁm QBN&EYYA 57435 (1H, m), 4.054.02 (1H, m), 3.13-
3oyl 0 AH oy 3P Eh ), 2 T5E0 (. 3042-30:2:0 3Hhirals 142438 (HHamh A dA- 34 hg 1 o

t he met hod nb3eEpl e 4, step b), using the product from exanple 20,
step a) and 4-fl uorothi ophenol . M5 (APCI) 590 (MrH err], 1009%. 30
b) [IS-[err | 4[ 5. (4. fuorophenyitbhio).7.[(2,

phei nyl cycl éﬁl\%@%am no]-3H. 1, 2,3-triazoEl o(4,.pyridtn-3.yl].2.3i hydroxy.

cycl openb anfSq18283f14dL15*,2R*)]]-N-(2-Fluoroethyl)-2,3-dihydroxy-4-[5-(methylthio)-7-[(2-
phenyicyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yI]-
cyclopentanecarboxamide

a) [3aR-[3ac,40.,60,6a0:(1R*,25*)]]-N-(2-Fluoroethyl)-tetrahydro-2,2-dimethyl-6-[5-
ts  (methylthio)-7-[(2-phenylcyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d}pyrimidin-3-yl]-

4H-cyclopenta-1,3-dioxole-4-carboxamide

The title compound was prepared accordi’ng to the method of example 39, step a) using the

product of example 20, step b). -

MS (APCI) 528 (M+H", 100%).
b) [1S-[1c1,2B,3B,40t (15*,2R*)]]-N-(2-Fluoroethyl)-2,3-dihydroxy-4-[5-(methylthio)-7-
[(2-phenylcyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-

25  cyclopentanecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
product of step ¢).

3  Mpt 165-167 °C
MS (APCI) 488 (M+H", 100%).
NMR 8H (de-DMSO) 9.35 (1H, d), 8.23-8.21 (1H, t), 7.30-7.16 (5H, m), 5.15-4.96 (3H,

33 m), 4.50-4.12 (4H, m), 3.42-3.41 (1H, m), 3.20-3.18 (1H, m), 2.84-2.79 (1H, m), 2.33 (3H,
s), 2.28-2.10 (2H, m), 1.51-1.31( 2H, m),



Prepared according to the nmethod of exanple 39, step b) using the product
of step a). 35 I\/pt 195[err]C

58 550 (M+tH err]t, 100%. NVR [err] O 9.35
(1H, d), 7. 90‘%@’; 5 7.63-7.58 (2H m, 7.32-7.05 (7H Msgg”@@o (1H,
d), 4.95(1H d), 4.94-4.80 (11, m, 4.37-4.33 (1H m, 405402(1H ™),
3. 13- 3.06 (3H, m, 2.75- 2, 70 (1H rr) 2.30-2.10 (3H, m, 1.42-1.38

(1H, m, 1.17-1.13 (1H m, 1.03 (3H, t). Exanple 63 io0
I1S-(1a, 25, 313, 4a

(S*, 7R*)]]1-N-(2-Eluoroethyl). 2, 3-di hydroxy. 4. 15. (nethylthio)-7.[(2-
phenyl cycl opr gpypRgYNOl - 3H-1, 2 3-triazol o. 4, 5 d pyrlmdln 3- yI]

e o s ke e i

(met hyl t hi o) - K2ipheaylexsloprepybinsinod 35,2 BitriadoBify,5- )y rimidin Byl of 4, 5. pyri m di n

-3-yl] s “4Eydopeh@ngiarBoxhmidedi 0Xx0l e4- car boxam de | The title conpound
was prepared according to the nmethod of exanple 39, step a) using the
| xoduct of exanple 20, step b). 20 M5 (APCI) 528 (MrH e]rr], 100%.

b) 1S-[err]]- n}[@ammemeamvmm-mmwmmmﬂmmmmmhﬁ-s-

[ (2- phenyl cyc &Rﬂ&ﬁ&)ﬁﬁ- Lhé{?xc}claf P@ Qjo éﬁﬂ—h&){l{, éghpf.ﬁﬁ
The method of ﬁg‘%w”kn 13 gl 4 cantigamide B’?idﬁéfgé step ). '”%o”

Mpt 165-16% C VS (APCI ) 488 (M+H[ err], 100%.
The subtitle compound was prepared by the method of example 39, step a) using the
product of example 20, step b) and methyoxyethylamine.

MS (APCI) 540 (M+H', 100%).

15
b) [18-[10;,2B,3,40x (15*,2R*)]}-2,3-Dihydroxy-N-(2-methoxyethyl)-4-[5-(methylthio)-
7-[(2-phenylcyclopropyDamino}-3H-1,2,3-triazolo[d,5-d]pyrimidin-3-yl}- —
cyclopentanecarboxamide

20  The title compound was prepared according to the method of example 39, step b) using the
product of step a).

Mpt 180-183 °C
25 MS (APCI) S00 (M+H*, 100%).

NMR 8H (ds-DMSO) 9.35 (1H, d), 8.02-7.99 (1H, 1), 7.30-7.16 (5H, m), 5.134.95 (3H,
my), 443 (1H, m), 4.11 (1H, m), 3.36 (3H, m), 3.24-3.19 (4H, m), 2.82-2.76 (1H, m), 2.30
(3H, s), 2.38-2.10 (2H, m), 1.51-1.30( 2H, m),

30
Example 65
[15-[10,28,3B,40:(15%,2R*]]-2,3-Dihydroxy-N-(1-methylethyl)-4-[5-(methylthio)-7-[(2-
phenylcyclopropyl)amino]-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yl}-
cyclopentanecarboxamide

35



NMR [err] (d6-DMBO) 9.35 (1H, d), 8.23-8.21 (1H, t), 7.30- 7 16 (5H, M,

5.15-4.96 (3H, 35 n), 4.50-4.12 (4H, 1), 3.42-3.41 (1H n), 3.20-3.18 (1H,
m, 2.84-2.79 (1H, m, 2.33 (3H, s), 228210(2H nzT 1.51-1. 31( 2H,
wo /41254 PCT/

sz99/oolgmp| e 64
[ls[err] Di hydroxy. N. (2. met boxyet hyl ) 4. (Sfgnet hyl t hi 0) - 7

[ (2- phenyl cycl opropyl ) ai noj - 3H—1 2,3-triazol 04, Sd-pyrinmdin-3.yli- s
cycl opent anecar boxam de

[[err] Tetrah + N ( 2- met hox et ﬂ% di neth .
[ 5- (et hylth 9‘1" b‘ﬁ’ten i E‘F’é QFRE 9885 B ‘L ag pfjexample 39, st2p3) BYRE B pyri m
i di n-3- Bfaph)addrmcbylahﬂammeboxam de 10 The subtitle
conmpound was prepar ed by the nethod of exanple 39, step a) using the

pni duct of e 2Q, nd met hyoxyet hyl am ne. M5 (APClI) 540

(MtH err], 1@%%%@5&40%%0’ @??‘err] Di hydr oxy. Nmet hoyet hyl ) 4t 5(net hyl t hi ).

7[ (2- phenyl cycl opropyl )ammi no] -3Hr-1, 2, 3-tri azol 0(4 S5pyri & id-3.yl]-

cycl opent aneﬂﬁﬂ@&ﬁqaa-nmsmmaned)t‘/ 30 SHC HV@% 43353@?{ ﬁf4 ding to
ro

Moo 150- 103 @ £46 (B, @ay dazl o) Wﬁb{%the H, m), 241 ({230 G, g 4.46050)
9.35 (1H, d)(IHBm2L30 G#l, ddH].10 {9H, 1)30- 7. 16 (511 M), 5.13-4.95 (311,

10 Example 66 (AR-C 126459XX)

[1S-(10,,2B,3B,400) |-N-Ethyl-2,3-dihydroxy-4-[7-[[3-(3-nitrophenyl)propyljamino}-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl)-cyclopentanecarboxamide

15 The title compound was prepared according to the method of example 7, step ) using the
' product of examplie 7, step d) and 3-(3-nitrophenyl)propylamine (prepared as described by
Ingold, J. Chem. Soc., 1927, 813).

Mpt 188-190°C

MS (APCI) 545 (M+H", 100%).

NMR SH (ds-DMSO) 9.04 (1H, 1), 8.11 (1H, s), 8.04 (1H, dt), 7.91 (1H, t), 7.72 (1H, d),
7.57 (1H, t), 5.11 (1H, d), 4.98-4.94 (2H, m), 4.45-4.39 (1H, m), 4.11 (1H, d), 3.53 (2H,

25 q),3.12-3.02 (5H, m), 2.80 (2H, t), 2.78-2.71 (1H, m), 2.37-2.20 (2H, m), 2.05-1.95 (2H,
m), 1.72-1.61 (2H, m), 1.05-0.93 (5H, m).



m, 4.43 (1H, m, 4.11 (IH m, 3.36 (3H, nm), 3.24-3.19 (4H, n), 2.82-2.76
(1H, in), 2.30 (3H, s), 2.38-2.10 (2X, m, 1.51-1.30( 2H, m, 30
Exanpl e 65 rr] Di hydr oxyN- (| - met hyl et hyl ) h4- [S(r’rq,gtq. 7-[(2-
60 The t|t e corrpound was prepared according to the rre hwcfg)sf
exanple 39, step a) using the product of Exanple 20, step b) and =

1- met hyl et hyl am ne. MS (APCI) 4841 (MtH err], 100%. 5 NVR
[err]H (d6-DVBO) 7.64 (IH d), 7.20 (5H m, 500(1H, dd), 4.85 (I H d),
4.66 (1H, d), 4.46 (1H, dd), 4.17 (1H, d) 3.87 (IH m, 2.78 (1H, m,
2.41 (31, s) ExampR6/3H, nm), 1.46 (I H, , 1. 30 (1H dd), 1.10 (9H, m.

10 Exanmple 6

] - NEtHElZglj-ﬂhajg by Hf&é}i he’n‘ﬁf”é;i

(propyl t hi o) Pheast %y) ik g B';‘;‘f ‘5‘“@‘% ]2% lald¥car boxni de
15 The tltldjmmdwywqpenpaeeaibuanﬁddl ng to the nethod of exanple 7,
step e) using the product of exanple 7, step d).and

?:h{e% nlségophenﬁpkprop%’%rqmg&g repared as desc;rr{_otzizm ;I{gggl ((ler‘IJ—I[ err],
é??% o1 (1 phibigiéyelop i'dliyl)dﬁuﬁwsmﬁ-ﬁﬁmoﬂbmpﬂ)mﬁ]-mé%?ﬁm[ﬁ?-044( 324 o
(2H ., ?"h"'@dﬁ’i’i‘]‘w"ﬁﬂ%‘?{"ﬂﬁ d"gié"'%'%@“’(“ﬁa 25 @), 3.12-3.02 (5H,
m, 280(2H t), 2.78-2.71 (1H, , 2.37-2.20 (2H, m, 2.05-1.95 (2EK

m, 1.72- k. 6Bofidihydmpulfide Kydrate (BQgX\'aﬂadﬁad to a solution of the product of example 20

step b) (0.44¢) in dimethyl sulphoxide (20mi) and the solution stirred at room temperature
for 1.5 hours. Water (3ml) was added and the mixture partitioned between ethyl acetate
and aqueous hydrochloric acid. The organic phase was dried and concentrated. The residue
was dissolved in dichloromethane (10ml) then N,N-diisopropylethylamine (0.35ml) and

15 3,3,3-trifluoroiodopropane (0.18g) added. After stirring at room temperature for 2 hours the
reaction mixture was concentrated and the residue purified (SiO,, isohexane:ethyl acetate
3:2 as eluant) to afford the subtitle coinpound (0.15g).

MS (APCI) 592 M+H", 100%).

2
b) [15-{10,2B,3B,40(1S*,2R*)]}-N-Ethy}-2,3-dihydroxy-4-[7-[(2-
phenylcyclopropylamino]-5-[(3,3,3-triflnoropropylthio}-3H-1,2 3-triazelo[4,5-
djpyrimidin-3-yl}-cyclopentanecarboxamide

25 Prepared according to the method of example 18, step b) using the product of step a).
Mpt 200°C

MS (APCI) 552 (M+H", 100%).

30
NMR 8H (ds-DMSO) 9.46 (1H, d), 7.94 (1H, t), 7.31-7.17 (5H, m), 5.13 (1H, d), 5.00-
4.93 (2H, m), 4.43-4.42 (1H, m), 4.12-4.05 (1H, m), 3.35-3.05 (5H, m), 2.80-2.71 (1H,
m), 2.60-2.45 (2H, m), 2.38-2.17 (3H, m), 1.50-1.45 (1H m), 1.37-1.30 (1H, m), 1.02 (3H,
0.

35



61 Exarrple 67 [IS-[err]NEtyl 2,3 dihydroxy.4-[7-(2- .
phenyl cycl opropyl)anmo] - 5-[(3, 3, 3-trifiuoropropyl)thio]-3H1,2, 3-tri azol o[
4, S- aqgpyrimdin-3.yl]-cycl opentanecar boxam de S a)

[ err] N6- Et hYP/&26hhydr o- 2, 2- di met hyl . 64[ 74( 2. PCT/SE99/00154

phenyl cycl opropyl )am nol -5-((3,3,3-trifluoropropyl)thio].3Hll 2,3-triazol o[ 4
, 5- d] pyri mdin-3-yl]-4H cycl opeba- 1, 3- di oxol e- 4- carboxanlde 10
SodOun1hydrosqu|de hydrate (0.4g) was added to a solution of the product
of exanple 20 step b) (0g44g) in dinethyl sul phoxide (20nl1) and the
sol ution QGQI roomtenperature for 1.5 hours. Water (3m) was

Pydr ochl oriS RSB AReREaR 405 ol FhalB T G ooy R BB ampng B8 71071
resi due 1,2,3M[éﬁd]mmi@-%ﬂmmmmrmﬁmmmwbomde
NN- di i sopropyl ehyl amine (0.35nil) and Is 3,3,3-trifl uoroi odopropane

(0.18g) added, After t|rr|n om. t turefor s.the

reacti oh rﬂh&‘lﬂeémmg“"? g’ﬁ?@?‘f"%ﬁﬂ t?ﬁ’f? d(ﬂ&&”ﬁ'fﬁ’?% gcg%é Sl

I sohexane: witdngthiclcet at e 3:2 as eluant) to afford the subtitle conmpound
(0.15g). M5 (APCI) 592 (MrH err], 100% . 20 b)

[[err]hyl-2, 3-fydroxy-4- 70%,- |
phenyl CyC|%KGB§g)53?IKM6F&§- g 3,3-trifluoropropyl)thio].3H 1,2, 3-triazol o

4, 5- dj pyrm di n-3-yl ] -cycl opent anecar boxam de 25 Prepared according

to the petinfk s eginmc» (5& stgewulp)s) asaor(mt 7. 2" (QH U, 730 (SHAR), 295

Mpt 2000C 1
(d[ er r] - DM3B) 494! @E% é‘)é‘ 9&/& ﬁli‘]f?d) 'g?ﬁmrﬁ%ﬁ 1313;'1\'“@&86@@3 (1H
d), 5.00- m), 2.74,(19B n02}|40-2r¥0 (3H, 49, U60+240 (3, m)) 1.40+1.22 (2H,08), | OH(3Hx)),
3.35-3.05 6?51(3141} 2.80-2.71 (1H, m, 2.60-2.45 (2H, mm), 2.38-2.17
(3H m, 1.7 '4)5(IHn1j), 1.37-1.30 (IH m, 1.02 (3H, . 3S
15 Example 69
[15-(10,28,3B,40/(15*,2R*))]-N-Ethyl-2,3-dihydroxy-4-[S-(propylthio)-7-[{2-(4-
trifluoromethoxyphenyl)cyclopropyf]amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yI]-
cyclopentanecarboxamide

20 a) [3aS-[1(E),3a0,60,7aB]]-Hexahydro-8,8-dimethyl-1-[1-0xo-2-propenyl-3-(4-
trifluoromethoxyphenyl)]-3H-3a,6-methano-2,1-benzisothiazole-2,2-dioxide

The subtitle compound was prepared according to the method of Example 34, step (2) -
using 3-(4-trifluoromethoxyphenyl)-2-propenoic acid.

MS (APCT) 430 (M+H",100%)
b) [3aS-[1(15*,25%),3ac,60,7aB]}-Hexahydro-8,8-dimethyl-1-[[2-(4-
trifluoromethoxyphenyl)cyclopropyljcarbonyl}-3H-3a,6-methano--2,1-

30  benzisothiazole-2,2-dioxide

The subtitle compound was prepared according to the method of Example 34, step (b)
using the product of step (a).

s MS (APCI) 442 (M-H",100%)



62 . Exanpl e 68
(1S-[[err]utyl thio)-7-[(2-phenylcyclopropyl)am no~l-3H

1,23-triazo[o 5 yrimdin-3-yl]-Nethyl -2, 3-di hydroxy-cycgl necar bo
xam de S &@% ﬁﬂsg conpound was prepared according to t @8{?920@&5%

exanple 4, step b) using but anet hi OE M5 (APCI) 512 (MtH err]s
100%9. 10 NMR [err]H (d[err]-DvsO (3 %K) 8.90 (1H, s), 7.60 (1H, t),
7.27 (2H, m, 7.20 (3H, M, 4.95 (IH, dd), 4.81 (1H, d), 4.64 (IH d),
4.76 (1H, dd 4 18 (U . , 2.74 (1H,
in), (2 40- 2. ) )fﬁa ’[nﬂ%oqmg%%gﬁn&ﬂ-cycﬁopg@a% %"‘t"i’h,‘a&h), 1. 04((3H,
t), 085(3H t) 15 Exanple 69

| S-( t I

1 uoromt RSO SRR AR O B o

- Yl - cy using@ ﬁP’é’ﬁ%& hi de 20 a)

[([err]]-Kexahydro- 8, 8-di net hyI 1-[I| - oxo- 2- propenyl - 3- ( 4-
trifluoronetbqy P 6- met hano2, 1- benzi sot hi azol e- 2, 2- di oxi de
The subtitleg@émls%ﬁgoég%r ed according to the nmethod of Exanple 34,
step (a) using 3-(4-trifluoronethoxyphenyl)-2-propenoic acid. 25
[I\/I[S (AiDC:_l)e 4ﬁ@) (lwr&l-ﬂ-](mﬁﬁﬁmime[ﬂfozxﬂ(izenyl)cyclopropanamm, [R-(R*,R*)}-2,3-

err xahydr q- -
trifl uoromet HOXYpie ﬁ?‘%‘cyc’%ﬁ/g 3py| ] car bonyl ] - 3H 3a, 6- net hano--2, 1- 30
benzi sot heazol e- 2, 2- di oxi de The subtitle conpound was prepared
accordi ng tomb@m&mmd&qﬁwa&da&mﬁim thexhethod of Baaplg 7] dvp (b)Y wsthgct of

0,

step (a). ﬂ%SPmlﬁct(&ls?%)(c)AM (MHerr],100%

(D

NMR 8H (ds-DMSO) 7.28-7.22 (4H, m), 3.95 (2H, s), 2.73-2.66 (1H, m), 2.19-2.13 (1H,
15 m), 1.27-1.21 (1H, m), 1.17-1.11 (14, m)

e) [3aR-[3ac,dor,60(1R*,25*),6a0]]-Tetrahydro-2,2-dimethyl-N-methyl-6-[S-
(propylthio)-7-[{2-(4-trifluoromethoxyphenyl)cyclopropyllamino]}-3H4-1,2,3-
triazolo{4,5-dlpyrimidin-3-yl]-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of Example 1, step (c) using
the product of step (d).

MS (APCI) 636 (M+H",100%)

25
f) [15-(10,28,3B,40(15*,2R*))}-N-Ethyl-2,3-dihydroxy-4-[5-(propylthio)-7-[[2-(4-
trifluoromethoxyphenyl)cyclopropyljamine}-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

30  The title compound was prepared according to the method of Example 18, step (b) using
the product of step (e).

MS (APCI) 582 (M+H",100%)



63 c) (IRtrans).2(4-Trifluoronmethoxyphenyl).cycl opropauecar bo~ylic¢

aci d The subtitle conmpound was prepared according to the nethod of
Exanpl e 34, step (c) usi ng the product of step (b). M5 (APClI) 245
(MHerr], 1“9@3/41254 d) PCT/SE99/060154

(1R-t rans) 2(4-Trifl uoronet hoxyphenlyl lcycl opropanam ne, [R-(R*, R*)]-23-
di | ydroxybut anedi oate (1:1) 10 subtitle conpound was prepared
according to the rret hod of Exanmpl e 7, step (b) usi ng t he product of

step (c). Niﬁl;r gd err% DVBO 22 (4H, r? 95 (2H, s),
2.73-2.66 rqnmans(,de- )9.38F 1K} 94, 7 737%(&,@7512@11 e), 510049 l(zﬂlle 11 (1H m
e) [[err] t4 Pdlmlr 9; 23Z(M, r@t ngo tm/q)etzmtz s%én m), 2.83-2.73 (1H,

ropyl thio GVCL 0 am nofl 3H1, 2, 3
ggl ogySdI 0% ?ﬁ?ﬁ%‘é‘éy‘iﬂ’al&é ?E‘E%Bbg %M& A Tdp o§<a$nyd]e 20 The
subtitl e conpound was prepared according to the nethod of Exanple 1, step

Cc) usi roduct of ste d MS (APCl) 636
ENLH[er;:]g k¥E P p (d). ( )

[Tor 1] N @S2I ATy o f Cpppeyotyl f methr 470
t r dl ueor meghenyloycigpropyl)amino -5-(propyltluo)-3H-1,2,3-tnazolo pyrimidin-3-yl]-
1) cycopr opye] g&g&m]“%& 3-triazol o[ 4, 5kd4pyrm &n 3-yl]-

ec

cycl opewt a rboxi i de

10 The title compound was prepared according to the method of example 39, step a) using the
product of example 1, step ¢) and (2-methoxyethyl)methylamine (prepared as described by
J.Hine et al. J. Am. Chem. Soc. 1975, 97, 6513) followed by deprotection according to the
method of example 39, step b). Purification (supercritical fluid chromatography, NC100-
7Diol Hichrom column, 5-30% methanol in carbon dioxide over 25 minutes as eluant)

15 afforded the title compound.

Mpt 85-95°C
MS (APC) 542 (M+H", 100%).

NMR 6H (ds-DMSO) 9.35 (1H, d), 7.31-7.26 (2H, m), 7.21-7.15 (3H, m), 5.154.99 (3H,
m), 4.50-4.40 (1H, m), 4.15-4.08 (1H, m), 3.75-3.65 (1H, m), 3.50-3.43 (4H, m), 3.30-3.10
(4H, m), 3.08 (1H, s), 2.99-2.93 (1H, m), 2.80 (2H, s), 2.37-2.20 (2H, m), 2.18-2.10 (1H,
m), 1.53-1.46 (3H, m), 1.36-1.29 (1H, m), 0.88-0.79 (4H, m).

25
Example 71
[1S-{10,2B,3B,40 (IS*,ZR*)]]-N-(4-Chlorophenyl)-z,3-dihydroxy- 4-[7-[(2-
phenylcyclopropyl)amine]-5-(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yi]-
cyclopentanecarboxamide

30
a) [3aR-[3ac,40,60(1R*,25*),6a0]]-N-(4-Chlorophenyl)-tetrahydro-2,2-dimethyl- 6-
[7-[(2-phenylcyclopropyl)amine}-5-(propyithio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-
yl]-4H-cyclopenta-1,3-dioxole-4-carboxamide

35 The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1, step ¢) and 4-chlorophenylamine.



30 The title conpound was prepared according to the nmethod of Exanple 18,
step (b) using the product of step (e). M5 (APClI) 582
(MtH err] -, 100

64 NMR [‘e‘ﬁ’?@’f‘d[err]-owqq 9.38 (1H, s), 7.97-7.26 (ZPELSEP0054 12
(I'H, s), 5.00-4.91 (2H, m, 4.42 (1H,_s), 4.10 (1H, s), 3.32 (1H, m,
3.09 (2H, q), 2.97-2.85 (2H, m, 2.83-2.63 (1H, m, 2.37-1.85 (3H, in),
1.48-1.36 (4H, m, 1.02 (3H, t), 0.77 (3H, 1t) 5 Exanple 70
(I'S.[[err]hydroxy-N(2-nethoxyethyl)-Nnmethyl (44[74[ (2

phenyl cycl opr oPYl ) ani no] - 5- (propyl thio)-3H1, 2, 3-triazol o[ 4, 5-dJpyril di n- 3-
yl - cyci RAPOSE G20 0pHAMI 190%).| © The title conpound was prepared
accordi ng toqﬁﬁg nethod@g? exanp?e 39, step a) using the product of
exanple 1, step c) and (2-nethoxyethyl)nmethyl am ne (prepared as descri bed

by J. H neb)d18:blo. 28,3/ (1SH2RT)]1D664-ChbFspheyl)-2 Sedibydrbxy- defTe(2- by

deprotection; eftidi opyDaiifo]-5- ithfoslafll £X 250 ﬁ&ﬁﬁﬂ@%}- .
Purificat ign uﬂercri ti-cal jI]ui(gr%r%%g?%lr’%hy, oﬁg’g'g] %IF Hi chrom
col um, 5- BOOEEK?BWWBM di oxi de over 25 minutes as eluant) 1s
afforded the title conmpound. Mpt 85-95[err]C M5 (APClI) 542

M+H . 108%: WDRep : - 7. 31-7.26
E o2H, [ m. T i %?%’?L",u“ﬁq' Y. o %{Jﬁ%@% g’h,[‘; mm%ﬁ&a@aﬁgé?‘?g’s t‘?"izﬁ ﬁ%’r) ,
4.15-4. 08 (1Hrodpetofstepd).3 g5 (| H mm), 3.50-3.43 (4H, n), 3.30-3.10

(41, m), %08 (IH s), 2.99-2.93 (IH n), 2.80 (2H, s), 2.37-2.20 (2H, m,

2.18-2.10 (1Hypt207-208P¢ 1.53-1.46 (3H, m, 1.36-1.29 (1H, m, 0.88-0.79
(4H, m). 25 Yap Ele 71
[1S-([err]]-N-(4-Cnhlorophenyl)-2, 3-di hydroxy- 4-7-[(2-
phenyl cycl oprMBYAPEHB8OIM-ELT, p0skly| t hi 0) - 3H-1, 2, 3-tri azol o[ 4, 5-di pyri ndi d- 3-
yl]- cycl opent anecar boxam de 30
15 NMR 8H (ds-DMSO) 10.22(1H, s), 9.35 (1H, d), 7.69-7.15 (9H, m), 5.26-5.18 (CH, m),
5.02-5.00 (1H, m), 447-4.43 (1H, m), 4.27-4.25(1H, m), 3.21-3.18 (1H, m), 3.01-2.83 (3H,

m), 2.45-2.27 (2H, m), 2.13-2.10 (1H, m), 1.55-1.31(4H, m), 0.83-0.78 (3H, 1).

Esample 72

2 [15-[10,2B,3B,40 (15*2R*)]]-N-(2H-1,3-Benzodioxol-5-yimethyl)-2,3-dilydroxy- 4-[7-
{(2-phenylcyclopropyl)amine]-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl}-
cyclopentanecarboxamide

a) [3aR-[3ac,d0,60(1R*,25%),6a0])-N-(2H-1,3-Benzodioxol-5-ylmethyl)-tetrahydro-
35 2,2-dimethyl-6-[7-[(2-phenylcyclopropyl)amino]-5-(propylthio)-3H-1,2,3-triazolo{4,5-
d]pyrimidin-3-yI]-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of example 39 step ) using

the product of example 1, step c) and 2H-1,3-benzodioxol-5-yImethylamine.
30

MS (APCI) 644 (M+H*, 100%).

SNBSS

oo ..



a) ([err]-N(4Chl orophenyl).tetrahydro-2,-di nmethyl- 6-
[ 7- 4( 2- phenyl cydopr opyl ) am no] - S—(propylthl 0)-3H1,2,3-triazolo(4,5
lpyrimdin yl]-4H cycl opent a- 1, 3- di oxol e- cboxami de 35 The
subtitle co??ﬁgﬂ%ﬂzﬁas prepared according to the nmethod of RETHEPEIEO, sStep

a) using . the product of exanple 1, step c) and 4-chl orophenyl am ne.
65 M5 (APCl) 620 (M+rH err], 10 ) b _
[I1S-[[err] (4Chl orophenyl). 2 3dt hydroxy. 4 [7 2 s phnyl kcl opropyll)a

0J-S. (propylthio)-3H1, 2, i azol o[ 4, 5Sdpyri m di n- 3- &
cycl opet anbbbe[m&ﬁﬁda(ls* ZR“‘M( 1.3 upummsme%w MY@@Ml ng to
t he nmet hod gﬂm{y@] . . JiasIs]a,S -

5;)@ Bh oﬁio'g Phbimob (?ﬁd@llhioﬁl%r liz i A I\f\/R [err]H

t 207-20 580 009 5

'(Vg[err] Dwsﬂr%"’zﬂﬂ ©35 (1H, Ei)e”] 69- 7/()15(9H m, 5.26-5.18 (2,
n, 502500(1f m), 4-474.43 (1HL, ny, 4.27-4.25(1H., n), 3.21-3.18
1f, , e H

(1 A él ( Z’ﬁéﬁ Sipodhd ée%a%kc%%m&h@ieﬁg&n%f% gle%Qlﬁep?b) udiflg theHM)

(1S[err]- peductiob steR yI i net hyl). 2, 3. i heydroxyy 4-47-
[ (2- phenyl cycl opropyl ) ani no3] - 5- (propyl tdo)-3H 123-triazolo[ 4, 5dpyrm di n- 3-

yI ]- é@ pgEMecar boxam de a) [err]]
N (2H 1B3- fzodl oxol - SJyl met hyl ) -t et rahydro- 2s

2,2-diiethyl 6-67-[(2- phenyl cycdopropyl ) am nol-5-(propyltbhio).3H 1,2,3.triaz
o[ 04, S. 1 MS (ARGD 604 (+H'3189%). 4H- cycl opent a- 1, 3- di oxol e. 4car boxam de

NMR 3H (ds-DMSO) 9.35 (1H, d), 8.40 (1H, t), 7.31-7.15 (5H, m), 6.85-6.71 (3H, m),

5.97 (2H, 5), 5.16-4.95 (3H, m), 4.44-4.42 (1H, m), 4.22-4.13 (3H, m), 3.18-3.16 (1H, m),

2.94 ( 1H, m), 2.86-2.81 (2H, m), 2.37-2.27 (2H, m), 2.13 (1H, m), 1.53-1.31(4H, m), 0.82-
15 078 (3H, ).

Example 73

[15-{1¢:,28,30.4c (IS*,ZR*)H-N-(3-Chlomphenylmethyl)-zﬁ-dlhydroxy-“-[7-[(2-

phenylcyclopropyl)ammo]-s-(propylthjo)-3H—1,2,3-trlazolo[4,5-d]pynm1dm-3-yl]-
20 cyclopentanecarboxamide

a) [3aR-[3a0,40,60(1R*,25*),620]]-N-(3-Chlorophenylmethyl)-tetrahydro-2,2-
dimethyl-6-[7-[(2-phenylcyclopropyl)amino]-5-(propylthio)-3H-1,2,3-triazolo{4,5-
d]pyrimidin-3-yl]-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1, step ¢) and 3-chlorobenzylamine.

MS (APCI) 635 (M+H", 100%).

b) [15-[10,2,3P,4c. (15*,2R*)]}-N-(3-Chlorophenyimethyl)-2,3-dihydroxy-4-[7-[(2-

phenylcyclopropyl)amino]-s-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin—3-yl]-
cyclopentanecarboxamide

35 The title compound was prepared according to the method of example 39, step b) using the
product of step a).



The subtitle conpound was prepared according to the nethod of exanple 39

step a) using t he product of exanple 1, step c) and

2H 1, 3- benzodi oxol - 5-yl met hyl anfi ne. 30 M5 (APCl) 644 (I\/H—I\/\£

66 b) [ QP83 - Benzodi oxol . Syl met hyl ). 2, 3. . di hydr oxy® 3100154

[ 74[ (2- phenyl cycl opropyl ) am r o] - 5- (pr opyl.t hi 0) - 3H—1 23-tri azol o[ 4, 5-dpyri nd
- 3- yi ] -cycl opent anecar boxam de 5 he title conpound was prepared
according to the nethod of exanple 39, step b) using the product of
step a). Mpt 182-185 C 10 WMs (APClI) 604 (MrH, 100% . NVR

[err]H (d[err]-DVMBO) 9.35 (1H, d), 8.40 (IH, t), 7.31-7.15 (5H, m,
6.85-6.71 (3*Mptfi)78-180°C 5.97 (2H, s), 5.16-4.95 (3H, m, 4.44-4.42 (1H, m,
4.22-4.13 (3H, " m, 3.18-3.16 (IH m, 2.94 ( IH rn), 2.86-2.81 (2H,
m, 2.37-2.27 (2H, m, 2.13 (111 n), 1.53-1.31(4H, ma), 0.82- is 0.78 (3H,
t). Ex vED (APCI3 595 (M+H', 100%).

[1S-[err].Chlorophenyl nethyl) -2, 3-dhydr oxy4-47-[ (2-

pbyeyel obr OB Ol T SBI 0% 9) 8 S5k . AP 08 Bb. 52047 o,

[ 3aR-[[ err] - (u8), Qéet. tpdEin min3ex1F3,20 (1 Hf mph 2961 dH2m),2.86-2.81 (2H, m), 2.37-2.27
di met hyl - 6- [7 lﬁ;zhgragﬁqxf:hg@jlg@@@ ﬁu@'d@-ﬂﬁf&gfﬂpyl thio).3-1,2,3-triazol oE

4, 5- [ -4H cycl opént a- xol e. 4- car boxani de 25
The subtltle corrpound was prepared according to the nmethod of exanple 39,
step a) usd nExample The product of exanple 1, step c) and

3- chl or obenz i 3 d1£5, 38, dcu(1s* Mo (1 Betlyr 435. ebnbliByvde- 100% - 30
phenylcyclopropyl)amino}-3H-1,2,3-triazolo(4,5-d]pyrimidin-3-yI}-2,3-dihydroxy-
cyclopentanecarboxamide

15 The title compound was prepared according to the method of example 4, step b) using
ethanethiol.

MS (APCI) 484 (M+H", 100%).

0 NMR 8H (ds-DMSO) (363K) 9.36 (1H, d), 7.93 (1H, t), 7.28 (2H, 1), 7.18 (3H, m), 5.11
(1H, d), 4.99 (2H, m), 4.41 (1H, dd), 4.09 (1H, dd), 3.20 (1H, m), 3.15 (2H, m), 2.90-2.30
(2H, m), 2.80-2.70 (1H, m), 2.40-2.20 (2H, m), 2.15 (1H, m), 1.55 (1H, m), 1.30 (2H, m),
1.06 (3H, t), 1.02 (3H, t).

2s  Example 75
[15-(1¢,28,3B,40.)]-4-[7-[(Cyclopropyl)amino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-
d]pyrimidin-3-y1]-2,3-dihydroxy-N-(1,1-dimethyl-2-phenylethyl)
cyclopentanecarboxamide

% a) [3aR-(3a0,40,60,6a0))]-6-[7-(Cyclopropylamino)-5-(propyithio)-3H-1,2,3-
triazolo[4,5-d]pyrimidin-3-yl]-tetrahydro-2,2-dimethyl-4H-cyclopenta-1,3-dioxole-4-
carboxylic acid

Prepared according to the method of example 50, step a) using the product of example 1,
35 step b) and cyclopropylamine.



b) (IS ([err]]N -(3-Chlorophenyhnethyl)-23..dl hydroxy4[7-[(2- .
phenyl cycl opropyl ) am no] -5- (propylthio)-3H1,2,3.triazol o[ 4, 5-dpydrimn-3-y

| 3 cycl opent anecar boxam de 3s The tidtle conpound was prepared
accordi ng t WO%128¢t hod of exanple 39, step b) using the PCT/SEMpHbHuct of
step a). ' 67 _

Mpt 178-180 C Ms (APCl) 595 (MeBBerr], 1009 . NWVR [err]H
(d[err]-DVMBO 9.36 (1H, d), 8.56-8.52 (1H, t), 7.38-7.15 (9H, m, 5.20-4.97
(3H, in), 4.46-4.15 (4H, in), 3.21-3.20 (IH, in), 2.96 ( 1H in),

2. 86- 2. 81 M APCT) 432\BHH "2 10070). (2H, in), 2.13 (I, in), 1.54-1.31(4H,
rn), 0.82-0.77 (3H, t). 10 Exanple 74 [IS-[err]-NEthyl-& 5

thiylthio)-7-[(2- | | 1 nol - 3H-.13;
grei alzgl o( IJSw&#&%@%@@%@ﬁﬁ%ﬁg‘%ﬁﬁﬂéﬁ%ﬂg&r boxani de 15
The titl e teiaradsfd,SH]pyrimidiedgilev-(hi-Dimethyl2pbenylethyi:22alimethybx anpl e 4, step
b i i di M+-H , 100%9. 20 NMWR
[)erlrj]SI ?d[e‘?‘?ﬂ%%?e%lé’ghﬁwgl%%m’(&}ﬁf oATos ((1H, ‘E?,”]rzs (2/()H, t)y, 7.18
(3H in), 5.11 (1H, d), 4.99 (2H, in), 4.41 (1H dd), 4.09 (1H, dd),
3.20 (11, THe)ubtitle tompaird was preparddaczofiing to the riéttiod ofjexar@pl€B9,3tcp @) ysing, i n) ,

(o, 1) dpboolste oqmb 75 s Dang b Gmigh Myt L, 1. 309

[1S-([err]-[(Cyclopropyl)am no]-5-(propylthio)-3H1,2,3-triazol o[ 4S5-
dl pyri ng divsSARCH - s663VEHHTy 0083y - N- (1, 1- di nmet hyl - 2- phenyl et hyl )
cycl opent anecar boxam de 30 a

_a) .
LLerrD]- 61;) [[17.5:-&%/20[3',303?‘{&) ﬁyi[%m(&oc]dp?&éﬁ)mgglEJ]tpgt))[;y?tﬁo%-’3§-f,_2,3-triazolo[4,5-
d}pyrimidin-3-yl]-2,3-dihydroxy-N-(1,1-dimethyl-2-phenylethyl)
cyclopentanecarboxamide

15
The title compound was prepared according to the method of example 39, step b) using the

product of step b) .
Mpt 110-114 °C
MS (APCI) 526 (M+H", 100%).

NMR 8H (ds-DMSO) 9.10-9.08 (1H, d), 7.33-7.10 (6H, m), 5.14-4.93 (3H, m), 4.49-4.48 .
(1H, m), 4.15 (1H, m), 3.32 (1H, m), 3.20-2.94 (5H, m), 2.79-2.74 (1H, m), 2.31-2.29 (
25 2H, m), 1.76-1.68 (2H, m), 1.24-1.18 (6H, m), 0.82-0.69 (6H, m).



trazol o[ 4, 5-dpyrimd

-3-yU] -tetrahydro-2. -di net hyl . 4Hlcycl opent a- 1, 3- di oXol e4- car boxyl c
add ccording to the nethod of exanple 50, ing the
product of ex&ﬁﬁ?’gn% 35 step b) and cycl opropyl ani ne. i’%gnﬁ)om'ﬁ

68 M5 (APCI) 435 (MtH err], 100 /()69 b) -

([err] Cycl opropyl )am no] - 5- (propylth| 0)-3H 1, 2, 3-
triazolo[4,5.dl pyrmdin-3-y]-N (,!|"Di net hyl - 2pheny|ethy|) 22d|nethyl 5

tetrahydro 4H cycli)éent a-1, 3-di oxO e- 4- car boxam de The subtitle
conmpound waE3gaPafed according to the nethod of exanple 39, step a) using
the product [ef.[rRxzA)38,40 AS*2R¥ BNV 4}-Ethockyprobyh)2i3adihidrox24-4fhE@y | et hyl am ne.
10 M5 (AP X 3.vil.

[[err]- [(@M@%@Wﬁ&“ﬁ%ﬁ&?’“&ﬂ?ﬁ S%”?ﬁ—’éfn ?0'39[1 g?ol o?iﬂ? 35}-'ll
d] pyri ni di n-cyclppgntsn xy N- (1, 1-di net hyl - 2- phenyl et hyl)
cydopent apecar boxam de 15 The title corrpound was prepar ed accordi ng to

t he nmet hod of |
Mpt 110- 14 %Wﬁa@‘{‘“ F@Q P"L"Qgﬁ
(dlerr]- uvs@;'-l@-nmﬂcwlxrmlmnohs (rsowlt,h.w)@m ’ﬁ')tflmloiﬁsﬂm -3-. n)
4.49-4.438 4&%%2§mmﬂ;3mxbﬁu-wmm&i& (1F, n), 3.20-2.94 (5H, m),
279274(1I—il 31 2s 2H, m), 176168(2H n) 1241.18
(6H, m, 082069(6H m .

10 The subtitle compound was prepared according to the method of example 39, step a) using

the product of example 1, step ¢) and 3-ethoxypropylamine.
MS (APCI) 596 (M+H', 100%).

15 b) [15-{10,2p,3B,40c (15*,2R*)]]-N-(3-Ethoxypropyl)-2,3-dihydroxy-4-[7-{(2-
phenylcyclopropyl)amino]-S-(propyithio)-3H-1,2,3-triazolof4,5-d]pyrimidin-3-y]-
cyclopentanecarboxamide

The title compound was prepared accordi(ig to the method of example 39, step b) using the
20  product of step a).

Mpt 168-170 °C
MS (APCI) 556 (M+H", 100%).
NMR 3H (de-DMSO) 9.35-9.34 (1H, d), 7.93-7.90 (1H, 1), 7.30-7.15 (SH, m), 5.18-4.90

(3H, m), 4.40 (1H, m), 4.10 (1H, m), 3.42-3.15 (5H, m), 3.09-2.67 (6H, m), 2.36-2.10 (3H,
m), 1.71-1.29 (SH, m), 1.11-1.07 (3H, 1), 0.82-0.79 (3H, t).



69 Exampl e 76 [1S-[[err]-N(3-Ethoxypropyl).2,3-di hydrox4-[7-[(2-
phenyl cycl opropyl )am no] -5-(propylthio)-3H1, 2, 3- trlazol o[4,5-d]pyrifidiK-3

é@l[ oPent anecar boxam de

a)[err] N- (&R8X%Fbr opyl ) - t et rahydro- 2, 2. di met hyl - 6- PCT/SE99/00154

[ 74[ (2- phenyl cycl opropYl ) ani i noj - 5- (propyl thio)-3H1,2,3-triazol o(4,5-pyrim
I di n- 3- yl ]-4H. cycl opent a-1, 3-di 0%l e- 4- car boxam de 10 The subtitle
conpound was prepared according to the nethod of exanple 39, step a) using
the product of exanple 1, step c) and 3-ethoxypropyl am ne. M5 (APCI)
596 (MrH Exampldl?y. 15 b)

[[err]- N‘([ EWWHS" -E(leﬁlen cycloPg[u?l )-5-

BRI i Tl e A

accor di ng cyclopdmnmxlbothiﬂeexarrpl e 39, step b) using the 20 product of
step a), Mpt 168-170 C MS (APCl) 556 (MtF, 100%. 25 NVR

1L R ey Sl 5

3. 09- 2. 67 phéhyicydopropBRnind)e-(peepylthio)-3H,2,32riddold(4 58lpyriridinp-yllaV-11- 1. 07

3H, t), ; L i
(7 > ) m%g%#%m 1,3-dioxole-4-carboxamide

10  The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1 step c) and propylamine.

MS (APCI) 552 (M+H", 100%).

15 b) [1S-[1c,2B,3B,40: (15*,2R*)]]-2,3-Dihydroxy-4-[7-[(2-phenylcyclopropylamino]-5-
(propyltluo)-3H—1,2,3-tnazolo[4,5-d]pynmxdm-3-yl]-N-propy1.
cyclopentanecarboxamide

The titl; compound was prepared .accordifxg to the method of example 39, step b) using the
20  product of step a).

Mpt 184-186 °C
MS (APCI) 512 (M+H", 100%).
NMR 8H (ds-DMSO) 9.35-9.34 (1H, d), 7.92-7.89 (1H, t), 7.30-7.15 (5H, m), 5.10-4.90

(3H, m), 4.40 (1H, m), 4.10 (1H, m), 3.20-2.73 (6H, m), 2.36-2.10 (3H, m), 1.54-1.29 (6H,
m), 0.86-0.79 (6H, m).



[1S-[[err]-Di hydroxy4-[7-[(2phenyl cycl opropyl ) am no] - 5-

(propylthio)-3H 123-triazol o[ 4, 5-dl pyri m di n-3-yl]-Npropyl -

cycl opent anecar boxam de 5 a) [[err]]-Tetrahydro-2,2.dinethyl.6.L7.[(2.
phenyl cycl opr W’ﬁ‘éﬁsﬁi fo]-S-(propylthio)-3H1,2,3-triazol O[Wé‘?%@?ﬁ‘m din-3
-yl -N propyl - 4H cycl opent a- 1, 3- di oxol e4-carboxam de 10 The subtitle
compound was prepared according to the nBthod of exanple 39,.step a) using
t he product of exanple 1 step c) and propyl am ne. M5 (APClI) 552

(MtH err], 100%. 15 b)

[[err], 3- D hytampleMB7- [ (2- phenyl cycl opr opyl ) ami no] - 5-

LA T 0 S e gt

the met hod ofl(cphery opyljapying)y3 33tk step a).
Mpt 184-186 Gyclopentanb&arbésasitige 512 (MrH err], 100% . 25 NMR [err]H
(dlerr]6-DM5) 9.35-9.34 (1H d), 7.92-7.89 (IH t), 7,30-7.15 (5H m,
5.10-4.90 (3H n& 4.40 (1H, n} 4.10 (1H, , 3.20-2.73 (6H. m,
2.36-2.10 (31)[Fefr:[3ac ﬁ%ﬁ%(%»(zxsmw I-N-(3-Ehoxypropyl)-tetrahydre-2,2-djmethyl- 6-
TL b2 QB RetElthio)-7-{(2 Bhesyléydop foyst e SEDY 2)3-tiazolof4,S-dlpyrimidin-3-

, 3- ydr ox - £ ko) =1/~ -,
[ (2- phenyl cyﬁmlﬁgﬁﬁg%n%%ﬂ;fﬂ%%?ol o[ 4, 5dpyrm di n-3-yl ] -
cycl opent anecar boxam de [err] N-(3-Et hoxypropyl)

tetrahydr @ 2 1he ubiiie Bythpoufid was prepared according to the method of example 39, step a) using

0t L LB

yl'].4H cycl opent a- 1, 3- di oxol e- 4- car boxam de
MS (APCI) 568 (M+H", 100%).

15 b) [1S-[1.,2,3B,40: (15* 2R*)]}-N-(3-Ethoxypropyl)-2,3-dihydroxy-4-[5-(methylthio)-
7-[(2-phenylcyclopropyl)amino]-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-
cyclopentanecarboxamide

The title compound was prepared accordi‘ixg to the method of example 39, step b) using the
20  product of step a).

Mpt 171-173 °C
MS (APCI) 528 ( M+H", 100%).

NMR 6H (de-DMSO) 9.36-9.34 (1H, d), 7.92-7.90 (1H, f), 7.31-7.15 (5H, m), 5.14-4.96
(3H, m), 4.43-441(1H, m), 4.12-4.11 (1H, m), 3.42-3.33 (6H, m), 3.19-3.08 (3H, m),
2.76-2.74 (1H, m), 2.36-2.13 (SH, m), 1.65-1.60 ( 2H, m), 1.34-1.32 (1H, m), 1.11-1.07
(3H, 1)

30



10 The subtitle conmpound was prepared according to the nmethod of exanple
39, step a) using t he product of exanple 20, step b) and

3- et hyoxypr opyl ani ne. M5 (APCI) 568 (MrH err], 1000/2. 15 ?)
[1S[err]]]-NMO2bxypropy) - 23dydr oxy- 4- 45- (nmeyl ti o) - CT/SE99/001

17[ ( 2- phenyl cycl opropyl ) am nol - 3H 11, 23-tri azol o(4, 5. dspyri m di a3Syl I~

cycl opent anecar boxam de The titl7@ conpound was prepared according to
t he net hod of exanple 39, step b) using the 20 product of step a).

Mt 171-173 C M5 (APCI) 528 ( MkH[err], 100% . 25 NVR [err]H
(d[err] - DNE&xamde 2%5-9. 34 (I H, d), 7.92-7.90 (IH, t), 7.31-7.15 (5H, m),

5.14-4.96 r1s.11a,2 &4&)(1.?'921@%-& LDﬂ:}Jﬂvox?m 5-( ﬁ% ibd7( kjj m, 3.42-3.33 (6H,
IS e s mcin o cos R WL
72 Eoyalopentanéarboxafmide. [ err] ] - 2, 3- Di hydr oxy-4-45. (nethyl thio)-7-[ ( 2-
phenyl cycl opropyl)am nol - 3H1, 2, 3-triazol os4, 5-d] pyri m di n-3-yl]-N-propyl -
I t '

(SR 3a0 R dS T A RIS RGN Fetrabyioct etk M motbio Gy | ¢ hi o) . 7
4 ( 2- phenylcyclopr_opyl)amino]-3H-l,2,3-mazolo[4,5-d]pyrimidi_n-3_-yl_]—N-propyl-4H-
phenyl cydo . s p azol o[ 4, 5-dpyri m di n-3.yl | - N-propyl -

h I d@r@ﬁ%ﬂgmkd fhoramidedz0! 0[ 4, 5-d d 3.yl -N | - 4H

cydopent a- e- 4- car boxam de o The sa e conpound was prepared
according to the nmethod of exanple 39, step a) using t he product of
exanpl eo 20Theshititielrpmpouhdovas|pydparei aecording to the method of example 39, step a) using

the product of example 20, step b) and propylamine.
MS (APCI) 524 (M+H, 100%).

15 b)[18-[10,2B,3B,40. (IS*,2R*)]j-2,3-l)ihydroxy-4-[5»(methylthio)-7-[(2-
phenylcyclopropylamino]- 3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-propyl-
cyclopentanecarboxamide

The title compound was prepared accordigig to the method of example 39, step b) using the
20  product of step a).

- Mpt 167-169 °C
MS (APCI) 484 (M+H", 100%).

NMR 8H (ds-DMSO) 9.36-9.34 (1H, d), 7.92-7.89 (1H, t), 7.31-7.15 (5H, m), 5.00-4.93
(2H, m), 4.45-4.40 (1H, m), 4.13-4.10 (1H, ¢), 3.21-3.17 (1H, m), 3.06-3.00 (2H, m), 2.77-
2.72 (1H, m), 2.36-2.11 (5H, m), 1.50-1.32( 4H, m), 0.87-0.82 (3H, t)

3 Example 80
[1S-[101,2B,3B,4c (15*,2R*)]]-2,3-Dihydroxy-4-{7-[(2-phenylcyclopropyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-(2-pyridylmethyl)-
cyclopentanecarboxamide



M5 (APCI) 524 (MrHF, 100% . 15 b)

[[err]-Di hydroxy4-[5-(nmethyltjio)-7-[(2- phenyl cycl opr opyl ) am no] -

3H 1,2, 3-tri 5S-dpyri m di n-3-yl]-Npropyl -

cycl opent anegg{;%%&g?ﬁ de The title conpound was pr epafgﬂs%?%"%i ng to
the nethod of exanple 39, step b) using,;he 20 product of step a).

Mot 167-169 C M5 (APClI) 484 (IVHH[@ 100% . 25 NVR [err]H
(d[err]-DvsO) 9.36-9.34 (1H d), 7.92-7. 89 (IH t) 7.31-7.15 (5H, in),
5.00-4.93 2H, m, 4.454.40 (1H 4.13-4 g t), 3.21-3.17 (1H,
M, 3.06-3. 001 @(Wm*),saom “Fetrahydro-32- dnme@m- [+i2(5H, m),

1.50-1. 32( 4phenyRyclopto )%@- ?‘% pyithio) 3@ 1,B.3afatdto[88-dIpyrimidin-3-yl]-N-
raz

(propyith é%@sw@v@%ﬁﬁi‘ ReprEe T R

cycl opent anecar boxam de

7ﬁen | c cf g)l%e[sﬂbﬁde]o-ﬁﬁxbb (sL,0 Ith Mbth@ﬂe&h%&if)ggxgp 01643955‘*?193’);1;s 1%g di nd3-
IOByNY Y p %Fﬁl‘%gﬁ'?@%“ﬁ p“ﬁ% ?g%g‘ﬂ?’ﬁe ﬁ@?&?‘&%m e-4. car bo%m de 5 Y

The subtltle corrpound was prepar ed according to the nethod of exanple 39,

step a) usi ngs (APCHtéA (MedU0%yf exanple 1, step c) and

2- (am nonet hyl ) pyri di ne. M5 (APCI) 601 (MW 100% 10 b)

[I1S-[err]-Di hydroxy- 4- enyl cycdopr opyl ) am no] -

(ropyl t hiw) - M&-[m,@.i?&,ﬁz &Mﬁ%iammmw l(z-mh¢nwlmhptwhanhpl-$~

cycl opent anegasgyehi)3e1 2,3-triazolo[4,5-d}pyrimidin-3-yl}-N-(2-pyridylmethyl)-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
1s  product of step a).

Mpt 168-171°C
MS (APCI) 561 (M+H", 100%).

NMR 8H (ds-DMSO) 9.35 (1H, d), 8.57-8.54 (1H, m), 8.49 (1H, m), 7.76-7.73 (1H, m),
7.30-7.15 (SH, m), 5.16-4.96 (3H, m), 4.46-4.35 (3H, m), 4.20-4.16 (1H, m), 3.23-3.21
(1H, m), 2.98-2.80 (3H, m), 2.44-2.27 (2H, m), 2.10 (1H, m), 1.54-1.29 (4H, m), 0.81-0.77
(3H, 1).

Example 81
[15-[1cc,2B,3B,4et (15* 2R*)]}-2,3-Dihydroxy-4-[7-[(2-phenylcyclopropyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-y1]-N-(3-pyridylmethyl)-
cyclopentanecarboxamide

30
a) [3aR-[3act, 40, 60(1R*,25%),6a0]}-Tetrahydro-2,2-dimethyl-6-[7-[(2-
phenylcyclopropyl)amine]-S-(propylithio)-3H-1,2,3-triazelo[4,5-d]pyrimidin-3-yi}-N-
(3-pyridylmethyl)-<4 H-cyclopenta-1,3-dioxole-4-carboxamide

35 The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1, step ¢) and 3-(aminomethy!I)pyridine.



The title conmpound was prepared according to the nmethod of exanple.39, step

b) using the is product of step a). Mot 168-171[err]C MS (APCl)
561 (MrH err 100% 20 NVR [err]H (d6- DI\/ISO) 9.35 (1H_d 8 57 8.54
(1H, m), 8.WORMI oy 7 76-7.73 (1H ), .30-7.15 (BEI/SERONIES 165 4 96
(3H, m, 4.46-4.35 (3H. m, 4.20 4.16 (1H, m, 3.23-3.21 (1H n)—
2.98-2.80 (3H m, 2.44-2.27 (2H, m, #10 (1H m, 1.54-1.29 (4H, m),
0.81-0.77 (3H, t). 25 Exanpl e 81

[1S-[[err]-D hydroxy-4-[7-[(2-phenyl cycl opropyl)am no] -. 5-

(propyl thio)-3H 123-triazol of 4, 5-dgpyriidin.3-yl]-N(3-pridylnethyl)-

ycl opent anw{m%gmﬁ@b 100%)3) (3aR-[[err]]]-Tetrahydro-2, 2-di nethyl -& 7
[(2-

phenyl cycl opr opyl ) ani no] - S*propyl thi 0)-3H1, 2, 3. tri azol o[ 4, 5. dpyri m d| n 3.y

11- N @;{mnmﬂl3WﬂW)llmDWmﬂ4lﬁﬁﬂ¥Wl@° fwmof examl e 39

tep ) sl ﬁf‘m“’“’% rgﬁiﬁ@?“ﬁ%i’m{l@ RS0y

3- (am none

74 VS (APl) 601 (M+H 100%) .

3. D L, npl - 5- .
(bropylthi ?#‘95@%*“%‘4 s R R h%ﬁ%?’@?me?%mwmﬁmw )-
cycl opent aRECEstISb Rkl e The title conpound was prepared according to

t he metfod of exanple 39, step b) using the
Mpt 159-161°C

MS (APCI) 561 (M+H", 100%).

15 NMR 8H (ds-DMSO) 9.34 (1H, d), 8.56-8.44 (3H, m), 7.67-7.65 (1H, m), 7.36-7.16 (6H,
m), 5.16-4.96 (3H, m), 4.41-4.14 (4H, m), 3.21-2.92 (2H, m), 2.85-2.80 (2H, m), 2.42-1.91
(3H, m), 1.54-1.29 (4H, m), 0.81-0.77 (3H, ¢).

' E'nmp; 82

2  [1S-[10,2f,3B,40 (15*,2R*)]]-2,3-Dihydroxy-4-[7-[(2-phenylicyclopropyl)amino}-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-(4-pyridylmethyl)-
cyclopentanecarboxamide

a) [3aR-[3ac,d0,60(1R*,25*),6a0]]-Tetrahydro-2,2-dimethyl-6-[7-[(2-
25 phenyicyclopropyl)amino]-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yl]-N-
(4-pyridylmethyl)-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1, step c) and 4-(aminomethyl)pyridine.

MS (APCI) 601 (M+H", 100%).

1R



product of step a). 10 Mot 159-161[err]C M5 (APCI) 561 (M -1,

100% 15 NWMR [err]H (d6- DIVISO) 9.34 (IH, d), 8.56-8.44 (3H, , 1.67-7.65
(I'H, : , 5.16-4.96 (3H, m, 4.41-4

3. 21- 2 92 (2&”5#%’?”%‘685 2.80 (2H m, 2.42-1.91 (3H, #’S&’%@ﬂ“ 29
(4H, m, 0.81-0.77 (3H, t). Earerl) 82 20 [IS

[err] 2, 3D hydroxyA4-7-[ (2- phenyl cydopro §I ) am noJ- 5-

(propylthlo) 3H1, 3, 3iazol o[ 4, 5d] pyrim din-3-yl]-N -(4- pyr|dylnethyl)
cycl opent anecarb

[ 3aR-[ 3aa, 4 Ib%ﬁwﬁ g%“) g% a%f']‘)ﬁzr?a -Dilirdnexy-b{7ol(2tphenyleyslopropyl)qminol-$5

pheny| cycl O pupyithio)BHL,2,S-tépuvlaby S Hpyeini i Sy RN gy ety SApY ] i n-3- i ]
JN cg, m;‘amﬁti- cycl opent a- 1, 3- di oxol e4. car boxam de

The subtltle conpound was prepared according to the nethod of exanple 39,
step a) using t he product of exanple 1, step c¢) and

4- (ai ni no;retmlu)lwdi uﬂ&waﬁﬂepared achddi %Bcihé me@dd 6NRHB§IEB§ B Q?’%mg the
75 $eleh hydr oxy4-[ 7-[ ( 2phenyl cycl opr opyl ) am o
(propylthlo) 5 rlazolo(45dlpyr|md|n3yl] N. (4- pyridyl met hyl ) -
cycl opent anecar boxam de 5 The title conpound was prepared according to
t he nmet hod qﬁptemeqps%:%, step b) using the product of step a).

v MS(APCI) 561 (M+H", 100%).

NMR 8H (ds-DMSO) 9.35 (1H, d), 8.58-8.56 (1H, t), 8.48 (3H, m), 7.36-7.16 (7H, m),
5.16-4.94 (3H, m), 4.41-4.14 (4H, m), 3.21-3.19 (1H, m), 2.97-2.80 (3H, m), 2.45-2.10 .
(38, m), 1.54-1.29 (4H, m), 0.81-0.78 (3H, ¢).

13
Example 83
[18~(1c:,28,3B,40)]-4-[7-(Butylamino)-5-(propylthio)-3H-1,2,3-triazolo[4,5- _
d]pyrimidin-3-yl]-2,3-dihydroxy-N-(4-pyridylmethyl)-cyclopentanecarboxamide

%  Prepared according to the method of example 1, step d) using [15-(1¢¢,28,3B,40)]-4-[7-
(butylamino)-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-y1}-2,3-
dihydroxycyclopentanecarboxylic acid (prepared as described in WO-09828300) and 4-
(aminomethyl)pyridine.

25 Mpt 146-9°C
MS (APCI) 501 (M+H", 100%).

NMR 8H (ds-DMSO) 9.00 (1H, t), 8.58 (1H, ¢), 8.50 (2H, d), 7.27 (2H, d), 5.18 (1H, br's),

0 507 (1H, brs), 5.02-4.95 (1H, m), 4.43-4.29 (3H, m), 4.20 (1H, brs), 3.49 (2H, q), 3.15 -
3.03 (2H, m), 2.92-2.87 (1H, m), 2.45-2.24 (2H, m), 1.73-1.56 (4H, m), 1.41-1.30 (2H, m),
0.97 (3H, 1), 091 (3H, 1).



Mpt 140-1450C 10 Ms (APCl) 561 (M+H err], 1009 . NVR [err] H )
(dé-DVMSO 9.35 (1H, d), 8.5-8.56 (IH, t), 8.48 (3H, m, 7.36-7.16 (7H, m,
5.16-4.94 (3H, m), 4.414.14 (4H m, 3.21-3.19 (1H m, 2.97-2.80 (3H, m),
2.45-2. 10 WOM4254) m), 1.54-1.29 (4H m, 0.81-0.78 (3HPCI/FEIIPGIS4

Exanpl e 83 [I1S - [err](Butylam no)-7§5(propyl t hio)-3H 3, 3.ti mazl o[-4, 5-

d] pyri ni di u- 3-y1] - 2, 3-di hydr oxy- N- (4- pyri dyl net hyl ) - cycl opént anecar boxam de
20 Prepared according to the nethod of exanple 1, step d) using [[err]
(but yl ar ni rExantpl¢ §& opyl t hi 0)-3H 1 , 2, 3-ti azol o[ 4, 5- dpyri m di n- 3 ]1-2,3-

di hydroxycy[ﬁ_qgfm ?B‘QQWWMI-QQﬂﬁhMﬂLIW[%m jﬂ V!Q 09828300)
% 500 (1H, |

ggg ?I-\/HrH[ er(Pf"P%%Wﬁ% Mﬂ? t) AgGS%S

(1H, t), B&Glopamnedal:bomiﬂe(ZH d) 5.18 (1H, br s), 30 5.07 (1H, br s),

5.024. 95; (1H, : 4434 29 (3H, , 4.20 (1H, br s), 349(21 q), 3.15 -

303(2H 2. 45-2. 2 .56 (4H, m,

1.41-1. 30 (32?[? 4“’6%6@# ’gii"]]& "’b"@?‘%ﬁ!‘“‘i‘&"" 1@

471?2 ) Fmrleymrowl)mlf5-@[r°p!l!lﬂ°)am1dﬁ@r;azdlows-d]pynnudmé-yl]-N-
pheny C?q’?““ . -4-carbo:

(propylthio)- 29-52‘ 3-tri azoflaﬁm’édgl pyrb xagxin 3-yl]-N-(3-pyridyl)-

cycl opent anecar boxam de a) [[err]]]-Tetrahydro-2,2-dnethyl.6-[7[(2-

10 The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 1, step ¢) and 3-aminopyridine.

MS (APCI) 587 (M+H", 100%).

15 b)[1S-[10,2B,3B,40 (15*,2R*)]]-2,3-Dihydroxy-4-[7-[(2-phenylcyclopropyl)amino]-5-
(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yIJ-N-(3-pyridyl)-
cyclopentanecarboxamide

The title compound was prepated.accordi?g to the method of example 39, step b) using the
20  product of step a).

MS (APCI) 547 (M+H", 100%).

NMR 8H (de-DMSO) 10.32 (1H, s), 9.37 (1H, d), 8.80-8.79 (1H, m), 8.26-8.25 (1H, d),

s 8.10-8.07 (1H, d), 7.37-7.15 (6H, m), 5.29-5.21 (2H, m), 5.04-5.02 (1H, m), 4.47-4.43 (1H,
m), 4.28-4.27 (1H, m), 3.20-2.80 (4H, m), 2.40-2.13 (3H, m), 1.54-1.31 (4H, m), 0.82-0.78
(3H, ).

Example 85

o [1S-(1c,2B,3B,40)])-4-[7-(Butylamino)-5-(propylthio)-3H-1,2,3-triazolo[4,5-
d]pyrimidin-3-yl}-N-ethyl-2,3-dihydroxy-N-(4-pyridylmethyl)-
cyclopentanecarboxamide

Prepared according to the method of example 1, step d) using [15-(1c,,2B,3p,40)]-4-[7-
35 (butylamino)-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-y1]-2,3-

1y



phenyl cycl apr opyl ) ani no] - S- (propyl thio)-3H 1, 23-triazol o[ 4, 5-pyriiidin-3-yl

]-N (3-pyridyl)-4H cycl opent a-1, 3-di oxol e-4-carboxam de io0 The
subtitle CO”DWM} prepared according to the method of &2 step
a) using the 4¥%§uct of exanple 1, step c¢) and 3-am nopyrlg VS

(APCI) 587 (M+H, 100%. 1is b) [18—[Ia772| 3f 3, 4a( 1S*,
*)D- 2, 3- D hydr oxy-4-7-[ (2-phenyl cycopr opyl )annol -S-
(propylthio)-3H 1, 3-triazol o[ 4, Sdl pyrm di n-3-yl]-N-(3-pyridyl)-

cyl opent e L sl o ARE i A OB RS "0 (o |
(APCI) 547 (neﬂavl-‘}-(amm@ethyl)pyn MR SH (d4-DVSO 10.32 (1H, s), 9.37 (IH d),
880 8.79 (1H, , 8.26-8.25 (IH, d), 25 8.10-8.07 (IH d), 7.37-7.15 (6H,
. 5.29-5, 2%@‘%5@(@ 5.04-5.02 (1H, n), 4.474.43 (1H, n, 4.28-4.27
(IIH m, (4H, in), 2.40-2.13 (3H, m, 1.54-1.31 (4H, m,
0.82-0.78s (31H, t). Exanple 85 30 [IS-(1a, 20, 3p,4a)]"4
r7(ButyIamm@(§[f 411*01)00&])-[-1V\btrazolo[4 5-
d] pyri mdin-3 y et hyl - 2, 3-di hydr oxy- N- (4- pyri dyhnet hyl ) -

cycl opent anecar boxam de Prepared according to the nmethod of exanple 1,
step d) usi ndNNIR 8H( (d&DMSD)&P%éﬁ]&s?w (28.4d),7.20 (2H d), 5.20-4.21 (6H, m), 3.53-

(Dutyl am n0) 3rr(R Ry blibia0s (Gitely 257204188 Ghi0l 4228k i 9133 AL 2. 3-

PCr T/ SE99°00 #5/$-0-89 (9H, m). 77
di hydr oxycycl opent anecar boxylic acid (prepared as described in WO 09828300)
andN- et Mpfm nonet hyl ) pyri di ne. Mpt 100C

[15-(10,28,3p,40)]-4-[7-(Butylamino)-5-(propylthio)-3H-1,2,3-triazolo{4,5-
dlpyrimidin-3-yl]-2,3-dihydroxy-N-(3-pyridylmethyl)-cyclopentanecarboxamide

15
Prepared according to the method of example 1, step d) nsing [15-(10t,28,3p,400)}-4-[7-
(butylamino)-5-(propylthio)-3H-1,2,3-triazolo[4,5-d]pytimidin-3-y1}-2,3-
dihydroxycyclopentanecarboxylic acid (prepared as described in WO-09828300) and 3-
(aminomethyl)pyridine.

Mpt 200-1°C
MS (APCI) 501 (M+H", 100%).

s  NMR 8H (de-DMSO) 8.99 (1H, 1), 8.50-8.44 (3H, m), 7.66 (1H, d), 7.34 (1H, dd), 5.16
(1H, d), 5.04-4.92 (2H, m), 4.50-4.25 (3H, m), 4.20-4.10 (1H, m), 3.50 (2H, q), 3.10-3.05
(2H, m), 2.90-2.80 (1H, m), 2.43-2.20 (2H, m), 1.70-1.58 (4H, m), 1.40-1.30 (2H, m), 0.97
(3H, 1), 0.91 (3H, v).

30 Example 87
[15-(1,2B,3B,40)]-4-[7-(Butylamino)-5-(propylthio)-3H-1,2,3-triazolof4,5-
d)pyrimidin-3-yl}-2,3-dihydrexy-N-methyl-N-(3-pyridylmethyl)-
cyclopentanecarboxamide

35 Prepared according to the method of example 1, step d) using [15-(1c.,28,3p,400)]-4-[7-
(butylamino)-5-(propylthio)-3H-1,2,3-triazolo{4,5-d}pyrimidin-3-y1]-2,3-



MS (APCI) 529 (Mt -H, 100%). NMR 8H (d6-DVBO) 8.99 (IH, t), 8.49 (2},

d), 7.20 (2H, d), 5.204.21 (6H m, 3.53- 3.27 (4H, m), 3.12-3.05 (2H,
m, 2.51-2.24 (2H, m, 1.72-1.58 (4H, m, 1.39-1.31 (2H, n), 10 1.16-0.89
(9K m). WO %4RADb| e 86 PCT/SE99/00154

[ pS-(1a, 2,, 3,B,4cc)] 4-(7-(Butyl ammto) - 5- (propylthio)-3H1,2,3.tri azol-ef 4, -
dj pyrimdi. 3-yl J-Z3-di hydr oxy- N- ( 3- pyr7' dyl nmet hyl ) - cycl opent anecboxam de is
Prepared according to the nethod of exanple 1, step d) using

[1S-(la, 2P, 3P, 4a)]4-[7- (butyl am no) - 5- (propyl t hi o) - 3H

1,2,3tri a@y@wcﬂm@m@xﬂm@s@@m@r@iasdescnbedeO-09828300) and 3-(V-

d| hydroxycm%%m%mg ic acid (pprpared as described in WO 09828300)
and 3- (ai nonet hyl') pyri di ne. 20 Mot 200-1IC M5 (APCI) 501
(MtFH, 100%9. 25 NWR SH (d6-DMSO 8.99 (1H, t), 8.50-8.44 (3H, m, 7.66
(1H, d), 7MpulT3I€, dd), 5.16 (1H, d). 5.04-4.92 (2H, n), 4.50-4.25
(3H, ra}, 4.204.10 (1H, m, 3.50 (2H q), 3.10-3.05 (21H, m, 2.90-2.80

1H, 70-1.58 (4H, 1.40-1.30 (2H, m), 0.97
EBH 3 oMél(A?’é’%lgt +*F)3’(9°a"éxarrp| o0ay rT)[15 S| 402pr(4||)]”)4 t[7
(But bl ami no) - S- (proyl ftbo)-3H1, 2, 3-ri azol o[ 4, 5-

d] pyri m di vk 881 (d2DRESA)BHYTXH; tdud 2f; &) pm@nha)e?bv (04, dd), 5

YL oRen SBEE By {f@ﬂgﬂ‘ggéﬁ %?zm@{ SB35 L4 (B exam e

( but yl ani n@H. §),CFOAERA (H 1),3312-3105X2H, m),i%05(BH 3), B52:9.80 (2Hjim); B73LS8 2, 3-

rp3<9./.q:_3@ tgop.ggg )ﬁl,l c acid (prepared as descri bed in
V\O 0982830gm1§d () met hyl g%-l(nonet hyl ) pyri di ne.
Example 88

s [15-[10,28,3B,4cc (15*,2R*)]]-4-[7-[(Cyclopropyl)amino]-5-(propylthio)-3H-1,2,3-
tnazolo[4,5-d]pynm1dm-3-yl]'2,3-dihydroxy-N-(4-pyndylmethyl)-
cyclopentanecarboxamide -

a) [3aR-_[3au,40(,‘a(1R*,28*),6aa]]-Tet;"ahydro-2,2-dimethyl-6-[7-
2  [(cyclopropyl)amino}-5-(propyithio)-3H-1,2,3-triazolo[4,5-d]pyrimidin-3-yi}-N-(4-
pyridylmethyl)-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of example 39, step a) using
the product of example 75, step a) and 4-(aminomethyl)pyridine.

MS (APCI) 525 (M+H', 100%).
b) [1S5-{1,2B,3B,40c (lS*,ZR*)]]-4-[7-[(Cyclopropyl)amino]-S-(propylthid)-:iH-l,z,S-
triazolo[4,5-d]pyrimidin-3-yl}-2,3-dihydroxy-N-(4-pyridylmethyl)-

30 cyclopentanecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
product of step a) .

s Mpt 140-143°C



Mpt 1730C s M5 (APCl) 515 (M+HE, 100% . NVR 8H (d6- DMSO) 8. 99
(1H, t), 8.51-8.48 (2H, in), 7.64 (1H d), 7.37 (1H, dd), 5.16 (2H, br
s), 5.10-4.98 (1H, , 4.59 (2H, q), 4.50-4.43 (1H, in), 4.20-4.16 (1H m,
3.49 io (2ZHN¥O§9412% 30-3.24 (1H, ), 3.12-3.05 (2H, m, 3PELSENRMOISE)
2.52-2.30 (2H, in), 1.73-1.58 (4H,._m, 1.39-1.31 (2H, m, 1.01-0.89
(6H, m. Exanple 88 15 [1S—[Ia,7%P,3I,4a tS*s2*)]]

4-[17-[ (Cycl opropy}) am no] - S- (propyltho)-3H1, 2, 3-

triazol o(4, 5dpyri m din-3-yl]-2, 3-di ydroxy-N-(4-pyridyl nethyl) -

cycl opent aneMS(ABLRMRS BM+H", 100%).q) 1 3aRk-t 3aci a, 4ca(wll*, 2S*) Ceaal ] - Te
"'ydro-2,2-dhnet hyl-6-[7- 20

LN PP M CatysPh B Lt B st b S BT pap R I S
subtitle conft9a6@h nyr eG4 .48 (4 ovr 318:3.04 (BH, o, 2192-2.861 (131, m)x2#p224 39, step

a) using 0 step a) and
4~ (am nombt h‘ya‘ﬁﬁ‘i’rl?"&?ﬂ?%ﬁ‘"e‘m% Koy 525 (MFE 10099 . b)

[(S-[la,2p, 313,40x(1S* *)] 147-[(Cycl opropyl)a ino]-5-(propylddo )-3H 1, 3-
triazol o(4, SEgapple 89 di n- 3-yl ] -2, 3-di ydroxy-N. (4-pyrdyl methyl)- 30
cycl opent anecar boxam de The title conpound was prepared according to
t he met hod of exanple 39. st i ng the roduct .of _st a) . 35
Ve 120 43005 TR 8 45 s 2R A7 I’y M propyDamino}-Sipropyithioy-3s 13- g
10 triazolo[4,5-4pyrimidin-3.yl]-N-ethyl-2,3-dihydroxy-N-(4-pyridylmethyl)-
cyclopentanecarboxamide

a) [3aR-[3ac,d0,60(1R*,25%*),6a0.]}-6-[7-[(Cyclopropyl)amino)-5-(propylthio)-3H-
1,2,3-triazolo{4,5-dlpyrimidin-3-yl]-N-ethyl-tetrahydro-2,2-dimethyl-N-(4-
1s  pyridylmethyl)-4H-cyclopenta-1,3-dioxole-4-carboxamide

The subtitle compound was prepared according to the method of example 39 step a) using
the product of example 75, step a) and 4-(ethylaminomethyl)pyridine.

2 MS(APCD 553 (M+H", 100%).

b) [1S-[10;,2B,3B,40: (15*,2R*)]]-4-[7-[(Cyclopropyl)amino]-5~(propylthio)-3H-1,2,3-
triazolo{4,5-d]pyrimidin-3-yl]-N-ethyl-2,3-dihydroxy-N-(4-pyridylmethyl)-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 39, step b) using the
product of step a).

Mpt 130-135°C
30
MS (APCI) 513 (M+H", 100%).

NMR 3H (ds-DMSO) 9.09-9.08 (1H, m), 8.56-8.48 (2H, m), 7.20-7.19 (2H, m), 5.354.43
(6H, m), 4.21-4.20 (1H, m), 3.38-3.32 (2H, m), 3.18-3.00 (4H, m), 2.47-2.28 (2H, m),
35 1.74-1.66 (2H, m), 1.15-0.94 (7H, m), 0.78-0.68 (3H, m).



MS (APCl) 485 (MrH err], 1009 . NVR 8H (d6-DMSO) 9.08 (1H, d), 8.57

(1H, ), 8.49-8.48 (2H, in), 7.26-7.25 (2H, m, 5.19-4.96 (3H, m),
4.46-4.18 (4H, n), 3.18-3.04 (3H, m), 2.92-2.86 (1H, m) 2.45-2.24 s (3H,
m, 1.73-1.vé@yars4 m, 1.02-0.68 (611, m). Exanpl eP§§’SE99’°°154

tlS-[1ct, 2P, 3A 4ca -

(1S*, 2R*U1447- (t Cycl copropyl) aj ndl o] . &ropylthio)-3H1,2,3- to
twazol o[ 4, 5dpyri m d-3-yl]-Nethyl -2, 3-di hydroxy- N (4-pyridyl zntl) -
cycl opent anecar boam de a)

[ 3aR-[ 3aa. Euxanfplé ¥R*, S*), 6aal J-6-[ 7-[[ Ccl opropyl )i no] 5-(propylthbio)-3H
1,2,3-triazolo(4, S<djpyriidin-3-yll-Nethyl-tetrahydro-2, 2-di nethyl.N. (4-

ubt 11 édﬁr'aa”ﬁyai@ﬁée@ébgﬁﬁé}t@eﬁmﬁﬁ T T

fll)(utSIhnIg yridyirops] o 20 I?/EﬁAPCI) ?‘:":3 (M-H, 1009 . b)
et hyl am

[ 1$4] 1c3 Zﬂﬁﬁﬁ%@%#M[ 7-[ (Cycl opropyl ani no] - Spr opyti o) - 3H | p2S3
tiazol Q4 5dpyr| m di n-3-yl]-N-ethyl -2, 3-di hydroxy- N (4-pyridyl net hyl) -

CKcl opeﬂtd : Bavi, S LRB25*),6a -Etﬂyl-emm-mﬁ-dmahpr.e.[ar ed accord| ng to
Mot 130- 1585 @W @hs%?*mﬁ%?é* Efptifidl 3 D43 tinadlb8 Syl SRUP) o
9. 09- 9. 08 4H-cyslppentyplJaliexolesd-carboxamide 7 20-7. 19 (21, ), 5.354.43 (6H,

m, 4.34-4.20 (IH, m, 338332(2H m, 3.18-3.00 (4H, m), 2.47-2.28
(2H, m, 3’?he subtztjle c]om%guwas p@pntea a&&rcﬁnggt%tﬂ x&éthm of &a&gfegotssgep(ﬁ&mé n).

the product of example 7, step d) and 3-(3-pyridyl)propylamine (prepared as described by
E. M. Hawes J. Heterocycl. Chem 1973, 10, 39).

15 MS (APCD 542 (M+H', 100%).

[15-[10,28,3B,40(15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[5-(propyithio)-7-[3-(3-
pyridylpropyl)amino}-3H-1,2,3-triazolo{4,5-d]pyrimidin-3-yi]-
cyclopentanecarboxamide

The title compound was prepared according to the method of example 18, step b) using the
product of step a).

Mpt 158°C
MS (APCT) 501 (M+H", 100%).

NMR 6H (ds-DMSO) 9.05 (1H, t), 8.46 (1H, d) 8.40 (1H, dd), 7.92 (1H, t), 7.68-7.65 (1H,
m), 7.31 (1H, dd), 5.11 (1H, d), 4.98-4.93 (2H, m), 4.45-4.40 (LH, m), 4.12-4.09 (1H, m),

1. 3.52(2H, q), 3.12-3.03 (4H, m), 2.74-2.66 (3H, m), 2.38-2.19 (2H, m), 1.98-1.92 (2H, m),
1.72-1.63 (2H, m), 1.03 (3H, ¢), 0.96 (3H, 1).



Exanpl e 90.

[I1S[[err])1ll-NEthyl-2.,3-di hydroxy-4-[ S5(propyltbio)4- [3 (3.

pyri dyl propyl 3H 1 Z3- tr| azol o[ 4, 5dApyri di n- 3- y]

cycl opent anecmgrég%4 > PCTISESSIO0ISS
[[err]-I\I-EthyI-tetrahydro Z2, 2d|rrethyl 6-] 5- -

" (propyl thio)-7-43-(3-pyridyl )propyl ami noBl 3112, 3-tri azol o[ 4; S5pyri m di n- 3-

yl]- 4H cycl opent a- 1, 3- di oxol e4- car boxan de 10 The subtitle

conpound was prepared according to the nethod of exanple 50, step a) using

the product Exampleflle 7, step d) and 3-(3-pyridyl)propyl anine (prepared as

doscr bed by [s-[1d3p mm]-mw B hydroRe-B(5-iptopylthid)-RRYG- 15 M5
(000 54 b 3 gl pman s

pyri dl propyl )exclopentdnegstboxamide t r i azol o( 4, 5d] pi m dI n-3-yl -
qdepartse%nar boxam de 20 The tide conpound was prepared according to
t he met ho

le 18, S| t he oduct of step a).

Mpt 1580C 25 a)%%rﬁsa-(' 1?‘3’3{?%4931 rﬁh hydm'%-d'mﬁﬂsﬁ 3-46- DMSO) 9. 05
(71§1 E)lH 8d3§“’ '(""’""“d)?"% 441)%1) 6]?5 et %012[54 40 (I Igsi -z#)yl]-4 12? 09
. \ l m1 , . .
(IH i), 30 4’5’?2“}’5& H’% 5 %E@%&ﬁﬁ 2.74-2.66 (3H, M), 2.38-2.19
(2H, in), 1.98-1.92 (2H, rr) 172163(2H m, 1.03 (3H, t), 0.96

(3H, t). 1w Prepared according to the method of example 50, step a) using the product of
example 7, step d) and 4-(3-pyridyl)butylamine (prepared as described by E M Hawes J.
Heterocycl. Chem. 1973 10, 39).

MS (APCI) 555 (M+H"*, 100%).

15
b) [15-[101,28,38,40(15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[5-(propylthio)-7-[4-[(3-
pyridyDbutyllamino]-3H-1,2,3-triazolo{4,5-dJpyrimidin-3-yl]-
cyclopentanecarboxamide

20 The title compound was prepared according to the method of example 18, step b) using the
product of step a).

Mpt 175°C

235 MS (APCI) 515 (M+ET, 100%).
NMR SH (ds-DMSO0) 9.02 (1H, t), 8.43 (1H, d), 8.39 (1H, d), 7.92 (1H, 1), 7.63 (1H, d),
7.29 (1H, dd), 5.11 (1H, d), 4.98-4.93 (2H, m), 4.45-4.40 (1H, m), 4.12-4.00 (1H, m), 3.56-

3.50 (2H, d), 3.12-3.05 (4H, m), 2.80-2.63 (3H, m), 2.32-2.25 (2H, m), 1.72-1.64 (6H, m),
3 1.05-0.93 (6H, m).



81 Exanpl e 91

[IS-[[err]-Ethyl2, 3dl ydroxy4-(S-(propylthio)-44-.((3

pyrdyl ) butylam no]l-3H 1, 2, 3-triazol o[ 4, S-Jpyrl m di n-3-yl J-

cycl opent alRAM1286x ani de a) PCT/SES9/00154
3aR-43ac, 4a, 6¢x(1R*2S*), 6aal] - N- Et hyl g3 et r ahydr o- 2, 2di met hyI . 65. -
(propylth| 0)-7-[4.[(3-pyridyl)butyl)am nol

3H 1,2, 3-triazol o(45S. dl pym din-3.yl]-

4H cycl opent a- di oxol e-4-carboxanide ao Prepared according-to the
met hod of ’M‘E Iz' usi n he product of exanple 7, step d)
and 4- (3- aysmyzméwa 1l !dmérﬁt[&i("by E M Haves J.

Het | . 100% . 15
by [[ert]]™ “ﬁt i ;;‘;“”’?dgﬁ’x“"" "’Wﬁ? A A
pyridyl)b |||

cycl opent anecar boxam de 20 The t|tIe corrpound was prepared according to

th th -, 2 ochl
R o T i s A

(dlerr]-DVBO) 9.02 (tH t), 8.43 (iH d), 8.39 (111, d), 7.92 (1H t), 7.63
(1H, d), The seb-tde ¢ompoundivas mepared figm (1&yrans)-pienylcaciopropanamine accordings 40 ( 1H,
m, 4.124. :QQxeGﬁéﬂ.odrﬁucr&eéﬁussszﬁzdiO (2H, d), 3.12-3.05 (4H m, 2.80-2.63

(3H in), 232|2§g(2H m, 1.72-1.64 (6F, n), 30 1.05-0.93 (6H .
e

I 1S— [ 11x21mPpf 1,9082'@8* 2R*)]]- N Et hyl - Z3di hydroxy4. [ 7[ [ 2- (4.

NMR 8H (ds-DMSO) 8.66 (3H, s), 7.68 (2H, d), 7.45 (1H, q), 7.38 (1H, s), 2.49-2.45 (1H,
m), 2.38 (3H, d), 1.55-1.49 (1H, m), 1.34-1.28 (1H, m).

15
b) [15-[10,26,3B,40(15*,2R*)]]-N-Ethyl-2,3-dihydroxy-4-[7-[{2-(4-
methylaminosulfonylphenyl)-cyclopropyljJamine]-5-(propylthio)-3H-1,2,3-
triazolo[4,5-d]pyrimidin-3-yl]-cyclopentanecarboxamide

20 The title compound was prepared according to the method of Example 7, step (¢) using the
products of step (a) and Example 7, step (d).

MS (APCT) 591 (M+H", 100%)

25 NMR SH (ds-DMSO) 9.42 (1H, d), 7.93 (1H, t), 7.68 (2H, d), 7.44-7.34 (3H, m), 5.03 (1H,
s), 4.96 (1H, q), 4.43 (1H, 1), 4.10 (1H, t), 3.50-3.20 (2H, m), 3.10 (2H, quintet), 2.98-2.69
(3H, m), 2.40 (3H, d), 1.71-1.63 (1H, m), 1.50-1.39 (3H, m), 1.03 (3H, t), 0.78 (3H, t).

3 Pharmacological data

The preparation for the assay of the Pz-receptor agonist/antagonist activity in washed
human platelets for the compounds of the invention was carried out as follows.

35 Human venous blood (100 mi) was divided equally between 3 tubes, each containing 3.2%
trisodium citrate (4 ml) as anti-coagulant. The tubes were centrifuged for 15 minutes at



met hyl am nquul f onyl phefyl)-cycl opropyl ] m fo]-S-(propylthio)-3H1, 2, 3-
-trazol o-4, 5pYri nm di n-3-yl | -cycl opent anecar boxam de a) (I S

ans) - N- Met hyil &,g(gg,‘ég) uboycl opropyl ) phenyl Sul f onami de, hydr %ﬁ%sg%@g%é _
nani ne

The sub-title conpound was prepared from (|l R trans)-phenyl

accordi ng to the nmethod described i US 3,522,302 la m p. 190-20C
NMR 5H (d6- DMSO) 8. 66 (3H, s), 7.68 (2 7.45 (1H, q), 7.38 (1H, s),
2.49-2.45 (1H, m, 2.38 (3H, d)155149(|Hn)134128(1H m .

15 b) [l $4]1 0a2P g J- N- Et hyI 23-di hydroxy. 4[ 7-[1.2- (4-
met hyl ani nosHPF3AGP éi’kﬂ“;l"tév éJﬁP 300mg/ml prastacylin_ d to
tiazol o[ 4, 5- Wlimmﬂevﬂﬁﬂwwamh Reaia:uf%m?hmtobtainedbprrpound

was repare
pr odEctg of dc ep a ﬂgﬁw ke Fﬁz e%@ﬁv@g?}%&%mﬂ%%g#f%@ﬁ&iwmm
100% 2s e(mermmm laezfctei ppd 'éy platelep pelietineguspendedzin

t7) 443758453 ( 3chicivth Freée Ty8ode Sbintion (10 mb))(CFT), Bémytobition:QaCl437mM( NiHCD; 4. %048 1H,
(4, %ﬁ%&ﬁmw*@dz o 101 BeciRie 56 mpl Batgelliy 5, )
30 Phar rracolQﬁji'@d %d%%vndmamwmﬁétﬂs lawmmdmen ervefﬂabﬁgéwwml P@Iz,
P2rrecept or HggevlddshspRhagnwasenteifuged bricy mioke 10R.54Bfhutes at 6400 PHE sipethdngt S f Or

t he conpounds ed out venous

bl ood (100 nf3 ik %ﬁﬁﬁ@w&"w?%%ws%ﬁeww'g L@rg@%g&ﬁ%@ﬁ@m 3. 2%

tri sodi unt citeedjps thefing platglst eoyngto ¥his firmhsuspenkics waestered i 60thluged f or

15 m nut es adyringe at 3°C with air excluded. To allow recovery from PGh-inhibition of normal 83
function, platelets were used in aggregation studies no sooner than 2 hours after final

resuspension.

15 Inall studies, 3 ml aliquots of platelet suspension were added to tubes containing CaCl,
solution (60 pl of 50 mM solution with a final concentration of 1mM), Human fibrinogen
(Sigma, F 4883) and 8-sulphophenyltheophylline (8-SPT which was used to block any
P;-agonist activity of compounds) were added to give final concentrations of 0.2 mg/mt (60
i of. 10°'mg/mi solution of clottable protefn in saline) and 300 nM (10 i of 15 mM

20 solution in 6% glucose), respectively. Platelets or buffer as appropriate were added in a
volume of 150 pl to the individual wells of a 96 well plate. Al measurements were made
in triplicate in platelets from each donor.

The agonist/antagonist potency was assessed as follows.

Aggregation responses in 96 well plates were measured using the change in absorbance
given by the plate reader at 660 nm. Either a Bio-Tec Ceres 900C or a Dynatech MRX
were used as the plate reader.

30  The absorbance of each well in the plate was read at 660 nm to establish a baseline figure.
Saline or the appropriate solution of test compound was added to each well in a volume of
10 ul to give a final concentration of 0, 0.01, 0.1, 1, 10 or 100 mM. The plate was then
shaken for 5 min on an orbital shaker on setting 10 and the absorbance read at 660 nm.
Aggregation at this point was indicative of agonist activity of the test compound. Saline or

35 ADP (30 mM; 10 pi of 450 mM) was then added to each well and the plate shaken for a
further 5 min before reading the absorbance again at 660 nm.



240G to obtain a platelet-rich plasma (PRP) to which 300 ng/m prostacyclin
was added to stabilize the platelets during the washing procedure. Red
cell free PRP was obtai ned by centrifugation for 10 m nutes at 125G
fol | oned by™OMPHREt centrifuigation for 15 nminutes at PCHSEIRN01Fh e

super nat ant was di scarded and the platgl et pellet resuspended in nodi-tied,
s Calcium Free Tyrode solution (10 m")” (CFT), conposition: NaCl 137mV

NAHCO3 11.9mM NaH2PO4 O 4mM KCL 2.7 mM MCl2 1.1 nM dextrose 5.6
M gassed with 95% 02/ 5% CO2 and mai ntai ned at 370C. Fol | owi ng
addition of a further 300 ng/nl PQ 2, t he pool ed suspensi on was

cent ri f uge@dnapeanist potency wes edtimatedastac® inhibitietOdE. theldvatrel KDPedspoise to obtainvas
di scar ded &5{’% %&'&ﬁﬁ‘iﬁ“ﬁaﬁ@&ﬂ@s“%%ﬁ g0 mM CFr with further
o) 0 adj e a a

Csr added ust t I n et count to 2xIn/m. This final
suspensi on was stored in a 60 m syringe at 3YC with air excluded. To
all ow recovery from Pd 2-i nhi bition of nornal function, platelets were
used in aggregation studies no sooner than 2 hours after final

resuspension. is In all studies, 3 m aliquots of platelet suspension
were added to tubes containing CaCl2 solution (60 ,ul of 50 nmM
solution with a final concentration of 1mM. Human fi brinogen (Si gma,

F 4883) and 8-sul phophenyl t hbophyl i ne (8-SPT which was used to bl ock any
Pragoni st activity of conpounds) were added to give final concentrations of
0.2 mg/m (60 pai tiftefnt solution of clottable proton. in saline)
and 300 nM (10 pl of 15 mM 20 solution in 6% glucose), respectively.

Platel ets or buffer as appropriate were added in a vol une of 150 pl to
the individual wells of a 96 well plate. Al measurenents were nade in
triplicate in platelets fromeach donor. The agoni st/ ant agoni st
potency was assessed as follows. 25 Aggregation responses in 96 well

pl at es were neasured using the change in absorbance given by the plate
reader at 660 nm Either a Bio-Tec Ceres 900C or a Dynatech MRX wer e
used as the plate reader. 30 The absorbance of each well in the plate
was read at 660 nmto establish a baseline figure. Saline or the
appropriate solution of test conmpound was added to each well in a vol une of
10 pi to give a final concentration of 0, 0.01, 0.1, 1, 10 or 100 mM The
pl ate was then shaken for 5 mn on an orbital shaker on setting 10 and
t he absorbance read at 660 nm Aggregation at thispoint was indicative
of agonist activity of the test conpound. Saline or 35 ADP (30 mM 10 pl

of 450 MM was then added to each well and the plate shaken for a

further 5 mn before reading the absorbance again at 660 nm



94 . Antagoni st potency was estimated as a % inhibition of the control ADP
response to obtain an IJerr]. Conpounds exenplified have p[err] val ues of

nore than 5.0 1. A conpound of fornula [err]
wher ei n: wﬂ[ggﬂrzf" is a Cerr] alkyl, C[err] alkenyl, &#PEWWy

C3- &gcycl oal kyl, aryl or athienyl group,gseach grou

substituted by one or nore substituents selected from hal

NROR10, SR11 or G -6 al kyl (itself optionally substi tut ed ﬂgrﬂﬁwml&
hal ogen. at ons) ; R2 is Cl.. alkyl, C% al kenyl or

of which may be optlonally substi t ut ed by one or nDre substituents
sel ected from hal ogen, , NROR 1, SR', Ci4 al kyl, C.. cycl oal kyl ,

pyridyl or whi ch nmay be optionally substituted by
one or m)re, ub@% Mé’%@g\ﬁﬁﬁmd from hal ogen, OR20, C(OR'1, NRt4C(O Rt 5,
s 6S 02R7, SO2NR'R 9, nitro, NR 13, SR'1, nethyl enedioxy O Cl4 al kyl

which is optional | >hssubst0t uted by onN=GN nore hal ogen atons); R
and R are both hydroxy; N R is b drogdn or\C1. 6 am?!; R6 is CL.6
al kyl, optionally substi £ e Sy 2 selected fromCl. 6

al kyl, C2.6 al kenyl, c2R%l kynyI cycl oal kyl, or R6 is 20
C3.s cycloalkyl, or R6 is -A—pheny gach of which may be

. y
optionally /e R N\(
1

wherein:
R is a Cy.g alkyl, Cy.6 alkenyl, Cy ¢ alkynyl, Ca.g-cycloalkyl, aryl o a thienyl group, each
group bemg 0pt10nally substituted by one or more substituents selected from halogen, OR
10 NR R SR or Cy.¢ alkyl (itseif optionally substituted by ore or more halogen atoms);
R? js Cy.¢ alkyl, C, 5 alkenyl or Cs ¢ cycloalkyl each of which may be optionally substituted
by one or more substituents selected from halogen, OR®, NR’R', SRY, Cy ¢ alkyl,
Cy.g cycloalkyl, pyridyl or aryl (the latter;t'wo of which may be optionally substituted by
one or more substituents selected from halogen, OR?, C(O)R!!, NR“C(O)R”,
15 NR'SO;RY, SO,NR"RY, nitro, NR?R", SR, methylenedioxy or Cj.¢ alkyl which is
optionally substituted by one or more halogen atoms);
R> and R* are both hydroxy;
R’ is hydrogen or Cy.¢ alkyl; R is Cy.5 alkyl, optionally substituted by-one or more groups
selected from Cy.s alkyl, Cy alkenyl, Cy alkynyl, halogen, OR*, Cs. cycloalkyl, or RS is
20 Cs¢cycloalkyl, or Réis -A-phenyl or -A-pyddyl each of which may be optionally
substituted by one or more groups selected from C,.¢ alkyl, .5 alkenyl, Cy.6 alkynyl,
halogen, OC;.¢ alkyl, s cycloalkyl, or methylenedioxy; or R and R® together with the
nitrogen atom to which they are attached for a 5 to 7-membered saturated ring optionally
substituted by Ci.¢ alkyl; .
25 Aisabond or Cy¢ alkyl;
R" is hydrogen, Cy. alkyl (which may be optionally substituted by one or more halogen
atoms) or aryl (which may be optionally substituted by one or more substituents selected
from halogen, nitro, C(O)R"', OR®, SR"!, NRR"3, NR*C(O)R ", NR1*SO2RY,
SO2NRU“RY);



substituted by one or nore g | ect ed from Cl4 al kyl, C24 al kenyl, C2
al kynyl , hal ogen, OCl14 al m Il ;HIJ , ormet hyI enedi oxy; or R5
and R6 toget her with the WhICh they are attached for

a5 to 7-meWBE#35&6at urated ring optlonally subst i t LFCHEIYORE 6 al kyl ;
25 Ais a bond or Cl alkyl; ssﬁhydrogen, C146 al kyl (which nmay be
optionally substituted by one or m)re al ogen atons) or. aryl (which may
be optionally substituted by one or nore substituents sel ected from

hal ogen, nitro, C(OR'1, OR20, SR'1, NRI2R'3, NR14C(O R 5, NRI6SC2R 7,
SO2NR" ng)R is hydrogen, C).6 alkyl (which may be optionally substituted by one or more halogen 86

Rlerr] is ,{wﬂg)q,gﬁm (wHi¢terhdy B dpyibna]iRuisstitutsibydfe 6 bR Bfistithemts Setdetedut ed by

by one or T Buggcpip GEDR"CORS SRR AP IR CRARIENRTSERR, ' &'Rro. ' Cre,

SR 1, NRI&(P&I\R 4C(O R'5, NRI 6SQ2RI 7, S®2NR 3R19); s RIO is
hydr ogen, gfO%s dhsgbn,(cqu@&ilc( wu?é R12 and R13 are independently
0

hydr ogen, 1K L trogen |ch t hey
are attachguﬁngiém AE&P&‘&%&%"%&F@% ﬂg‘ypm’m W?é%&l HEOEER oMY hhenyl :
R11, Re4 awuxthlﬁyaxeattam&Bm@éﬂtw-myxbmgang,or Cll 6 alkyl; lo R‘ 7is d 6
al kyI or pﬁgné’(t;_sal 1orphenyld R'9 are independently hydrogen Cl.6 al kyl or

phenyl ; B“Eé"' S gggdr gfepéndg@r% or Cl‘gg@ﬂﬁﬁ (which may be optionally

substitute r Gt alkyl, provided that
when RGE |R‘7&$C85a1k]dsdrpbmyt;l4 al kyl . or a phar maceut i cal | y accept abl e

salt or solLw ] ccording to claim1l in
whi ch R |S§§%B§Rﬂgéllﬁﬁépeﬁ+e§ﬂ Pydrogen éswgﬁl@g?@het hyl pheny! . 3. A
_wud  accoRdiifnky dE‘QSeEJ rhienyijop F1-6 alky] Gubighymep be eptionally subgtitased by l@ae%)ycl oal kyl
20 group nﬂtxsbﬁméey of Chsdlkyl) predddaytha by RZ2AHCR® inbst ©k €, g slkylbe optional |y

Zggiﬁ 111[ ﬁ;egr %hny oﬁ%m’fl?&l%g?m%wrs@?%m%ch RS is hygrogeﬁogﬁgugdl S

cycl oprdpyl, nethyl cycl opropyl or Cl46 al liyl substituted by one or nore
fluoro atogs Arcompoun@3ceunding¥d daimeitih ehichiR Hs Clig alkyl, thiswghorat om t o whi ch t hey

are attachg&lfo%@ﬁeﬁﬁ] i di ne

3. A compound according to claim loré in which R2 is Cj.¢ alkyl or a C3.g-cycloalkyl
20  group optionally substituted by phenyl which itself can be optionally substituted by
halogen, OR® or Cy.g-alkyl.

4. A compound according to any one of claims 1 to 3 in which Ris hydrogen and R6 is
cyclopropyl, methylcyclopropyl or Cj.g alkyl substituted by one or more fluoro atoms or

25 Rs and R6 together with the nitrogen atom to which they are attached form a pyrrolidine
ring.

5. A compound as exemplified herein both in free base form and as a pharmaceutiaclly
acceptable salt or solvate thereof.

30
6. A pharmaceutical composition comprising a compound according to any one of claims
1 to 5 in combination with a pharmaceutically acceptable diluent, adjuvent or carrier.

7. A compound according to any one of claims 1 to 5 for use in therapy.
35 )



ring.

as a phar maceut i acl | y accept
phar maceut i caI cogposi tion conpris

cl ai ns

di l uent, adj uvent or carrier.

5. A conmpound as exe%qllf ed herein both in free base form and

wl M‘Imulﬁlluﬁtcgrérﬁée% aﬁo one of
EABISE

™, conbination wt phar nhcéutical |y XETE

ﬂ

clains | to 5 for use in therapy. 3S

87 8.

treat ment of
for the prepﬁraﬁ
reacti on of myoutpdmfdrcmﬁndrommblamfgiﬂa). [err] where Rl err]
are as defined in fornmula (1) or are protected derivatives

thereof, Plerr] and P er 10 are hgdrogen or protecting groups and L is a
| eavi ng grou

and Rlerr]

S

10

15

25

A conpound according to any one of clains 1 to 5 for use in the
%ocar di aI .nfarctio unst abl e angi na 9. A process

glingdnAny ope mlam(sf?"%ﬁi‘b e Femmentobs: s

B, i ROty

(a) reactxon of a compound of formula (IT):

0 W‘“‘“‘

SR m

d of formuig (T) which ggmprises;

where R and R? are as defined in formula (I) or are protected derivatives thereof, P* and P>
are hydrogen or protecting groups and L is a leaving group, with a compound of formula
(T):

R°R°NH (1IT)

where R and R? are as defined in formula (I), or
(b) reacting a compound of formula (IV):

[N

Y N L

~ Y i
- N3

wherein Y is CO;H, CO, R or CONR’R® and R', R®, RY, P* and P* are as defined above
andLisa leavmg group and R’ is a Cy_g-alkyl or benzyl group, with an amine NH2R or
a salt of NH;R wherein R" is as defined above

and optionally thereafter (a) or (b) and in any order:

e converting one or more functional groups into a further functional groups
e removing any protecting groups

: !ﬁ conpound according to any one of



15 where Rlerr] and R err] are as defined in formula (1), or

(b)

reacting a conpound of forrmula (1V): AETR\ [err]
SRI 20 wherein Yis Cerr]H Cderr]2 Rerr]' or [err] '%“,%V are as
%&70r benzyl

defined apove PCINIL is awp@amgm%gg%gowmmom C16- al

group, with an amine NH err]R or a salt of NH ezﬁr& er% wherein R+ s
95 det | neireRNaONAS Afhoh Himsrert i ok pABST ddorRA TN REATY By 1o
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