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variety of different tissues (intestine, liver, lung, kidney and placenta), and is also found in
body fluids. DPP-IV is also expressed on circulating T-lymphocytes and has been shown
to be synonymous with the cell-surface antigen, CD-26.

[0005] DPP-1V is responsible for the metabolic cleavage of certain endogenous
peptides (GLP-1 (7-36), glucagon) in vivo and has demonstrated proteolytic activity against
a variety of other peptides (GHRH, NPY, GLP-2, VIP) in vitro.

[0006] GLP-1 (7-36) is a 29 amino-acid peptide derived by post-translational
processing of proglucagon in the small intestine. GLP-1(7-36) has multiple actions in vivo

including the stimulation of insulin secretion, inhibition of glucagon secretion, the
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adm nistering is perforned 1 tinme per day and may
mgghGogwarng L, optlonal between 10 mg and 150 mg of Compound I, and optionally

between 10 mg and 100 mg of Compound I. In one variation, a daily dose of 10 mg, 12.5
mg, 20 mg, 25 mg, 50 mg, 75 mg or 100 mg of Compound I is administered.

[0010] In one variation, administering is performed 1 time per day and may optionally
be performed 1 time per day as a single dosage. Optionally, administering is performed 1

time per day for a period of at least 30 days and optionally for a period of at least 60 days.



be perforned 1 tinme per day as a single dosage.
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combination therapy method is performed where a daily dose of between 5 mg/day and

250 mg/day of Compound I to a patient, optionally between 10 mg and 200 mg of
Compound I, optionally between 10 mg and 150 mg of Compound I, and optionally
between 10 mg and 100 mg of Compound I. In one variation, a daily dose of 10 mg, 12.5
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[0020] The one or more antidiabetic compounds administered in combination with
Compound I may also optionally be selected from the group consisting of GSK-3
inhibitors, retinoid X receptor agonists, Beta-3 AR agonists, UCP modulators, antidiabetic
thiazolidinediones, non-glitazone type PPAR gamma agonists, dual PPAR gamma/PPAR

alpha agonists, antidiabetic vanadium containing compounds and biguanides.
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Compound I may also optionally be selected from the group consistihg of repaglinide,
mitiglinide, and nateglinide, including any pharmaceutically acceptable salts thereof. In
one variation, the one or more antidiabetic compounds administered in combination with
Compound I includes mitiglinide calcium salt hydrate.

[0031] The one or more antidiabetic compounds administered in combination with
Compound I may also optionally be one or more alpha-Glucosidase inhibitors.

[0032] The one or more antidiabetic compounds administered in combination with

Compound I may also optionally be selected from the group consisting of acarbose,

voglibose and miglitol, including any pharmaceutically acceptable salts thereof. In one
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m tiglinide cal cium.salt hydrate. [0031] .-The one or
vafSalis® She o cas OB FOEP A A SR glg A Combination with
CSRPRINAEY '1:1%? Wb 158@@?% UR@tHer TRYatiahS : isRBnifation i

or mlalre 1a pea-V ll.ICOSi ase Hlehglﬁﬁz} ?g’r@?g[}%}a@%h{ﬁ}wﬁgk@ne tion 1s
adorinistereel iantdady dbsetdf betmaapOunasl lagigi ni stered in

é%f ination with Conpound | nmay al so optionally be . )
[0833]ect ekherang or fioge YHiiAbehs ARTRIUNLE adminiierp® Hsembination with

. e T e N ] : y

R e TR e L A R

actapt#blasulis dheab! e oormpiatiod shaehighitzbe¢ Rdhisombination comprises
combi nation with Conpound | includes voglibose. In

a rgpigtifsepnampleaesdh, the voglibose in this conbination

[0?]%4] a? Bndlg'fﬁsot@ro? glok'é}an%dga%'eﬁé/ ccgrﬁﬁﬁl&ﬁg B@fﬁn‘é‘ﬁ%g%%%cﬁo@ggat}on with

he one Or nore a

Caatifiuntl § heryedsol optieRAI baakdaghitaphr hlu%mm davé@itaAtl, Secluding
u

optionally be rosiglitazone, including any
anp phrecaficalnpsoppiable spltetbrieokal t s t hereof . I n one
one in this conbi

iatiQn, the rosiqglita [ ation. .. .
017 S ogt BE el i RO Rt a0 B Mg
Coipotitl € natal i cphishdl sy bé@a%wmﬁe,aﬂahmngtaﬁy fEhrinAceutically

combi nati on with Conpound | nmay al so optionally be ‘
aceepsabld salta sprcof miliy eyl Variatien. thy pinglitegrietin s combiohtian ggnprises a

.any ph ceutj cal acceptabl e. salts thereof..[0035

pi G BREHE S b Biinbr PEGERR e BiokBlavns BHE fhrobianB ks,

adf@iiBeRatih @daily Hbke GPBRRILBA 715 4785088 OOl DBkt YarR€ion, the
pi oglitazone, including any pharnmaceutically

picgdisazpna bl Bisswmbinatine issasiministereshio adaily aloseoef, betwieen 15 and 45 mg.

09l itazone in this. .conbination.conprises. a o .
046351 | FERE oL eriaPeRRR dtbedile SRR compination with
Coh@thil { 829280l dptibAMIS coaipisé ﬁfetf@ﬁm&lsana?)mglﬁtaibﬁé. €l onB variation,

daily dose of between 7.5 and 60 ng. I'n still another
the,pipglatarane in thiecenbigitianacoompeispsoneiranere phimecewically acceptable

LN ster in a daily dose of hetween 15 and 45
solF OB TR G s il e R e R S g oot o
pictlindz6h& He e4lt.i I senhbthal v27ativh tthe HOBRALGHE ih B Y¥obiB8tion is
optionally conprise nmetform n and pioglitazone. In one
adipgristgrer éma daibedqgse ofbétivaemAd dnd 60mg Tndiebanmsher yariation, the

. C ri ses,one _or nore arnmpceuti cally ac abl :
picBFRhe B3Pl A B AL R s fnl BT Re 3o gmg 45 me
In hibthdivarie@sObibath 6Nthe aPPel veeistiGasP iR IhdtAHONE thiEcomBldation

In still another variation, the pioglitazone in this
COBPYHSIS PRE 06 Morespharmaceutically acceptable salts thereof. In one particular
variation, the metformin in this combination comprises a metformin HCI salt. In another
particular variation, the metformin in this combination is administered in a daily dose of
between 125 and 2550 mg. In still another variation, the metformin in this combination is
administered in a daily dose of between 250 and 2550 mg.

[0037] In regard to each of the above embodiments and variations thereof, Compound

I may be administered as a free base or as a pharmaceutically acceptable salt thereof. In



adm nistered in a daily dose of between 7.5 and 60 ngy.
la yet another variation, the pioglitazone in this

W@ oohiosEesé on i s administered in a daily dose oPChHESWe€085708
15 and 45 ny. In anot her variation of each of the

e varjati the netformn in this conbi nation
&Hﬁf VRIS CoPDoHA iptriRinttsaen dcabangorie sdperabiolienesulfonate

saﬁel sﬁydreansﬁé a laea19§§%mg<§ jagyl ar variation, the

metformn in this c Ion con‘prlsesamstformn

[0038] salBharmhaceatieil bempdatidns @kt Afo pdkidadi on, the
nmetformn in this conmbination is adm ni stered in a
[0‘31%% |y dbeBe enbedimfaka pm@maaﬂuwals@mmﬁgmonns provided that is

foﬁﬁlﬁgtg(‘f ind Q@g @td 9@f011111 ‘ﬁéngﬁ%glo Séll%? H‘BSSI(}%Z% %grg%orlés%ghatgv%en 5
m@&@()aﬂatQZSO[rﬂQB%] oﬂ @omﬁcﬁﬁ;ﬂq dio8AGHbRHved ) ABAKE 200 mgbof

enbodi ments and variations thereof, Conpound | nay
Cosgneupd Stoptiegallisbesveancld) haged 630 mg Oé Comporrat buatd oplidnally

oo AR o Bk RSB b B30 S B0 BB} LB Prageceuica
coﬁ@bﬁﬁmwhﬁmaue n$2l10.50hg, 20MYESERY 86 b, a8 hik stalob ndf of
Compound 1. [0038] Phar maceutl cal conpositions are

Compogng Lovi ded [0039] In one enbodi ment, a

{ t i ded t
(o T a7 P i xR 4idRehFrsRlital raR o bl iwrayidegt e
cofh@fiSes U HRAN hh& Bfc &%Mﬁ%ﬁtl@iaﬁafc%ﬁqp%ﬁgds%iﬁ)ermmﬁ&und Iin
Conpound 1, optionally between 10 ng and 200 of

a singhpdnsa dornl. Optionadizl ¢9mpmm/éehp¢5bnngl thn elngOiong fapfn in a dosage

G mR3PEo50 b 45 Ao 908 1 o

20@&@&@@%@&@!1 @;@iasag Eét@ébncmg'aﬁ@%d-gl '@Co}@poﬁnﬁrﬂ’and
or rrpoun .
OPF@MM]belweath%ancblﬂﬁhdg nﬁﬁompaurpihrm@@mulacaztanatxons the

on is. rowdedt rs
o ARGkl R R kb 18 e et e L b ae or
1o(bmgrbfz(:osﬂ1mh@1dose form Qotl onal ly, Corrpound I is
[O@éesent in the single dose formin a dosage anpunt

1 weefrosbiption ! Setpeeal hyitdage of mOemptdiatetic compounds other

o B pRSH SR oS0 208: - Bin SOOI g g

of Q@ltn!p@lﬁ}ﬁi 1 3hdretieanidideiBcansbuhd Medﬁt:tlé;f)fms@wfécts dJfn

particular variations, the pharmaceutical conposition
Cogweprd Eal/ashergptidishesic pompamidsgand 25 nefucBon ingp doss ofr§jompound I

und |.[0041] Conbi nation of Conpound I
anc\i/ywoﬁtlﬁnglﬁté&%&lﬁﬁpgpgmq i abeti ¢ compounds ot her

[0042] According to above embodiment, the one or more antidiabetic compounds
comprised in the pharmaceutical composition may optionally be selected from the group
consisting of insulin signaling pathway modulators, compounds influencing a dysregulated
hepatic glucose production, insulin sensitivity enhancers, and insulin secretion enhancers.
[0043] Also according to above embodiment, the one or more antidiabetic compounds
comprised in the pharmaceutical composition may optionally be selected from the group
consisting of protein tyrosine phosphatase inhibitors, glutamine-fructose-6-phosphate

amidotransferase inhibitors, glucose-6-phosphatase inhibitors, fructose-1,6-bisphosphatase



t han Conpound | provides excellent effects such as 1)
enhancenent in therapeutic effects of Conpound I

w@na/os3266e anti di abeti c conmpounds; 2) reductiPCI/U$2006/035708
si de effects of Compound | and/or the antidiabetic

compounds; 3 reduc jon in a dose of ound |
inl T REeTH B*%Oélﬁlé%q 1ADOH RS0 BIHEAZON FeRSRIST apia ng%?lﬁ?’ng to
T T i
alphasglwotudmahmynche iakib&totsed ghatadrempiyimgy glupoldnmsiastivadsrs, GLP-1
of insulin signaling pathway nodul ators npaounds

reGeRor AR tH P LA -4 JRSPRIGH RIS ampéulgqowe BK progulators, §K-3
mﬂlﬂ‘ o 'P%A%@Ha?glglﬁc‘zﬁﬁré ﬁfe%mc ‘ﬁ{sghn %ﬂ? Q%Lléhér& ﬁﬁg&agghlsé%”

aﬁce SO accor
[00421@ onalwacﬁ@;ﬁﬁlgaatabmea@ﬁdd@m@mnmeuﬁasl mﬁfmfnltlaﬁlﬁeﬂldhompounds
t he pharmaceutical conposition may optionally be

comprigaskia dhef pharmadgutienl eoippesdiies ey apficeplly b@ﬁfé@qﬁect freodhsrgroup

e S ey v e

mddabitdrk tdaﬁahabétfcuﬁia@@ﬁhnéd&eﬁl ERhaRMoat %@Imw bABMs agonists,
gl ycogen phosphoryl ase i nhi bitors, gl ucagon recept or

dud BAJO 55 me/PPévRoal phivegraiissy eufidiaketic ypmsiyR cprigiaing compounds
angphleths pyruvat e dehydrogenase ki nase inhibitors,
Eﬁglg?u005|dase inhibitors, inhibitors of gastric

[0RIBPt Vi 5o Lrstalel 10 ABSvAGhbodRhKtSthe Ghéof mbRCARHRMbetic com ounds
‘agoni sts, G.P-2 Teceptor agonlsts UCP nodul ators, RX

compysadan @resphatmcestma%h hoippoinen mp?jvmwmlha batlnw@hdlnedlones

solP gt A MAe ous copaing o sa S BT RER AR T Tor
beRpGrad¥-yI5thét tthféz@l‘ilﬁ'ﬁ’@g RS0k BPI 43845 tis 1O -phenyl-4-oxazolyl)-
phar maceuti ca 03|t|on may optionally be 'sel ected

1- qm@mpﬁkp@ﬁﬂaﬂgn@bﬁéft@amigimﬁf 2,63k, S1{d-bi-methy]-

ey BbER S S E R e b B R rclatiy s dp T o1

md@%ﬂ)eﬂédég%h@x%@]rﬁéﬂ@ﬁ}lﬁﬁéﬁlﬁlm4@%ﬁl 58,248 @hetBRARhenyl-4-

R al pha ‘agoni sts ti di abetic vanadium
Oxmﬂﬁ)aﬂthnxmﬁb@wﬁdhmghﬁn@%h @Qafn|SdéglaptlthmsljfoIAﬂ)sthlazohdlne -2,4-
t t.h
i R o R R TR P b R e s (et 2-

ph&@MQSdaEél?l 2wr@d@feth@ﬂﬂubeﬁzm Itth@(?lﬁl'lﬁdjﬂ AL RNEF4-(1-phenyl-1-
r

sel ect ed omthe group consistin

cyqeyropgresabeniaing - zzer(zm ahigholsbndiy e, SHEREbEYF diydroindol

1 }g) Mnﬁgh%yém@yﬁﬁﬁ zrgﬂ%e éﬁ‘hj&%iﬁi%—r( leoro—phenyl])—Z-— propynyl]-
5- phe@tgaxlﬂifgﬁglltl%o?dg%%ﬂhg)@gﬁé ;w[3}c4td1ﬂ&éﬂhdn§1]pe 2 SrdpydiRIred-
pulfahitiganbicingt2.4-innadol AP -fmetyls2 gy iayl-amino)-
ethox§)&>ﬁen(y%] ngeltﬂyli]fj—ﬁ]1é/zoald1ne—2,4-d10ne, 5-{[4-(2-(5-ethyl-2-
pyridyl)ethoxy)phenyl]-methyl }-thiazolidine-2,4-dione, 5-{[4-((3,4-dihydro-6-hydroxy-
2,5,7,8-tetramethyl-2H-1-benzopyran-2-yl)methoxy)-phenyl]-methyl)-thiazolidine-2,4-
dione, 5-[6-(2-fluoro-benzyloxy)-naphthalen-2-ylmethyl]-thiazolidine-2,4-dione, 5-([2-(2-

naphthyl)-benzoxazol-5-yl]-methyl } thiazolidine-2,4-dione and 5-(2,4-dioxothiazolidin-5-



et hoxy) phenyl ] met hyl } -t hi azol i di ne- 2, 4-di one,
5-{4-[2-(5-net hyl - 2- phenyl - 4-

W@x@20832%6 et hoxy) ] benzyl } -t hi azol i di ne- 2, 4- di OPET/US2006/035708
5- (2-napht hyl sul fonyl ) -t hi azol i di ne-2, 4- dione, bis

yhi}tq:fg{/l&éﬁgetﬂgx ﬁl (?jllaggrﬁgieﬂv Bénz)yl)ggtzg%/nll I;n%ﬂ}éhng any -
phﬁlfﬁﬁc{&(ﬁu An9%a%p é"lﬁij)_Sél?sotlri}élféBf?xyet hoxy] - benzyl } -

'8z 0l 1Uf ne:
[0GBH6]] 4- ( In phematiatiba b Olm apacecatidiobyticawhipopnds comprised in the
benzyl ] -t hi azol i di ne-2, 4-dj one,
phgm{a[cgfut(cgl %W@Séloﬁyﬂfﬂkﬁq&i degtiormin. In one particular variation, the
me\étlo%rg r{&%@ﬁ% ?g@gw 1 %{%MS%E b&z&J ﬁl&(ﬁ'}n?ﬂ%ﬁ&@m%ﬂ? acceptable salts
theSedih Qﬂﬂ yﬁ(ﬁhﬂlfp@ftyzhbal Rintatioh) e Iﬁ%tt%rrﬂmdh Qlﬂ@ combination comprises a
4- chl or opheny I% ~ 2-propynyl]-5-(4
meﬁﬁou@rlblrlﬁbwq I8 stil engihgrinartientar W@mm@nzthw@ﬁtf@m@nsn{t{mcembmatlon

is %%de)reilgﬁyc?a]ﬂ%dto% y?tabn‘% ne?e)gzl gﬁ Iaaii %%S(Emg &1? 86% another variation, the

medfolitr in2his 2o@bitvtioRs administered in a daily dose of between 250 and
25§a/r| dyl ) et hoxy) phenyl ] - met hyl } -t hi azol i di ne- 2, 4- di one,

84- ( (3, 4- di hydr o- 6- hydr oxy-

[00%’7? ' Zre?‘h%ﬁ?%t %Hfajé%zcm éqenogeg?glzo?g %/rgﬁéabeng c I{{I%urﬁ Xxgmgusela in the
ph&mla8edtial &diﬁﬂd@;rtfbﬁﬁﬁdlﬁd(@:{é )6)1? Bﬁﬁbﬁéﬁhﬁﬁnﬁ MEE[TEérMh]/est hi az

ol i di ne-2 di one -
[0048bht hymh yndslesyvexiatza, ths-opk or merhgitididhetic obinpliunds QomPldsed in the

B0 ica] comyrasition dnstaes a8 apidiabenisicpmaonid slseipdnim the group
coﬁshéﬂiii"g%r@hgbﬁepﬂe B e gﬁl%ﬁbﬁﬁndé ﬁé‘étdﬁ@xﬁﬁn&n&'hlorogropamlde

g(ﬂ_ar maceutically acceptable salts thereof. [0046]
gli éum@ﬁ |t<dbmtem1dec h)éazemedeo elipigide, caiﬂmtmdbeghq@ndo@ﬁxgiym@,mlde

PR o DR BB By
acdeEtabHﬂ sAlts rRionatn ¢He vVaARIIN, $RSNeRE nre ARI@abetic compounds

armaceutical ly accept able salts thereof. In anot her
Cmpaqucu rtmphaanac&uu@ﬁh compesifit molmdv:snghmemmies ;

rise a netf still ..
(0EREY o BERs QAo e DbiTOr HUIGATEHE Fofhe s Eppirised in the
phﬁﬁ{mdnn@m Opom@qriﬁdmc&fseﬁeﬁuduabe@m@ahip}éuﬂh)%cefd Reh WeeHoup
125 and 255 . In yet another variation, the
conpesting ofrineratin hommgn@mﬁ‘mlms theredfs betareeHiimidaraihei aceptor
250 and 2550 ng. [0047] In

antﬁ%%?%%ranéﬁwrg?&&g mﬁ]fé‘ SEHE8YEYr e ant i di abeti c _
[00501P OU Nl gn RRIFREAHSRA, 18 chB8r RIVAS AREIBELE B8dm g&ﬁq@@ Sbrhped in the

i ncl udes one or nore sul phonyl urea derivative
phdropdsitichncomposition inchrdeainsolin. t he one or nore

idi beti.c compounds rised in.the pharmaceuti cal

100380 L FsHor FaT Ao T 36 AL P B HBRICS BB gg in the
hetrﬁfaeadtiésl CQ)EIg%Qltl%ﬁ dhfiek Be Of mOtd GOPGRIgEnisQ! yburi de,

gl i bencl am de, acet ohexam de, chl or opr opam de,
[003R] bor humomt@,r Vtumdltbmt theiode pr trmteaammreﬁbet;m cpmypiunilsiegmprised in the

car but a hex
pharmaceutlcﬁ compo t10 1nc udes oneg 01y ore ]g% agonists, including human

recombinant forms of GLP-2.
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phenbut am de, tol cyclam de, glinepiride and

gliclazide, including any pharmaceutically acceptable
w@alorm3ber eof . In one variation, the one or nMPCEUS2006/035708

anti di abeti c conpounds conprised in the pharmaceutica

osi.tion includes glinmepiride. < [0049] In another
of5dT o i1 AR ROt EfL ABAEOTY e e Tapate atidiabatic copRpBRAFemprised in the

ti, S
pHaf R“"an‘t“?ﬁ‘?’ chifiposior BRI Stre SRR TP REIAAR
decioatsiest i ng of incretin hornnnes or mmcs thereof,

Eﬁba cell imdazoline receptor antagonists, and
[003d; - dBeneifer vsiatiom theenecr anug apidiahaigsomppwndseempased in the

pAFACE A coh NI AT SRR ERE I STBRN S she group

ri sed arnaceu

cohﬂmﬂgl of rehegObiti, mhlgalﬁmehﬁfd nadeliaideOthcluiig M) PhAimaBBItRally
ant i di abeti c conpounds conprised in the pharnaceuti cal
eqm%%m dieredic ﬂrual@svaéﬁé%rthmmeeor@@e |ana@1@bﬁt@t09mpounds

conied) sl PRARA R s Rbor Ll RR TR Pociumett gt

[063BTPOSiTh hﬁcﬁhd:rﬁihlrﬂdﬁ@@ 8 \6her nBRE BntidifbeticREAPbEAE comprised in the
i ncl udi ng human reconbi nant forms of GLP-2.[0053] I'n

phayigachetical egmpgsitim inglhdesme Oémmaleh@rﬁihﬂ@isialb@t i'nhibltors

ounds rlsedlnthep ti.c
[0fHTP 0 A8 S ABETA R, ik b SRR FREBAE S BPURR HtabRled in the
phe@hdcea@iday &sm &sﬂ%ﬁhelhﬂbsadﬂ%h@lﬁbé’[ﬁf do@ﬁcfio‘ﬁﬁd s&188ePREmThe group
more anti di abetic conpounds conprised in the

corm@tmmf@garb@m V%iﬂ?p@fsﬁlrtd mlltmghcﬂdémgatny ahaidicasisnilacceptable

sel ecLe mthe |st|n
safi REDH i3 SRt 1T O af B BRI Forab i pepmprigd imthe
ph&@ﬁ{ac@lﬁtﬁf sitEol 1hMué’&%@h@&Ee I:$ ddtfertvagh@af thelx%gﬁﬂ@se in this
vari ation, e one or nore antidiabetic conpounds

CoOBmBEPS @oﬁdirrnmtsmedph ardady é@ﬁei of HetveesmPolsantd bmegi ncl udes

|g||n|d cal ci um aIt drate 055 anot her
(071 2 SRR BRI e Bt Gahelienc comRpRTRgemPrised inthe
phﬁﬁﬂfﬂéElhtﬁ:@ﬂcdrﬂpdsﬁﬁmﬁﬁéﬂlﬁﬂ@%“r@éiglhtﬁ%n ﬁl@ﬁ@ﬁig‘dﬂ??)hhﬂﬂﬁcb‘ﬁﬁ:ﬁlly

one or nore al pha-d ucosi dase inhibitors 0056

aceapébiresalty therenfi bnonet teiaters ty ropighitazamd indhialvetmbination comprises

ounds 0 ed in the pharmaceutical conposition
ar8 gil?ﬁ%f)élg % agg tzs:li abetic conmpound selected fromthe

[ommup qBBEShS bi MBredintiARBEROSERpHAGY &&ﬁﬁx@seam@m@p@awrﬁ&lmmal
i ncl udi ng any pharmaceuti cal | y acceptable salts

comp@si@@f may plso nptioually deitesaglitetee, mwaghtazaroreaveglitazar, including
an g Bt f e b SETHALE “06gfPBse. I n anot her vari ation.

[0059¢ VO hikI8& vaRatidH, the one or more antidiabetic compounds comprised in the
pharmaceutical composition includes pioglitazone, including any pharmaceutically
acceptable salts thereof. In one particular variation, the pioglitazone in this combination
comprises a pioglitazone HCI salt. In another particular variation, the pioglitazone in this
combination is administered in a daily dose of between 7.5 and 60 mg. In still another
particular variation, the pioglitazone in this combination is administered in a daily dose of

between 15 and 45 mg.
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conbination is admnistered in a daily dose of between

0.1 and 1 ng. [0057] In another variation, the one or
wWOor00g/033266 di abeti ¢ conpounds conprised in the PCT/US2006/035708

pharmaceutical conposition includes rosiglitazone,

[ udin harnaceutlcally acceptable salts
[0{’ " eofh ApGigig @rigHPy. A eiF, Oroprte etidieetic soBReuRds compyised in the

P FTES ) SRS 508 ORS00y 2y

vaciatiqar, itlsegsio glnaztolne ipthay cfmﬂﬁuzitidhaion@)@maﬁietdl aibréiardaSdntically
optional | ¥ be tesagl itazar, nuraglitazar or

acerpiabl $alts shereof; Franndies parieylap Hanatna e pioglifagone in this
co?ﬂbﬁﬁtﬂ%@@%@pﬁ@ ta%n?éiﬁ%z%g% Iéltdl(g%gg r%l'pstlglﬂn Qﬁggﬁ%tw@éﬂ vaa-t}lhto oi, the

piddligazoheimmhiaishibiaition MR Sintstedet inHCd g @15 sPb kW dAZON ad 60 mg.
i ncl udi ng any pharmaceutically acceptable salts
In yplemether ParHCW ey asiakien.dhe pioghitarongtin 8Hs corkinptiangis |atimro$tered ina

|
o Dol R 15K BT A 3500 B S fions,
thd fieSoeaiin hay dodibihSioAdFhipriStssRbr infbra He@tﬂa&e&l@&l@y '&fceptable

between 7.5 and 60 ng. In still another particular
sakgalhpteps. ol still ﬁe_fmfshqsmanamﬂ@ mﬁfqrmnsmctbwmomna@nn |Csmprlses a

R BbRGT T sk Gy he BRICERR i dRbwiRation s

admiiibteieaet deilCasp e B@tsVe@@ D5 hSETE 50, "By s@ihlaarﬂﬁﬁﬁ&wahﬁ%n the
conposition includes netformn and pioglitazone. In

megtesmippintthis gpapingtien tddonnistered ipiadgily desesf dciveen PG and

2558 i nation conprises one or nore pharmaceutically
acceéptable salts thereof. In another particul ar

[006H] | at T®fegatdn® eREHOSH thé ABSRRnIVAddinknSs ﬁﬁ%ﬁﬁéﬂs‘%ﬁemof regarding
conprises a pioglitazone HO salt. In still another

pheyaraceispheompasitens, dﬁpmmm@dﬁmafglhetaémetered as Ia|f15¢e base orasa

d
oS AERLARMLE ek Bia B R R M Ebetiors Epraery
adinitBstPrle@gs h bazRR shR of RksusiREtdhate san ot & h?&’t@blﬂbﬁ& §(¥1§ galt of

in a daily dose of between 15 and 45 ng. In a further
Coppovad L.on of each of the above variations, the

f t hi at
10524 e BBy Badod T BRURE IR PR mERE ofd P fiof ffrogt
regﬁttﬁﬁ@?ﬁarﬂﬂ&duﬁbél@ﬁmpbﬁﬁoﬁ@?me%}mlﬁadeﬁuéa!l‘ b&n?@éﬁi’érﬁ%ﬁj/ Bftionally be
conprises a netformin HO salt. In yet a further

a sipghg dasp furm Qdaetedrémf @rhadministrativns Optcmiailm atsplyh farmulation adapted

B B, b RGPPSR A R hmcion
Thé bhmeai@icalthﬁmm&n ALY aRb Bk ah 8ftehdeddeRald MrHRE€oPidapted for

bet ween 250 and 2550 ny.
oral administration.

[0063] Also in regard to each of the above embodiments and variations thereof
regarding pharmaceutical compositions, the pharmaceutical composition may optionally be
employed to prevent or treat conditions mediated by DPP-IV such as diabetes and more
particularly, type 2 diabetes mellitus; diabetic dislipidemia; impaired glucose tolerance
(IGT); impaired fasting plasma glucose (IFG); metabolic acidosis; ketosis; appetite

regulation; obesity; complications associated with diabetes including diabetic neuropathy,
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[0061] In regard to each of the above enbodi nents and
vari ations thereof regarding pharnmaceuti cal

W@ wpo3i2ed ons, Conmpound | may be adm ni st ered BST/EHSIN€E35708
base or as a pharmaceutically acceptable salt thereof.

.I.n_.particul ar riati.ons,  Conpound.l, is adm nistered ‘
aisgel Wsepihy and BhSiSeESe: L sRa ey perdieliretidemia,
yPUCHAERL I HIFUHDE AR oA pORFRANALpenl A, McBBecitlosis:
hypéntansioh; mygemrdinhigfadiannagmit pectlriscoamngiosli ihfacrtion, denebral apoplexy

har eutical conposition may optionally be a single
anaé%eé%g‘f’ﬂ%%?-ed for oral adnministration, optionally

i d oo . I L o,
086, OB R YR ShniR Tt el
coamokitibs heaidiogto the erepbmimeadod.i cal fornmul ati on may
al so be an extended rel ease fornul ati on adapted for
(0065 adnions yeiasionofe kitohstpr gumpyiseanstagions whicteeqinprése one or
h ey o . :
o AR SRR 8 B0 A RS ISR e s

foC@hienshd prafm ARG ChaPaitioh Beo BIRdBietertd spir@¢dfor@btion for
treat conditions nedi ated by DPP-1V such as di abetes
the;plprmgecaitisalcompasiipn.Wosing informatioapad destigplionstregprding how to

J. ] Lslipi 1 8. lnpaired glucose tol erance
ad%’l‘@%%};; {h%r?gglfﬁj_}agg&t% gjsr(%o?nrpé) Sﬁ%&s ma gl ucose (I1FQ;
[0068] abol Algo BfoivERE iafe arkEEPSH rBanviiidge icbRipfigiE s nfd e doses of
obesity; conplications associated w th diabetes

phpsfadcauiiqal cernpgsitidnaceading pa theyprefeabiavensione th pegpeariajionsibe

Ki.dn i sease; erlipidem a.includi,n )
e T GRES rortheP Sy PR e B Sy g ot fo
hoasiflg pRshplFipRAiods dfmgpﬂahaa&aﬂbaa compb@tibOfd |ra8be indicating one
hypertension; nyocardial infarction, angina pectoris,
or gy pieatbersiif drecgrovmconsisting phi digprsp sejeyfoawlichebapmnpaind is to

ndr. i 4] Al'S rovided. are.kits,conprisin .

e RSP QR by RSl ¥R o i Ay R R Femngne
homotahﬁmﬁgteﬁﬁaebompyﬁmﬂ,on. [ 0065] In one variation, the
kits further conprise instructions which conprise one

[0Q47]1mor dt s apied v fegerstoatet thsrabost embedimenisihat e qrlondiments

Lsting of i.ndicatin di.sease state far which the
sh APk sl DGRk PR FARTERE BTN mellogh S Lol
fursiie? ad@shsibel @ RbdedBedifEd nbRdRIFAREBERINdtGAbN of other

conposi tion, dosing information and instructions

phaigpseicaly Aeivetmatedls i aspasient Remplady.radess ptheryise specified, the
ition. 066],.Al s rovided are articles of

e ERRRlL P e R g e oL Bl i hRhePinctude other

materials including other pharmaceutically active materials.

BRIEF DESCRIPTION OF THE FIGURES

[0068] Figure 1 provides a table summarizing the primary efficacy endpoint measured
following breakfast in the double-blind, placebo-controlled, repeat-dose, multicenter study

described in Example 3.
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phar maceuti cal conposition according to the present
invention. In one variation, the articles of

woracwadzsar e further conprise packagi ng mat er i BABHUS20061035708
as a container for housing the nmultiple doses of the

(fﬁ%ar maceut i cal conposi tion and or a | abel indicating
(0069 or Fisvre? pervides table swamariging PED%SI@FH%@Y @eatgent and by time
t 0 C s
gllt ?ﬁe ﬁ'x%s oZﬁr)ge dlﬁlr{d lra\ggﬁeo Poﬁ]%18ﬁﬁ$§tle eﬁx%' 8850 Spﬁﬁt?ceﬁﬁj rstud{/ descubed in
Examg}’e@r instructions regarding how to adm ni ster the
conposition. [0067] It is noted in regard to all of
[0G798 abbigsre b qupvides :a tdbda sumenceiringdifasting sfrw@s@mnebeesults by

oobBHLR 8 TinosbOe 000 SRR B SERAR AL o

mulkRaiek k@dy deekived ﬂl%)iaﬁi{-blélﬂm nistration of other
pharmaceutically active naterials to a patient.

[003iLEi | aFigpre 4iflustrsten theebsdrsed offret fhiaf atmintsteaing Compound I has ona

C ositions, kits and articles of
pa[ﬁ%‘ﬁﬁfg}é ﬁ%ﬁﬂ&fcg% her include other materials

i ncl udi ng ot her pharnaceutically active materi al s.
BRI EF DESCRI PTI ON OF THE FI GURES [0068] Figure 1

provi des a table surrrrarbﬁﬁgg @gri mary efficacy

endpoi nt neasured foll ast in the

bl d b I l.ed t.
o3 i o Liiesr oteliSe Haear P baRmiEehs Pt fioesritieyigarad
clafmPEHNIHASS 1R HAGK g SRTRIS Zdrikk des 6?&'@}\ IQ\Atlon
treat nent and by tlms p0| nt in the double- b

[005Bhcebdbisomel spdcditally e]@lmites algseheatthyt dooditive rof sm audmal or part

thepSipnt STy F“%EXP B Gonderr B usseliyapt B85 o, medical
or V&t& P fHer dﬂoriﬁatﬁﬁin’iﬂl ilen tﬁé]@sl&oéffélc%" BF éd%ﬁihelapy

pl acebo c repeat - dose, multicenter study
[00FdEcr i b%luarmacelﬂmaﬂbl ceptalflg0nddns Fﬂn@ wrhechis jubdfuksin rpagpasing a

PhSAG D SRPCSIUSR ddis PPBRLD SUE: Y R PR Gglostedlly nor
otHeBPELhnddRir 8518 atd ﬁ%fu%§@1at5\llﬁkﬁ% ac'é&ﬁaﬁl@ kdrq)é’teﬁgaltyq{sgﬁs well as

used in the specification and clains shall havé t
hueh plpwinageutiealnisags for the purposes of this

[o@ﬁij' ¢ i on' ggﬁz}@ %C;%%’isbj? gajﬁ Hﬁgﬁ%ﬁtfa tg?’vlh%&féraltrg gllp?gglggqﬂtwally

acééﬁgbleng dé‘#ﬁx%d ﬁﬁb\}én&ﬁﬁkzhﬁﬂ pSé%QQ' thé Q&Likh %hm%ﬁol@@m&l%ﬁ@ﬁy
by, or incident to, nedical

Such salts include, but are not limited to, acid addition salts formed with inorganic acids

'_'J

such as hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid,
and the like; or with organic acids such as acetic acid, trifluoroacetic acid, propionic acid,
hexanoic acid, heptanoic acid, cyclopentanepropionic acid, glycolic acid, pyruvic acid,
lactic acid, malonic acid, succinic acid, malic acid, maleic acid, fumaric acid, tartaric acid,
citric acid, benzoic acid, o-(4-hydroxybenzoyl)benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic acid, ethanesulfonic acid, 1,2-ethanedisulfonic acid,
2-hydroxyethanesulfonic acid, benzenesulfonic acid, p-chlorobenzenesulfonic acid,
2-naphthalenesulfonic acid, p-toluenesulfonic acid, camphorsulfonic acid,

4-methylbicyclo[2.2.2]oct-2-ene-1-carboxylic acid, glucoheptonic acid,
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or veterinary therapy applied to that animal, i.e.,
the "side effects" of such therapy. [0074]

w0 Rivansmeceut i cal | y accept abl e’ nmeans that whi cPCT/BS2006/035708
useful in preparing a pharmaceutical conposition that

i L] f -t OXi d neit bi ol ogi cal |
44 Fpel By R Pl S R 2P r @ R Al dedeRHBrOPE Aeifhs

T R T

acal bpgroayiaphtheictasld, sBmylc sall tsteavibiacid, muneonic acid and the like.
rmaceutical |y acceptable, as defined above, and
[O&ﬂﬁc h g?é%%utﬂ%@m%%qma@&? sehim e insiusigi Buiarepatilippifad to, base
: DLt L 0 i .
R STV Ech R G Form S b bR BBl of reacing
wittty thoogahicar ioeganivi thsesh yAliceprablatigor gatiicibass s dclifde Covd Giethot limited
nitric acid, phosphoric acid, and the |ike; or with
togiogim Bydaetide sedis easbongier pelassiing hydrpxide. plvminpet hystroxide and
of 0L OR i Xanoi. ¢ j d oi.c acid,
co o BB P el R B o AEPA IR e
etl@amblimihe dietitnalairtne, WidBaiolanaé, dronftlieehiné, V- At 1T hiGe and the
.acid, maleic acid, fumaric acid, tartaric acid, citric
liksci d, benzoic acid, 0- (4- hydr oxybenzoyl ) benzoi ¢ aci d,
p-nam, e B ll.c.acid. ,neth sul fonic acid .
[O@{ﬂ an esgﬂfl‘f%1 e|qr(t:ma 14, Y%g%?wgngﬁ?%sﬂﬁgtoaﬁ?o@nggf geompdund which,

wiknhydigxy et hame suhiadir GreaGigh di0eRE an agbkfNoerR6l heh treatment
p- chl or obenzenesul foni c acid, 2-naphthal enesul fonic

forihp disegset ol uenesul foni ¢ aci d, canphorsul fonic acid,
[Olg'{ gg‘é LEBGME el(g}ﬁn?fegnlt'oérz'trzeat%lgq(irtléa%é Sl a SRRV £ thgr%lpgdtically
effactivé, snctint 61 dvhRuaBiasd Archidds:0xy- 2- ene- | - car boxyl i c
aci di, 3- phenyl propi onic acid, trinmethylacetic acid,
t er tthar y PEYeyinecibe diseaseifepm pequrng iwnfanina veld¢himay be

. ' Ch: tam ¢ .acjd, hydroxynaphthoi cid
pr&dhg0R0 6 REACasSLHAM Fordel Seoelbits R MR BRI IS iRk or
symplognatd108//&]thPhiggaygceut i cal |y acceptable salts al so

i ncl ude, but are not limted to, base addition salts

whi 6B najnhiliting theatisoatrein 2acinimal tat ot epsriproéngen displaying the
PRl AR 00T B2, BB o

padthHgyadd/bpsyngﬁ@khatm flioexi de, sodi um car bonat e,
pot assi um hydr oxi de, al um num hydr oxi de and cal ci um

hy dkdxi dameleratng thgldéscaseganh enivend dwt isrxperdencingar dispdaying the
i.m ol am ne,. di et hanol am ne
pafifogh Ried ol ey R R G a R G BB io andighq
sythp@nlatdt&ay)[ 0077] "Therapeutical ly effective anount™”
means that anmount of a conpound which, when

adm nistered to an aninmal for treating a disease, is
sufficient to effect such treatnent
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for the disease. [0078] "Treatnment"” or "treating"
means any admi nistration of a therapeutically
wetdogosizée anount of a conpound and includes: Xd})/US2006/035708
preventing the di sease fron1occurr|ng in an ani ma
whi ch may : olsease but does not
yet experi Shedld ' 16 SHEJINVENTION
synpt omat ol ogy of the d| sease, (2) [ nh| b| ting the

1. di sease.[if[@R)AANBNG-IBIPERIDIRS T 184! 3-METHYL-2,4-
di spl ’
d gga?%ﬂ ohR PE?‘Z}JIR@DEVYI?%&EE e‘|I 3 %’gﬁ% ]ﬁ.ﬂi’éAND

pat hol og Mﬁ’ﬁ‘&ﬁ m ° ogy) or (3) aneli or ating
“"@?Ep R tehl ipkeRon 33%%8%%1& 1B BHBGNAIBHOR 196 2-L[6-[(3R)-3-
R 2%?%1@93;;“ B R oD R A et

bezontSR" (rafethiDlo lRirdERE DCOMboUndFy BhbPERROESrNE pHovided-below.
DI OXO 1( 2H) - PYRI M DI NYL] METHYL] - BENZONI TRI LE AND
COVPOSI TI ONS THERECF [ 0079] The present invention
rel ates generally to the adm nigtrati on of ‘
2-[[6-[(3R)-3-
am no-| - pi peridinyl]-3, 4-di hy oN3 met hyl - 2, 4- di oxo- 1 (

2H) - pyri m di nyl ] net hybi Ie (referred to
herein as "Conpound 1") ture is provided
bel ow. [0080] Exanple 1 cr|b oRe et hod for
synt hesi zing Conpound 1 . It is d t hat ot her-

nmet hods for synthesizi ng Conpdigid may be used as
woul d be appreciated to one of ordinary skill in the

art. [0081] Conpound | may be adm nistered in its free

[0080) e fEmrnpiad desoribas e iethad foriyathesieielg iddnipdend B MiPhoted that
hsaI t?‘io dr at s and prodrugs that are converted in
other pgthors ftSWét PHERE (REWORBY himsty beoipdanavonld mopppreciated to one

Of(ﬁ-&ﬁaﬂ)ls%ﬂlinthéglawthl n the scope of the present
invention to adm ni ster Conmpound | as a

[00§h]ar meCempowsl I yngcbeptiaiistesdl in HeTice eshsd FOMM Ak | QL also be
d inorgani ¢ aci ds and bases in accordance

adn%P F?rfﬁfflé‘ég%l frrasofisalts, hydesias and profsugs that axg corsistied ér wive into the

d
%@%ﬂu%% du gﬂgﬁﬁ%’%ﬁ]ﬁ 1%@?&12 ersé\% ikbere@rtqenéawentlon

to administer Compound I as a pharmaceutically acceptable salt derived from various
organic and inorganic acids and bases in accordance with procedures well known in the
art. As used herein, Compound I is intended to encompass salts, hydrates and pfodrugs of
Compound I unless otherwise specified.

[0082] A pharmaceutically acceptable salt of Compound I preferably confers
improved pharmacokinetic properties as compared to the free base form Compound 1.
Pharmaceutically acceptable salts may also initially confer desirable pharmacokinetic
properties on Compound I that it did not previously possess, and may even positively
affect the pharmacodynamics of the compound with respect to its therapeutic activity in
the body. '
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[0082] A pharmaceutically acceptable salt of Conpound

| preferably confers inproved pharmacokinetic
wEe@pes2ees as conpared to the free base for m BOnps2ene035708

l. Pharnaceutically acceptable salts may al so

a nfer d si r.ab)] e phar macoki netic propert X
OB A ST ol el Aaadrq&semdomgﬁwgm oy include,
t &S .
B SRR e kaP ) o QUBE RS 6oL o e
suthn easbdﬂﬂrokﬁkbﬁﬂ@ Badiobrontide, ﬁy@ﬂpﬂdﬁ& Odﬁth&ahm&elahya&icht @asd their

and odrsaﬂs of Corrgfgund | include, but are
coptFsaoRdeaiis ath FPHater BitAHee PRRSPh#Br Y aECYbandom@aQﬂrxlsulfonateS
Suﬁ‘);/ gggglra gﬁgggnﬁﬁdtgr ol og%dﬁa e Hﬁ({q ba?zr%g%sglgfg a’c‘l élg&g%rdorgamc acids
anti hle&n‘ caogspesiion Shlfsgsuslabi scesdi€ riflGordbidcta¢, aartitd, lh@ll@te succmate
osphate, etc.; alkyl and m)noaryl sul fonat es such

cﬂéaft%eh@ggqﬂtq, éﬁléﬁyéate g @@ﬁ@tﬂ tInthenacid @ddltlon salts include, but are not
LRERZ 6 gﬂdi}‘teg nﬁéﬁflttes lg’atrtlé1 earspace? gt%lgulf‘at? q} i % tbhel i butyrate

COrrespo Puoroace a
cafnphbiagl e, r@ﬂio@sulf@u@tél nat eap€ldié,at e, chiefigeat e, chlombenzoate
sal i cyl ate and ascor bat e. Further acid addition salts
cyFlapeniensprapianats e neielidonpieed t dihydaspmbesphategi nadimitrobenzoate,
t bi fit b
dog&gr'l gt%% fﬁﬁgﬁ %;afacte%téc' K‘péor e ' 4 )e Igaleaz:tu a0 é?ucoheptaoate

ona capr

ghﬁhhﬁt& dglutaﬁfidt@r Oglgwqa{o@ﬁzlhaﬁé/ clepasicemaR! OFPlb@lﬁb%lf@be heptanoate,
di gl uconat e, di hydrogenp osphate di ni t r obenzoat e,

hegy@atey | suhipRpate, f umiyaroghlobdd. act éwéltobrqrmd@,m miyideoiodide,  2-

o} I

hyall%lxgéthar%@’!ﬂ% Celpglg hlgc%n%pe é gftg e, 61 c%oblonate, malate,

mzll@r[ﬁt@ul f aﬂi@delh%pt anﬁhataphosbﬁ‘atanOatﬁethﬁie&ﬂﬂfrﬁfee, methylbenzoate,
hydr ochl ori de, hydrobrom de, hydroi odi de, 2-

mwav@a%tphamm f%ﬁamtéhalﬁ:r@aml&matq, s@wﬁlr@ﬁm gitrate, oxalate, oOleate,

pafrrrlégta,e# ¥1B§tgh%er£ %ﬁe a’%gttapeb IﬂgﬁsﬁPrp ?It homaha? €, ogphonate

anﬂphﬁhyla&enzoat e, rmnohydr ogenphosphat e,
napht hal enesul fonate, nicotinate, nitrate, oxalate,

[0Q5}4d at e, pmtaétonp%@ppmﬁ is @ybmgurerf%d @, thy h@wpa@c@l@n@sulfonate
or iﬂ?}%@lﬁ% 18@ 8@58%% 81? CBHI é&%/dg fr Ieg Qmﬁls p%g?%%u%s H)Ie Rr%paratlon of the

beﬂﬁﬁteﬂ tcﬁlﬁ@ll‘eﬁﬂfoaﬁtetdﬂ& hp@mzmaﬁ@e saltdbHBNESObhpnadg. or
hydr ochl oride salt form of Compound 1. Exanple 1
descri bes the preparation of the benzoate,
t ol uenesul fonate and hydrochl oride salt fornms of

Conpou ﬁg{bﬁ dﬁ% QUND |
2. 0085 rA(1%?11{éﬂl\lrgse£en [ nvem on rd?'a%t es géeﬁe ly to a
Y
[06?55 hod The r{yrpéslegtl i en%%rrpre a ets eg[anerglly to a method comprising administering

Compound I to a patient at a daily dose of between 5 mg/day and 250 mg/day of
Compound I to a patient, optionally between 10 mg and 200 mg of Compound I, optionally
between 10 mg and 150 mg of Compound I, and optionally between 10 mg and 100 mg of
Compound I (in each instance based on the molecular weight of the free base form of
Compound I). Specific dosage amounts that may be used include, but are not limited to 10
mg, 12.5 mg, 20 mg, 25 mg, 50 mg, 75 mg and 100 mg of Compound I per day. It is noted

that unless otherwise specifically specified, Compound I may be administered in its free
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Compound | to a patient at a daily dose of between 5
ng/ day and 250 ng/day of Conpound | to a patient,
wWopirosebd y bet ween 10 ng and 200 ng of ConpouPdI/U$2006/035708
opti onal |y between 10 ngy and 150 ng of Conpound |, and
%q{onally bet ween 10 ng and_ 100 of Compound | (in
I s3shm PRAYSRSEHiEHY taﬁ@PFﬁ?i%Eﬁﬂiq aFloWisvgjh theodospgreamounts and
AR f
mﬁ%'s?? P8 R R ORAS T dne HBRENY FielREETRy §URHRTorm of
CdiigJouihaIS ng, 20 ny, 25 ng, 50 ng, 75 mg and 100 ng of

Conpound | per day is noted that unless otherw se
[0856d i f |C@afmoyn@ bé@vﬁap @drmraﬁmgé &5 @ny rovw oloalnzidisiraficn dp@articular
emé)gge p g\?ﬁ the &%emlc% oﬂ%? %re%e oérg%%glﬁgtﬁgiﬁliag%gﬁ ch administering

Cdndfaas I bfaﬂl‘yﬂ (Ilﬂds Heé of MrainRtratinei dbateofint dsk it is easy and may
nol ecul ar wei ght of the free base form of Conpound I

be[sd@@éqrnrmﬁp@bm&lqpmm be adnmini stered by any route of

ofFT 1 Hobiobpl T eV 5 Bloiite Rl ot PR et G o h patvantage of

the@phibdnk Sivehtidig h@%p&umhbt QéBpdund 16ah beleyRbtivly administered at the
adm nistration is advantageous in that it is easy and

dom l¢yeel ssspe€ifiad mereis oot gmle pgr ddyeansmpe also beGd8iTjistered as a single
ed .one or _nore

d |
iR IR OERF 40T B TR RS PG FOPBR R Sy Efsage levels
spé&ﬁéd"ﬂﬂ%m@@ﬁ@%duﬁe pé&la ?%n@ bfa@G ik weda¥ieREHF PRI SIS foeﬁliaddnumster

t he dosage l'evel s speci herein one tinme per day
Coampundry, éiis ompeovagntibni complienteas wagé agloeg gotenge rdquring in vivo

. .one ti . bei ng able to adm ni ster Conpound |

mkﬁ&%ﬂﬁ@‘o@%%&l s specified herein only one tine

[OWF dawy @hgta oﬁhlé/b Cohfpohﬁ'd ¢as 'sﬁi"[abfl@ rfonoﬁxtoﬂcﬁl%E(@ cbftinuous use and
sel f-adm ni s er mpodnd |, thus inprovingt

meyydmﬂdtrrams@redfto pRtgEs ﬁmmmgexpfaﬁa@ persod efgpirmne. | Agccprdmglyv the method

mRIRRGITC FEo YRR BT opiSRGEd SaFPuIdas dH Pptionally 1
tinRNEaifBYoP8 REBHShCled f‘ﬁlc@@{ 'cﬁﬁbﬁaﬁ}pforaﬁ lggs‘teﬁﬁﬁ)gths and, if

peri od of time. Accordingly, thé neth
negsssarnrapiidnallyefoe th@odipatinmol the paaeits dlssatse |pe<nf11t .0 Bgcause of the long

at J each. da opti aII dai | for a, . .
aclifs DERTYARERIORYS (N nptui b o st diba P dasinggregiment
lesEPRE RSt tHARGncd perMBe BRFIe¥mpRRhonal Iy for the durat i on

of the patients diseaSe profi’le. Because of the |ong

[0QBEA | ng Aldmtagtousim GompoeynddfthechesadmhiniSempbatredy Itime during the day.
SR 305 551 e A TR T RSBl ccur
in ‘EH%"EH@MH% Befo@Ynds. 28R kS E8RBOuRL T 83YstinhilBe dhdulid%eb@Bon when
blood glucose level reaches levels above 100 mg/dl, it may be beneficial to have
Compound I in systemic circulation before an elevation in blood glucose levels occurs
postprandially.
[0090] Compound I may be administered to any patient who would benefit from a
course of treatment leading to the reduction of in vivo DPP-IV activity. Figure 1

illustrates and Example 3 describes the observed effect that administering Compound I has
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Optionally, Compound | is adm nistered daily one tine

a day where adm nistration occurs in the norning
whedoonss2eeal s. Because Conpound | can sti nmul at BCT/DS2006/685708

secretion when bl ood glucose | evel reaches | evel s

above, 1 O / dl eneficial ave, Conp
ony a aatgepgf Smac P.PEEY a4q¥1as @3 bri¢ Qﬁyseﬁfe@a%qgsr#evﬂs mfo%zrng/day,
10@#&&@%@%@ /Qecurs postprandially. [0090] Conpound

be adm M stered to any patient who woul d benefit

[00913m a Aoeande seén fro@abar@ni slhcﬁaﬁmﬂﬁgﬁre 41 beadre@istdrin@rCerhpound I
in vivo DPP-|V activit ure 1 illustrates and
onE)péxpﬁppeé day aldbe dp3es IQVﬁ% SB% ¢d Regeias €ampounggican be effectively used

rel%gg% @ &E{:‘)ﬁ% IE't teg:%qgl%%]gs H@(?&) d&gagggtﬁeél\? 8Pk %Ilﬁ PPIV activity

by2 pregtetl aiian Bc%ngyﬁ)cialyau@m @eﬂt@@ tH@{ dag, ab@%ll]omﬁﬁy @?d&té@ethan 80%.
seen fromthe data shown in Figure 4, by admnistering

dllidvhenodelenst Ao mgept @agnpatmd hés @@@ag%em@v%uespatlem’s plasma
DW%CFI\I\/QQ {1{}&5’%'3%%13(:%@?%? ager \}’\}i;]aé)r ‘7? ttel%tf\}cegét Ia%/ega%tfurs ae period of at

ledsegiuesst bMeuRAtd ks, 98 Pbasmad R M @sid followikyadmhi@Rtefion.
t han 60% tlonally greater than 70% and optionally
[0@926 at erEmn@ﬂ%S%wt@étaﬁph@qu forgdannigtering ébmp@sn@l iclude, but

are; nnP?l ge/:d n,g )}ﬁ% %gﬁr’\r,lgg%%teg{ g%}r %g ?&#xﬁgz%l &S&rc%zqngqt Q/fp conditions
mé@atQ@S?DPPEIVf A patifid Bsbedds 2ak Iﬂlcﬁ*@ﬁﬁru@ﬁlaﬂ? agpe © dhOLES mellitus,
12 hours, 18 hours and even 24 hours follow ng

dl%ﬁi: distipidgmin AmpRIgADZcEr dpderanse GﬁTﬁanmpam:}d afastmg plasma glucose
nLsteri

i39E REEObR teion RokBipr Spi GRE iy otsp s A comiflcatons

as%%deﬁﬁh @iabet FhcRidirdgr @%dﬁ@ ReuRbatG§, rtﬁhﬁe'tl@ @@tlﬂ@ﬁﬂh?t Rfammatory
by DPP-1V, in particul ar diabetes and nore

bopgt t ligedsar | yrohe’ypaliseasti ablesressherepy-induesd dingdydisi coral mucositis,

LSl aire Iuc se tolgranc
SRR S o S8R DaREe" ) Bl Cifubabdediaed by DPPIV
fuﬂ@‘dr degdlsdes k @y pgligiderRP &duth €ad eﬁh?l@’@enc@ﬁﬁ§ | thyp@@Rblesteremia,
|ications associated with di abefés including

I—:«Plinta @ém&p@mﬁw hyfrealiyeit¢rgiag ellt@rmplaltom,%, hypertension; myocardial
ease,

lm’a%‘é Rep sy B Fehl AR oSS L R0 A matabolic syndrome.

[06839r t henedis Ben®ied Sy daaiisiamdn bk @ﬂﬁ%oﬂﬁ&?@i?pe T8€type I diabetic
condi tions nmedi ated by DPP-1V furthér includes

patgipe foligyide mi mimum weatimgpleet at ghst ¥ dajsridl, improve one or more

ercl ol esterem a, DL and post prandi al . -
e BT SRR Serud o RERR BT hCimay be improved
indVRS Bidara not Bhake kb @f&ec@ﬁﬂﬂ B ERCIyRHOLiS bl §BEsdle, an increase in
i nfarction, cerebral apopl exy and netabolic syndromne.

HIpIp dgdgstarel, ingprigwernent ariL édnﬁlmarsi a wiigiondh tipgpoidas!
[0d945 0t yp?t 1|s a?sro bte¥1Q ed tlhat a(iarmmstratlon of Compound I in combination with

one or more antidiabetic compounds to type I or type II diabetic patients following a
minimum treatment of at least 30 days will improve one or more cardiovascular
measurements. Examples of cardiac measurements that may be improved include, but are
not limited to a decrease in mean systolic blood pressure; an increase in HDL cholesterol,

improvement in LDL/HDL ratio and a reduction in triglycerides.
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patients following a mninmumtreatnent of at |east 30
days will inprove one or nore cardi ovascul ar
wore@snseeent s. Exanpl es of cardi ac neasur enent BCT/0181006/035708
may be inproved include, but are not limted to a
rea in mean s stollc bl ood, pressure, an increase
[0‘?9?5 T (B w081 ompgd Jdpradminisiere iy pprtienawith tyaec diabetes.
cf&%‘%d - 4 S
'ltl Bty o g?ﬁﬂxl}# Srd,:tor :Ptolghé( qexﬁé}gcg(ﬁo }{SQ%%I Jnajfﬁndti% aﬂ'l 85191% ée%ﬁi’l%n from
panmeatmr isketsr @tten thagli hetts ®vhbolmwe Lﬂedslop@i Im@lﬁn tesBtanty pe %:)enphel al
i di abetic patients following a m ni rrumtreatment o]
insy{in SeRsEEvVesisSE{PEZals1 | i nprove one or nore

T e e e

levelsrspteified Berdindegy Aaske iskd PaLat PHGERY who RiqREdiMsRie S Wig beheved
an_increase in HDL chol esterol, inprovenent in LDL/H

that adipgusiern sCompernd IGn ajpatient wiioyis pradirbeti¢ §9s]to delap development

of ﬁﬁlwﬁ{ dﬁﬂetﬁcg é{ngatlen at Iug{%rgeldffélgée%gﬁ h‘g b@yﬁp%laﬁ(ase desensitizes

paityatidl isiet hﬁiéﬁoﬁl af@ lid et inlin Keckdifnl BY 1%@)%\@@ eftikr AP levels
gancr eatic islets rather than patientS who have
an

heeFdpam fynsmicnin befh selidle collspentivpivegeabs rapsiringndamaged cell
coR iRt G a4 BRUGRAOTAR0P L O0REL Advant ageous v,

mmnisterin er day at the
[0039F age AdevBisterinp Cdohpddeld NesiRl fmBBEr @Ia? Qt B &'o%ﬁge ﬁé%ls specified
treat patients who are prediabetic. i s believed )
hellehhts oattad se dayng r@mepdudedirpus biokogixat effedts whoivbs For example,

ab to d
B RO R
theQlatisASEHIIES EMBbde 16RS wlRA 6B £1'e§ withl Rhcebd @Sﬁthﬂn Sﬁ&ga decrease in
I mpalrs insulin secretion. |errOV| ng CyC i C

Poﬂtﬁr\aéqhgl klped gllﬂéO&@elﬁ@ll&hﬁlmmgimnc Ppaiigntpet maiotain ]@wet ghacose levels.

t vat e es re irin ed ¢
0381, 5 AShliReGaP TaFSa B0 F sl Sob 35T dan el ey APGHBIFE specified
herBENTK ﬁls@ teRpddid GHARE Hﬁ%ﬂec%ﬁnéﬂeﬁ@né@k pqaé’nt%tmw‘l% level or insulin
dosage | evels specified herein is expécted to have a

sensiiygE. ofnselés ifacilifeteieniy gif celhicast fintot Bluscxie,vadlppse Fad several other

tis RS "BisS g BP0 Y LRR P PR Gkt 1 bttt P dnctiued diftusion

thr@uephl fitulsidd GORs@lineesRol. @ epiiie Hn&ﬁﬁﬁl@ﬁ ad Mbleh chams created
pl acebo control. Such a decrease in postprandi al bl ood

by geyrchiy éth’fe%’léi éth?efl'Dpr ploiselin (:arpmtacte\m precwsarebringilin).  C-peptide

uco Iev [0098] Conp
and, 8 Tn et ERARALGPERSienL Pt Pl Pl T BEhrsy e tputin i
relda&@in@t@@@@dsﬁ@aﬁl%cﬁ@l’ embiigs 8f Cesdptial alsh Cai‘@%?éa@&i tPis makes
patient's insulin level or insulin sensitivity.

C-nepdde pyefylasia madeeef léﬁtlmyprgﬂucgiomcAdeumlsitnngr@@mpeund I according

to tﬁg i)%(s)gn% 1rzflvré:(rjltl(§r(1e }/seerx%ectec{ td3hcrease the patient’s C-peptide level.

[0099] Administering Compound I one time per day at the dosage levels specified
herein is also expected to have the affect of decreasing the patient’s hemoglobin Alc level
by greater than 0.5% when compared to placebo control after extended treatment with
Compound I. Hb-Alc values are known to be directly proportional to the concentration of

glucose in the blood over the life span of the red blood cells. Hb-Alc thus gives an
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ti ssues. The nechani sm by which cells can take up
gl ucose is by facilitated diffusion through
wa@eiomaxreé on of insulin receptor. C peptide anPCT/HS2006/685708
are protein chains created by the activation and
. divisiaon of. prai.nsulin n i nactive precursor to
infikdebihh e hip b tor el Ve echrEViG ot Sy sesspuet! to the
mabsh rdcd HAysC ; W&l s b -
rel eagte%gi %Itsoeﬂt’ﬂﬁzwglérgg% gefd?(gtgrﬁn{ ‘%2%8 gl\m am:j’ uI%fﬁsg gg{&ﬂ Ale level thus
vedfipehd destaihed radwetios| imathedpatiEnt's bimide gluCageeiveldeas a result of
useful. as _a marker of insg%in roducti on, . i
Ao CPmRGUSOHGUEE Por Sk Bt AESa€8 197Rls specitieshercin
invention is expected to increase the patient's
C-peptide level. [0099] Adm nistering Conpound | one
3.ti me p@&@OMBINATION THERAPY INELEDINGCCOMEBOUNRIN i S
o expected to have the affect of decreasing the '
W’S@ﬁ i erticHIHENIBY BN AP delpisy i theyseyeidaarapound dmn oomsbination with

f e nded. , ..
onf SERCSEATAr il ReRl A6hRp A Sl S e
cotpoudiidséedltide, puicgro ndi nnadd fodndulie sBeARENpatRkhPmodilators, like
| ucose in the blood over the Iife span of the red
prlfigdronias PaosPbEs (¢ TPRIR i i6ss, 4nd ABinE Srcishe-§-phosphate
' >0S.€e .he_previ qus.| ast.
om0 RS BANGRES shEYSlR, Bifalga DLty btk
glhebseproduttioadiles #10cbst8-sHoeplpedst EBEPB e iaRBEbRDrctodcLC1,6-
vel thus verifies the sustained reduction in th

e na e
bisphesphpaseyFnl.6dtPagpuplibisons exligogem ghospherglase (@) inhibitors,

el SO b RO I BBl VI R s e (PR
inHitielr & JplyNGateAARGENEEdas¢ RihA] (PDFEK)IhESE6Hs; i'n@Mﬁmejngﬁv?*]éﬂlancers

.relates to the use of Conpound | in conbination w
(inHHI SRSifEHY; BISRBR SeerttionicabICES (Mowhibsastriagomwesiphlpha-of

: : anti g t s.include, but are. not
el PG B o SRR, LDCMGe sl B R
recpptot egonistsy IGISH-D eecepios pialias & (FPhBasiajors, RN hodiBtord M K-3
. .gl.utam ne-fructose- G-Phosphat e am_dotransferase (GFAT)
mh%ﬁmrﬁb PSR MOdlatont; epdtormin, insplan; #gd g--aJenergisl antaganists.

i . Y [ u e- 6- sphat ase
CopERBL o RSP SHA A bR LSR8 BT AR
eitlfefr sinnfitaBRAGE) asi A¥indle todes at the YOQOGRHe RHQPRRAGS 3dsas Or dantially

. Inhibitors, glucagon receptor antagonists and
(e reisEheRsHs RAYRIsiaed betorpenafier fesuhqr pemimrinisisiedbi t or s;
uv ' e ki K) Jd.nhibitors: .
OB R R kL Bty R oo bGPy
Compsud Ninslede,&uk are ron Haiee (Sthotddibdlbdd e T SRR Ues) 6,057,316,

al phagl ucosi dase inhibitors; inhibitors of gastric
6.08hS6 1o PG Krblicpiorbion Y DIIELS, WOFY532e PH@ po/46268, WO

99AGHML $G 09F6Tad WEFRPAES72RIbSh236 K WRIAS S R

ators,
[0102]  Examples of GFAT inhibitors that may be used in combination with Compound

Iinclude, but are not limited to those disclosed in Mol. Cell. Endocrinol. 1997, 135(1), 67-
77.

[0103] Examples of G6Pase inhibitors that may be used in combination with
Compound I include, but are not limited to those disclosed in PCT Publication Nos. WO
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i nhi bitors, PPAR nodul ators, netformn, insulin; and
a2- adrenergi c antagoni sts. Conpound | may be
waodwrnsrtered with such at | east one ot her antPci/ER®D6/€35708

compound either sinultaneously as a single dose, at

oy g b o SV R 68 S o et Biliseied NorBees2004

anatm%etéﬁg@@mhﬂ@befé@@ [0101] Exanples of PTPase
inhibitors that may be used in conbination wth

[0DR4ip o Uiwhndplésrod IFuljé—,BHasﬁ inhitétorsathat iy beahedl tn EdioisiQation with
disclgsed in U S. Patent. Nos. 6,057,316, 6,001, 867,
Copppusef Hrfélmep El&taﬂ%wtm@ted\ﬁ@ﬂgw desipscd wE@oPedEaton gs. WO

B0 “INie 987 18834% PROSBI I 8O Gpsdian ™

[OI(DB]I blEx@\h@lds MGHHBMlthlsuﬁﬁdnayfbdm%in’kﬁimmﬁhti&ntvﬁth Compound I
nmpound | include, but are not limted to those

m%lpéf‘e baae npHvd tockese disshased i WS PategidYo. 5%%(416)3; PET-
Puffoayi I W BTREER. W o EIREL NG /1R ahd M RS ane

Euepeah iPaicheRuHl@atidHIS6s. BPSEgos®shd PP BF46Hubl i cation Nos.
W00/ 14090, WD 99/ 40062 and WD 98/ 40385, European

[0H] e ntExpopiss 0 Eluspe g ccapRE 3R BZanials thabinaly b @ised @8 mbination

B AR Bl OB oGBS, o

5,530030wnd 517761964 URET PAblicabe Nogt Wio 9\9/01&@3t wa; b9é§109 WO
di scl osed in PCT Publication Nos. WD 00/1

9841107.5% 6 98/¢3908/ BEBA 1 6440 3@/ V8 ORRA04H38 Wil Q@B@ Q@%ﬁbed in Bioorg

LB, HATaLES, S S8 gt MIBy TR 8

CHehiri1veg] 2v9. 8dvaswodi scl osed in U. S. Patent No.
5,998,463, PCT Publication Nos. WD 99/26659, WO

[0H7] 31 dpampiawod BEBOEgshibitdr stS&asahm emtopdimn with
P
CorGRy s Bl el in RS At B RL SISt N 90837

anfB¥ol Biol THbdtdy 190001 Pgd-HoN WIth Compound | i ncl ude,
but are not limted to those disclosed in U S. Patent

[01G$d. - $ixgwples 3OPRAK Bhiverobat mPCE Weblin cabbioatidiosith BGmpound

Lig b e G5 s el bede Chem By 1D Ry g

[01¢%q. @iﬁﬁgleb of insdifPsensifivit? daBd&s thht ma)Bd usdd i@ PombHABon with
41, 5150-5157, and J. Biol Chem 1999, 274; 8694-8697

COET@PGH(]l I @@lam’tp,l b a@fnoF’EijK{d ite iSIKI-3 uﬁlsbltohatretnwyd Keaecepont (RXR)
ag(l)msts %mEa-g M agomsts IEJCP modulators, antidiabetic thiazolidinediones
(glitazones), non-glitazone type PPAR gamma agonists, dual PPAR gamma/PPAR alpha
agonists, antidiabetic vanadium containing compounds and biguanides such as metformin.
[0110] Examples of GSK-3 inhibitors include, but are not limited to those disclosed in
PCT Publication Nos. WO 00/21927 and WO 97/41854.

[0111] Examples of RXR modulators include, but are not limited to those disclosed in
U.S. Patent Nos. 4,981,784, 5,071,773, 5,298,429 and 5,506,102 and PCT Publication
Nos. WO89/05355, W091/06677, W092/05447, W093/11235, W095/18380,
WO094/23068, and W093/23431. »
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Compound | include, but are not limted to those
disclosed in U S. Patent No. 6,030,837 and Mol. Biol.
wor@besress 1994, 2, 283-99. [0108] Exanples of PEEWUS2006/035708
inhibitors that may be used in conbination with
arent limted to those

PP $3Gmnis o BoiaeiA Reganistsincliden §5h s natiimiferido Glob6743
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Pubhtationan dseW@ 09/ 28K 23 WD I9813|2t7 3,3V Oragy20005 WK 980250 W O

97%%?5@%* gonl sts, Beta-3 AR agonists, UCP nodul ators,
PoH 2B OO H6490l i di nedi ones (gI i tazones),
{9 /Eégﬁé?ég%fpgﬁglagﬁﬁgpgﬁm?@%&ﬂ U Ui uce-s.

IC van

ExaoplaiofiUCP sodpeendaclade] boi g6 abi Gieged thahoRitRdst@ i1V Mal-Puig
[0110] Exanpl es of GSK-3 inhibitors include, but are
et ﬁlotBlpfph@m Sdophy's {RessComimsnl, §ob 235D PeT7PFB(19%9EL i on Nos.

O o STl AR eoth PR e AR Etlhones)

indlhi s bOSRE nbi ikt toP3Y) (¥ 4- Mg dro-GshbnyiB8aeth)-OFL1 -Péropyran-6-
5,298, 429 and 5, 506, 102 and PCT Publi cation Nos.

yl)va/l@lsmdm@ifdmfmghmgm)oﬁwc Msvhm%@benyl 4-oxazolyl)-

P Rep 7 S B B Rt o G e

Gy ekt s _
T L e Npe e

mdmlmoiz@m@ymmgmammldlw,mmmzwmgﬂeqe A5-mangyl-2-

sburavan PRt shal (e Tt TBETs Tl 0

naﬁahth_gﬂﬁﬂﬂir@@ -tBfaz bl dind DAL AeqUASY-B 63 7Y AR5 {4, 4%&(0051Eh1azohd1nyl)-

imted to those disclosed in Vidal-Puig et al

megiydipherl } B pia/ S MBS, 5- %ﬁﬁrmetWZ P@Bﬂ(‘&@xqaplyl)m 82
1997 | PPAR
s e o A R ST G R T A

cyct! ro?&r%cﬂ@bn}l'lhrﬁlnb?ﬂeﬁz‘j?l] -thiazolidine-2,4-dione (]DN 108) 5-{[4-(2-(2,3-

q@s 4- di hydr 0o~2- ( phenyl - et hyI )-2H1-benzopyr an- 6-
dlfmdy Wryli%h%ymmwlﬁ@ﬂwl)ﬁh@zdmnq eAglipnea 2dAdy-cherg-phenyl])-

|- 4- I
S e R il Tk S5 - Alomsphen B
prc(p@}ﬁ%lgiﬂ ﬁhﬁﬁ*@henﬁ s fbAyl (thaP@tdiyd- Q,Mfdl&{é@(Yﬂél)Q (methyl 2-pyridinyl-
phenyl ] met h t hi azol i di ne- 2, 4-
r@)gphqxg@g@l{m@hj{l}{t%a(ogﬁénq %ﬂ@%e)(ro&ghtazone) 5 {[4-(2-(5-ethyl-2-

pyr?%&%%?p%néyq Hle%l'?}/}(ih qt%g{l% 69 Izéfjéhrc])ge (Zploglgazone marketed under the
tra%égﬁd(ﬂé Iﬁ@lr%@s 2 256 Y6- (Ziﬂﬁl&&y&ehﬁﬁ&zswn}apﬁthhl@ﬁiZLylﬂﬂeih?I]Zchszé*lhcﬁne
2,4-dione (MCC555), 5- (%2 (2—naphthy1) -benzoxazol-5-yl}-methyl }thiazolidine-2,4-dione
(T-174), edaglitazone (BM-13-1258), rivoglitazone (CS-011), and 5-(2,4-dioxothiazolidin-
5-ylmethyl)-2-methoxy-N-(4-trifluoromethyl-benzyl)benzamide (KRP297).

[0115] Examples of non-glitazone type PPAR gamma agonists include, but are not
limited to N-(2-benzoylphenyl)-L-tyrosine analogues, such as GI-262570, reglixane

(JTT501), and FK-614 and metaglidasen (MBX-102).
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5-{4-[2-(5-net hyl - 2- phenyl - 4- oxazoryl) - 2-
hydr oxyet hoxy] - benzyl }- -thiazolidi ne-2, 4-di one
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I'one, b5- | or o- phenyl
T52-7p7; dmghﬂa}amSmphghgdzmﬂrﬂmayégleﬂzoI i di ne-2, 4-di one,

5-[3-(4-ch| or gphe
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ade r k. ACTOS(t
10557 o EBSRRRG L S T BRS phapRem ited pirdoh g g gyooeon
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ganma agoni sts i ncl ude are not limted to
an@p@me@wzoﬁwphEm@ﬂ Sﬂ@ﬁ@ﬂ@ﬁ{ne anal ogues, such as
ane. (JTT501 and EK-614 and.. .
101701 2o RARbleh ST MREOTEYY o1 Gt e AR b DU e A
&@;@Bﬁ/ 51%5%1@ PISer@BRNIS hsetb&hseR, cllbfopddRAnied, glibshbedk,

to onega. - [(oxqu|nazoI|nyIaIkoxy)phen I]alkanoates
tolbutdmédeatobyygmidee gbpizide nesiudimiges giw&oaesgiyh%emldmpmutamde,

R R R

glib&hdrlde, gmqmab&s Hioxepfrdl Al %ﬁﬁié%)i&ﬁd_& RR6E WA BHNMrBA 1 tAE form that
compounds “i npl ug but are not limted to those

thegiasehosetdimdtibe HaSmdrkt BASTREONSIOBGHSAR, ADIGECON™,

Metform n (di nethyl di guani ' | orj ™
DI R R L PR R A b, PRODIRE SRR Af1aRYL™,
Rx%&%% Exanpl es of insulin secretion enhancers include

ut are not limted to glucagon receptor antagonists
[0X2d% dEsampleedf GbBVEégon&;td 1pd§iud\g/ Ibutisre aot Emitedtd t\hesr, disclosed in

incretin hornone m m cs _thereof CIpec ally
U3l P@é@@g&@s 13- k&D- Zﬂe?péalaé 0§06 e@.ﬁﬁi% 5%, anfl BT BighligatqrgNo. WO
91)%%5?‘7 ol axticma? E#'lrh%oﬁﬁ&%ﬂ’éh?c{e tﬁ&teac%@{t odhds hlé’er@L% 1(7-37) in

ort-acting i n“secretagogues, ke antidia
whpdhamydmoﬁd thE cﬁ.ﬁhody&’dﬁ’ﬁmslaﬂtamtcﬁfunétlitina]ityadlfeftngé6 is dlsplaced w1th Gly

phenyl al ani ne derivatives, and mtiglinide
at the 37" position of the GLP-1 (7-36)NH, molecule and Varianis and analogs thereof
including GLN’-GLP-1 (7-37), D-GLN’-GLP-1 (7-37), acetyl LYS’-GLP-1 (7-37), LYS"-
GLP-1 (7-37) and, in particular, GLP-1 (7-37)OH, VAL®:-GLP-1 (7-37), GLY®-GLP-1(7-

37), THR®-GLP-1 (7-37), GLP-1 (7-37) and 4-imidazopropionyl-GLP-1.
}
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and pharmaceuti cal acceptable salts thereof. [0120]

Exanpl es of sul phonyl urea derivatives include, but
w@e@7/08x266 i mted to, glisoxepid, glyburide, PCT/US2006/035708
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particul ar, agoni sts include those conpounds
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hRl BN taly A& eAiThRQ quence for Exenatide is as
P fol |l ows: {LHie@-ggéy?%{&gré% Thr - Phe- Thr - Ser - Asp- Leu-

[0K26] - L FxaBples b tntEiabeGt iD-hanyl mindaderifntives énchiRtee biid e Gbt

tingeg Rar et g T bieappyeyehessh-<npropslf S phgnylalanine, EP
196XBlie %19&%%] sdlinkeR (gogtpi iitﬂgxf4-g9-[§3—g¥$tl‘§rr 1-P=2-

agoni sts include, but” are
p1p¢r1dniybphﬂilyl]hut§zl]$mlﬁa] -Rokodthyl | Fen@bi6 a8BI6 ER0A 47GB0 A2 and EP 0 207
ation Nos. 0/.53208, WO 01/ 49314 and WO
33 g%g Saeatinignis 1529\/%03 |la?lugex@ﬁ.w@celrar grygighlopms Rokymaerphs)
ek \ P2
dleﬁ)g%-dr?aceutL?- Actglgsﬁ d]?sn408% 5194 gmiﬂfb}%%ﬁ patPes o? sﬁg{paﬁ%g 6171
B1i Megaglolideandracetinaie rm;tlwgmtmsﬂs&rednn lthecferm g thegrage matketed

under the trademarks NOVONORM™ and STARLIX™, respectively.

[0127]  Examples of alpha-Glucosidase inhibitors include, but are not limited to,
acarbose, N-(1,3-dihydroxy-2-propyl)valiolamine (voglibose) and the 1-deoxynojirimycin
derivative miglitol. Acarbose is 4",6"-dideoxy-4'-[(1S)-(1,4,6/5)-4,5,6-trihydroxy-3-
hydroxymethyl-2-cyclo-hexenylamino)maltotriose. The structure of acarbose can as well
be described as O-4,6-dideoxy-4-{[1S,4R,5S,65]-4,5,6-trihydroxy-3-(hydroxymethyl)-2-
cyclohexen-1-yl]-amino)-alpha-D-glucopyranosyl-(1-4)-O- alpha-D-glucopyranosyl-(1-4)-
D-glucopyranose. (U.S. Patent No. 4,062,950 and European Patent Publication No. EP 0
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limted to those described in PCT Publication No. WO

00/ 78726 and J. Pharmacol. Exp. Ther. 1996; 278;
W@20080332p0125] An exanpl e of an anti di abetic PCT/US2006/035708

phenyl acetic acid derivative is repaglinide and

2 S ik P BEBERRE DO R ATa i PrTe ) B g marketed
un%lﬁftllh %de&? s &% &dvs ﬁ{f quAt A@éﬁgbwqus%%&t_

trans -|sopropylcyc o exy carbony nylala

[0m28ie, Eiﬂni&ﬂ&&Zn}ﬁlﬁldnEE’f &iekechiptaing oﬂﬁpﬂﬁh IGLPZiElnclude but are
ES - 2- et hox 3rreth- I-I- 2- Cnge“dl&/@)
nof HEkp T thoge Jiselnacd 1 Clox SotinginbaMisian.08D: AP0 1048, and

1 A Nat.egl i ni
DR E 200 s2 o Selely AR o Bl SIS
prathEEi S Behyilin i$d&criltal e Miab¥oloSia 4881 E04@maod-ur opean
Pat ent Publication No. EP 0526171 Bl. Repaglinide and

[Oh%&]eglEmn@éeSr@éwJ@élea@mCram@rgemeu inqludehbutfase notdamitdrty

m Bt VR S8 Tep ) iR G 0T o M gahlif Mt may be

uséd ﬁ%ﬁlh&fﬁilvﬂﬁﬁ@omﬁﬁﬂn@ﬁl@ﬂ%é B 446 Bot 1RHe ORI insulin
limted to, acarbose,

propaggtions dx&gc@hdcfm ﬂwmacptyas ofioivipicanil peg; humgh ilsoEe prepations
gepeg}maﬁy syn%e}gmeh usmg%c : h@rz‘gﬁza co?tolr \3//eeas{n z%mcl 1§1§)u11n pro?arrr%(r)rg gmc

mﬁ:hn@raﬁh&ﬁ%&‘ﬁeﬁvatlbé bﬁ)ﬂSL(l @, 6/185- 1), and Gn bFdl Iﬁ%ﬁflﬁf))’eﬁgratmn

E{ roxynethyl 2- cycl o- hexenyl'am nd) nal totri ose
[0 0r] uc thnoee pirtiadar dnoxelinent, ths am&dhhbdme cdepovidabiniastered in

corl:n(lj) og! d‘%é&éﬁé@é@;bl gshsgf\gz Haﬁ from the’ g5r0116p éornlsfs]é[ ing : og( Xateghgm%
rm@irgbﬂuhe Q@bd’g@i}l R! PBdsRrg)] éi@éi’lﬁ%tﬁ&n R)%:Y%Hte(zoﬁe Asallitazar, ]i)_Jo%htazone

D-glucopyranosyl - ( 4) - D-gl ucopyr anose.
ghmeerrt, ghiburide, @BE@@E@ndmdlcﬁuhmandﬁ @hbmworrauhﬂen cgilbommnde

. E 26 1 t ol b .
o}t BRI o HRE PO e e PHEYISEP oo HiRBt oy g,
tolb@arhide daMREHSd ﬁﬂden%cﬁrﬂgl Q'nﬁ?ﬁ e&f?:ﬁflﬂcce{)table salts

respectively. [012 Exarrp es o bitors of” gastric
theseqdt yi ng other than GLP-1 include, but are not limted

LT P AT D
inHi8iforS Hdn- s@&d?ﬁrﬁbl@&dlé’ mf¥i¥ié SorBRtfhnds B100P n{}ﬁ}ﬁfo?@fG(ﬁiéQJ‘mﬁﬁntors

praniintide. Amylin is described in D abetol dgia 39
ghrpggcal re4gRor 3@ gon Bk 2RFP EX cnfpbiters Of-1 628 Bade éntebigirs, GP 1nh1b1tors

ts, | | but t t t . .
Srf' TN n-?étﬁj sonizés PG Hﬂﬁlﬁlrtoﬁmélﬁg\g%%fg gbeaphipemptying
an@@@ﬂl%gdulﬂ@% dr@ aiébl'ogbdtlﬂ e ﬁ@éht;b% M&%ﬂohéﬂaxﬁ%ﬁkéﬁ%&é vided

Compound i nclude, but are hot limted to ani nal
helrensul in pr epar atl ons extracted fromthe pancreas of

[OB%YI T ale case c(T]f' com %ﬁoh r}?elgglﬂynwi ! Sgﬁggﬁﬂdof tshe other antidiabetic

compound may be administered (e.g., route and dosage form) in a manner known per se

for such compound. Compound I and the other antidiabetic compound may be
administered sequentially (i.e., at separate times) or at the same time, either one after the
other separately in two separate dose forms or in one combined, single dose form. In one

particular embodiment, the other antidiabetic compound is administered with Compound I
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genetically synthesized using Escherichia coli or

yeast; zinc insulin; protam ne zinc insulin; fragnment
wo@roodesize@t i ve of insulin (e.g., INS-1) and anPOr/ak2006/035708

insulin preparation. [0130] In one particular

enbodi nen e ant.i di gbetic conpound adm nistered in
25 QA AP HHEBHEb I P o RGAEGRDLS FORRIUHE TP D
I i;ge, i,d
sefeolts i 1 lecTahaR e B AhicdhichIORAd6: (EEBaHbe s By
thezhoeykic t:ampmmdsg)lf dibrtepéainplightydnsl ardidype hp@ﬁmccbmpbwleis
acet ohexam de, chl gro ropam de, glibornuride,

antigpssie SORRINdE F AYHIPEHENSIYP PRmpPERds cambaited it gambination with
|
Ctg*lisdrﬂrlgg ? E}Pglg sgllxr% %E\ﬁ?%?l aggllne dzﬁ)!%%‘ 911[{ cﬁéﬂle%g bg%@!)tﬁ?ﬁg. g%xﬂfﬂm of

th@h;anutlac&mpbmﬁls loy dﬁlbé:tﬁpct(m’qjlﬁa@cﬁistlﬁcmd@ bedre ndtQidildd to, aldose
| es .of the preparation and formul ati on of PTPase
leqll}?FﬂS%mh&l%OlS @k 23 tqlfesiahicpFestat, meparesiel TonebEEeyminalrestat,

flda%egﬁt,'@T—?W gl":h':stgf:F &Lfétfb@){h&% ﬁ%&%&%ﬁ%@%& | nclglm Iour?c{sschereof

gl ucagon receptor ant agoni ors,

SUHT ils, NGBPHET, IBHN]E aﬁ@n@rot@hiﬂ"%fb@mdt@h%ecr% ﬁ@ﬁid)lzéﬂé @dsBribed in
a-3 AR agoni sts, PDHK inh tors, inhibitors of

WQQ%M?@ Eriptdr(deplaieahenyd- %@W&Wbﬂgmﬂ@omsﬁ%@ed in

I
gy R AL bR S B E S P A 028w
ini{Doingre s ds ,rulbd)@st@!rhﬁhe@ﬂité NGib ﬁiﬁﬂﬁtcﬁﬂmlﬂldt@ ALITBM6 A8magedine,

adm ni stered (e. route and dosage form in a manner

N-Rhfopy! Bv@zogawhspmsd@dmaaﬁ@@m 710 F¥SURAR0: IpyEferin #rd
pygg%%élﬁ?@tr{e%h@% Sk%é\én%&{@g%erll lﬁﬁ%s p‘ﬁoc%q)rgcgfr %% Brtaﬂvasog%ors such

as tinpride aaidtohexileons safnb@ktatif &c@ﬁtbﬁﬁgoﬁ%ﬁb’ﬂdm@h at BINID3 1009 and
separate dose forns or in one conbined, single dose

appRipHHs sigpal selginerkivase dr(ASKbbdnhters. {emplen of antihyperlipemic
PSR oGETRRINGS 3 T, SO AL SRIROUH o

pravatthtih, abﬁtastatmpmp@smm awyvabrtis gheatetn, fro@vadthe dingRvastatin;
known to be clinically enployed for such conmpound. An

Sqltqlré»easps%tmﬁedn@s%@@H%asmonmow@tdeécr&@ﬁrpm WEQPT/ 024 (e.g.,
[[(RGENYRSLLLB ‘é‘z%g{@ﬁg@}g@l) A0h4 %’?5& Cdl&%{ﬂgr%lp ¥1§’-ghoxo-

anti yperten can e USG In Co

1,208, 5-het2bymoun ﬂ-bbnldﬁ’(aié’pﬁl S@H&cdﬁﬁ]piﬁé’ncﬂ@e -4 lagetiRteNE; fibrate
anti di abeti ¢ compounds. npl es of therapeutic

CORBAHIS AE %ﬁbeailfdﬂﬁétﬁ @0%12%1 $1@élﬂ>i ahand farofigete; BEARirhibitors
SU(ﬁ]I a%ﬂ?n%beedaé%%ﬂl lnﬁgf‘%nfoﬁ%ggﬁa%gg fésﬂ'ﬁlsﬁélf ol c%%e%wféﬂm%g probucol;

rest Zzenar es
mobhmalaf:ﬂairﬁgs suth daniesinal andGlectitrb?, eyl idodden$d; ahd plant sterols

sucrlgleabsI rsg;stte%glhén% J—grgltza(l)nro? g}?a?nfl)lgscgfea?laloggsug 2&?1881?&? nscllquedreel?lzt are not
limited to, dexfenfluramine, fenfluramine, phentermine, sibutramine, amfepramone,
dexamphetamine, mazindol, phenylpropanolamine, clobenzorex; MCH receptor
antagonists such as SB-568849 and SNAP-7941; neuropeptide Y antagonists such as CP-
422935; cannabinoid receptor antagonists such as SR-141716 and SR-147778; ghrelin
antagonist; 11B-hydroxysteroid dehydrogenasg inhibitors such as BVT-3498; pancreatic

lipase inhibitors such as orlistat and ATL-962; Beta-3 AR agonists such as AJ-9677;
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such as NGF, NT-3, BDNF and neurotrophin
production-secretion pronoters described in W01/14372
W@ 2009/033266 PCT/US2006/035708

4- (4-chl orophenyl)-2-(2-nmethyl -1-im dazolyl)-5-[3-(2-
nmet.hyl phenox ropyl ] oxaz . _neuranagenesi s
peB AP EALS s aepr a2 bl e isnme Bacpas
o . | At i 5 hi . as : ]
OB o P T 3 L Wi R e as 7
5T7AEkampled pf he@nAR¥hertpysiveolamipouadoinplyde dopia@hdie converting enzyme
. reacti v% oxg&en .scavengers such as thioctic acid,
nhiir sugh a5 saXapila eralaprd ged delaprl; ansiptarsin Hantagenisssieieas
-3t d t [ Bl 90: and
e Bkl ISR, Bl A s B ) YAt HlEsartan
mddoRohil} tascsartdnxeadpl-F 3’ - (F, 5-dihly oy pexo- U He D A -SQHReMINIS] biphenyl-4-
include, but are not |limted to, HMG CoA reductase
yllmethybl-3-sthexyd Brbeaginydeapies v saibaxyliq apidi selgiunm channel blockers such

os DRSS D e Bl YRR o PR i S8 Bl
opeeipQich ds ledteparakbied, 1.127V60 A1 .0602234d NeP-g21; a¥d clonidine.

£ ﬁBR 5S) -1 -(3-acetoxy-2, 2-di met hyl pro ‘
[0 1{5 ) - Fhe Rirenterem (e Btiye pgenkdlgiied efeipbysase nos., generic or trade

nafhendy Be LR ARMONS pdhud o s et spropsaiom Hiedyierck
Indeikbbfremeianpawsdss. PuchtsTntchefiohl e al BAS Waid Piic8sions). The
sinfibrate and clinofibrate; ACAT Inhibitors such as

COLGARENGIN Y soriend thereqfds herpley ingerporateshbytrafesrnce edingersancdrilled in
i ne; ucol : nicotinic acid, dru such.. .

S RREPEELATY RenlR it BT ML bR ntte Ao iwase
engbl@ito redn@fetifie st iRs@Bic PR EEAMcalaNGicaidHs YAd gﬁJperties in standard

Exanmpl es of anti obestic conpounds include, but are not
test mafleledothoin vdex fechinl irani ne, fenfl uram ne,

phent ermi ne, sibutram ne, anfepranone, dexanphetam ne,

mazi ndol , phenyl propanol am ne, cl obenzorex; MCH

4. r ecept QOMPUSITIONSSCOMIPRESINSBCOMBOUNDE SNAP- 7941;
neur opepti de Y antagoni sts such as CP- 422935;

[0134hnabPrpPend bwapbeeomapiissd ovithin & peanhcesicgRompb3ition adapted

- 147778 ghrelin_.an odst: | I h-hydr steroid .
for SNl S oSO e o P PE° Bl o iy o LS e o fpsca
withirpasterinadbulitdl @bspssifibn adap@idl th Bt alimafiétertd by 968ute Bek@ed from

AR agoni sts such as AJ-9677; pepti di c anorexiants such

theggoypsgompistingef @Al paenierallyyintapersonesfly cinfraxanonily, intraarterially,

B G P e T R R A s
lipdsoetallia bhalalion, AL PN ER0OINRY AMROMNESVEA ot dRample by
|

angi otensin converting enzyne_ inhibitors such as
cathefen G5 skenp), subsuliaagnuisly. mwdadipdsapy.iintrasutieyilaiy iiapetijoneally and
. i St S ndesart an.ci l.exetil, |psartan, .
8087 e BN A ARG B Tl ERREA Ry
acceptaBis abﬁ@ﬁsiﬁ@fmﬁ@ﬁﬂhé itjegsardran (&B%ubcutaneous, intravenous,

. 1-1[2'-(2,5-di hydro-5-0oxo0-4H1, 2, 4-oxadi azol - 3-yl ) bi ph
intrapyppcudar and intraperitoneal injections), drip infusions, external application forms
(e.g. nasal spray preparations, transdermal preparations; ointments, etc.), and suppositories
(e.g. rectal and vaginal suppositories). These different pharmaceutically acceptable

compositions can be manufactured by known techniques conventionally used in the
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yl ] met hyl ] - 2- et hoxy-| H benzi m dazol e- 7- car boxyl i c

aci d; cal cium channel bl ockers such as mani di pi ne,
wopdoedssse, nicardi pi ne, am odi pi ne and ef oni BCPUSI®N6/035708

pot assi um channel openers such as | evcronmakal i m

L-27152, . ALO671 d NIP-121: nd cl onj di ne. 0133] The .
Phgi e Gl g A ey tice B ReEni Pleyatien ep{ch Ay wsed in
thé& nﬁ&%ﬁcﬂgﬁﬁﬁﬁyp or trade names may be taken from

t'he i

actual edition of the standard conmpendi um " The
[0MSIck Anabest heroin, & campokati abesessirg GomPatndiltisintended to

International (e.g. .l W)rlil Publ i cations). The
CNEIAP4SS bfieﬁ)g"sec%ﬁ%é’ﬁ OMROHBR{, Spls, Rdialey andh proripies o Eqmpound I,
i ’ . : Y
o SRRy DR AL i S Wi

putgwesanclediag etheesctive ikgredioss amidsk ethetwisargpevifed! Pagicandsalt
test the pharmaceutical indications and properties in

forgpspfd=amapauad { thab ey be eppiayed malider butarnqtiingiagddo, the benzoate,
(@0 gﬁgp ND | [0134] Conmpound
tOlrmy S@ngge%ﬁh e Cﬁoﬁhyglgf%@%n&ceug i cal ! comngsi tion

[0¥363pt e foted dbovardeptpouall I notytadsarigedtdly Bé Giddathedrhdniifiktered to
exanp nmpound | nay be conprised wthin a

, le, Co
a p3HeRtrha Sy dee of beyisen b ineridaypag 280 maidayeol{enpauad & kel patient,
F I [ nsi sting of

op M IR 00 R LR SPRIaRl b 10 mg and 150
mg oft Caspa@dd] ahd dplibhaBi Begwéeadl 10ymg bh@NeBleEMRIdoynpound 1. (in each
. sublingually, intramuscularly, rectally, N
Ins{ange %i?é@a|tl¥fyr,n01eﬁlﬂlﬁlawa1§m pfythe free bassranm 9f Compound I). Specific

' ' bnal ly. 4ntr i i a~loc
ol 2 Bh S Phog KOG IRt dmg B AR BRI b U By P25 ms, 20 mg
25 sth) G0tnag) §6 usd dhd 100th@atlCpepakid/L ﬁ)d'r dhy.aAas bls6 Hb@H h¥ove, it is

i.ntraperitoneally and intrathecally. As such, Conpound
deﬂllraﬁ%?yégbé‘rompmﬂ Lp g apministoredioae yimsfpep Hay- ndvecordinglal | y

I 1 i.ncl.udi inj.ect.ahl e for :

e BERERRTH SrARRERLL! ARPrDE bRt w8 ERligp R G snste dose
fornn¢dnapesing imteedn 3 Migklay aoM2J0 mdldap of ToHpbOMSI toexpaeieRdbptionally

application forns (e.g. nasal spray preparations,
betinesn d @ drgand 90 apmpleopeundd; eptirsatly between 10 mgrpad 150 mg of

AR B0 o510, (0L S4B 355
embodipeaist the phageueelanBhif@aicn@ehpdigedITOMB, 1225 hid, 9018f, 25 mg,

conventionally used in thepharmaceutical industry with
S0 gy ifa meprd B9 et Gpmpossdiabl e carrier conventionally

0137F S, W3 ol DHoRAAGERE Wbl | B Sb ik BR3P De (1B 1ARA

, a conpos onpri un
admiigeaeé drally. Arcaanass tﬁé"tfbngfo@ﬂ‘iobﬁsﬁthé PraIeiifin FRBR uidg
|, salts, hydrates and_praodrugs of Conpound |, as well

opipagy e adapitdeior aabadmigistisignbl oneciatiaéen. swehsphepmaceutical
corﬁﬁ)&ﬁ’t?cﬁf'ig 1, QBrid BfrmbufaFioh %fﬂ?gffé)r oral administration. In this regard, the

- composition, for example, may be in the form of a tablet or capsule. Example 2 provides
examples of solid formulations comprising Compound I adapted for oral administration.
In another variation, such pharmaceutical composition is a liquid formulation adapted for

oral administration.
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pur pose, including other active ingredients, unless
ot herwi se specified. Particular salt forns of Conpound
wo 200h@as326@y be enpl oyed i nclude, but are not |Per/USH06/035708
to, the benzoate, toluenesulfonate and hydrochl ori de
t forns 0136 ahove, und [, may
05K ot &Ps{ﬂvvs,e AR By Fe AT SSPRTBRE Bi5ddn gaibbigagion with
on8br ﬁloiJ@d)thé! SRRBbEfic QRiYNREs. SA LY A f
Conpound Irto a pactl ent, optiona (ﬁ%ybgg\(f\eeﬁoﬂ%{nﬁg@g% resent

mmﬁomrglagfopﬁ‘omrmyundlphsesdmmmmﬂ [yn behbiesivonkOithgneasidndie®ther
opti.o aIIy bet ween 10 ng and 100

an%a@{tic%ﬁg)gﬁg ipa Co{q%ﬁleéasé pele desedpEe based on the
[0(39)°C Whitfon ), i Bt 9, LB dBR Rk A0l ORI Th

Speci fic e anounts’

combmanom vdluhmnée»drrto@e diﬁeﬂmndihBetﬁc cfﬁjmpoaﬁdeﬂﬁ ad@hedir ok
Conpound | per day. As also

100 ng of
adwa%l%tbﬂt%@vé Optl@naullg lsjfe%qh.da%qﬂebﬁ@for@onpound | to be

n cor.din .
[O]a@i‘lr rrglzéﬁ ?%faal?gg ehTE osfﬁﬁgﬁg %%’ﬁ cﬁ 6@8’3 PristESRITRepnd Tin
comamaben ivithtdae of atora ahexaanﬁﬂfaaétﬁ: ERHRUHEY CnGRIEBY bétivBsh 5 mg/day

et ween 5 /[ day and 250 ng/day of Conpound | to a

anqba%(? Bg(day g Costparnd I o posieri. awfionglln hetwzoo 1¢meaid 200 mg of

CopfRRARrtion RPN arF YEER AR s Re PR hBetepety

bet@&ﬁﬁ Q0mEs dnd 100 159 6?(361'1190&1@10 GinngRBh fstahB€based on the molecular
phar maceuti cal conposition conprises 10 ny, 5

We@t ﬁﬁthejgzeﬁa@se f@gn@é Comow@ br ﬂmen@m@ﬁn‘t@dmm .guthzgombmed

singlRont R e Clad T SR Co i aprmge oter

anmmlducagipyundsmn@ﬁmqﬂ thy, 0N Bk, zmﬁémfﬁgnso inQVﬁT‘InFO:Ehd 100
may optlonally be adapted for oral mnistration
meghappquadilon, such phar rraceutl cal conposition is a

bd Af L.on ada ora.am’nistr i on.
[0]?3# s ¢ egagﬁéﬁ% tic COB‘IIPB eg ]a%trtci%lggglﬁﬁ‘)]@po nbaémer?ombmed
with@nhsouid afo ﬁarhﬂﬁhl@borﬁﬁmé‘@ @ﬁigleedosgmﬁp' 18 partRuRY leﬁﬁ%§d1ments
exanpl es of solid formul at’i ons coggrl si ng Conpound

suchgapbéneds gipgledape @armlmhsdqs &lomgeun a@dq@termrmqrammhemf the

t
P FORETR i i PR RaIRe R, iy wiosine as
phadpha&ascaPTPase) GOifeNE) dnd ghmine Yiaotod8 8 PhdbphaRkeantid§@ardsftrase
conbination with one or nore other antidiabetic

(G%"ﬁb]@b}b@t@rs Aeepewidp giflpeneing a dpsrpodated bepatiogluchee production, like
[ t i onal ri.se

RSN N B Bl SATBERES, PRIBOY M bas

inhiboIoR @6 gdnpHdsHINALREGP) Hihsitdes, d0s8gdiPfeBptor antagonists and

phosphoenolpyruvate carboxykinase (PEPCK) inhibitors, pyruvate dehydrogenase kinase

(PDHK) inhibitors, insulin’sensitivity enhancers (insulin sensitizers), insulin secretion
enhancers (insulin secretagogues), alpha-glucosidase inhibitors, inhibitors of gastric
emptying, glucokinase activators, GLP-1 receptor agonists, GLP-2 receptor agonists, UCP
modulators, RXR modulators, GSK-3 inhibitors, PPAR modulators, metformin, insulin,
and op-adrenergic antagonists. Compound I may be administered with such at least one

other antidiabetic compound either simultaneously as a single dose, at the same time as
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[0139] Optionally, such conmbined, single dose form
conprising Conpound | in conbination with one or nore
wo@rden3rnd i di abeti c conmpounds is adapted for oPEI/US2006/035708
adm nistration and optionally is a solid oral dose
014 e .variation, uch C ned, single )
sehBEE ot BRI <CooR a2 S GH Belars Bt other i
adPfBisRfedyOr e ot her antidi abetic conpounds conpri ses
between 5 ng/ day and 250 ng/day of Conmpound | to a
[0p42]i erfh onepaiiasival dugch lbembimed, sjliglemjjosalfdrrﬁaﬁnp@sestompoundland
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oGOy B SIE L B PRR SR a1 18, TSR i,
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Ph&?ﬂé*owg’@r %9& PEOPQ’Br?élé%ﬁ%]ﬁle&wpﬂm@ébdlm%dwm (dsugigazone)

-flg,iq%etﬁﬂyﬁgl&hé& g%&&go-gﬁ%%ﬁ%gth 0 1d1n?3'1p8 %Hg (ciglitazone),

5- a[m@ctuab@ﬂymetmwmmnmmamyl}ttﬁlazatmmmd d&bﬁe”(ﬂm’mwﬁg U-[2-(5-
to form such conbined, single dose form In particular

methfotPhaspt-4-0xazpin- eékscﬁwmé@zyl }sihl*ﬁjpbdléi@@edr dioper{BMcl LHS), 5-(2-
naROMRSh)- AR ROF. 910 ABAEAPANEEA, LA N ASKP s tiazolidinyl)-

méthi@hengdl @ethah-ye @&unes)pbq sqb@mﬂ@ﬁ@ﬁgzﬁmmo@tl}w s,
and gl utam ne-fructose-6-phosphat e am dotransferase

hyetgxmt}wmmeml bit§azadigisdirdione kA PaEHE).rigl4a(1-phenyl-1-

S pREa SR ATRE LRI R PR sz >
dlﬂydemm(sghﬁwmymnﬂﬁxdth;@ {BRaskdiné-R AL dibh&)15S[3-@l hERePRenyl])-
phosphoryl ase (GP) 1 nhibitors, | ucagon receptor

2-aPreBY YA &eraﬁelfpmgbﬁé@m@mqo% 5darbehipkinhard])-2-

P R AR S Y L RHE SR 2 DRy
pyfldmyblhﬁﬂho%ﬁh&kfz)pﬁﬁfyﬂ)nethﬂﬁtlhzhzl@h&ﬁl@l@eﬁt tRAe %Bl@ﬂﬁé@éﬁe) 5-{[4-(2-

nsul i n _secr et agogues) ?Iu005|dase i nhi bitors,
(5161416{ BTHYE}F%D%PO’@%&WPV]& nafﬁwlwfngzo igingc%rkidinae dpioglitazone), 5-[6-(2-

fdfd- b&ﬁ%ﬁ%?{@h@oﬂcfﬁr% ?ﬁ@e&ﬂlb&%‘%ohgﬁl? gtgglg)ng @Eﬁ%@gfr -([2-(2-

agoni st's ors
naplithylpbéros azoPBAR]- [ﬁédiy'l}&hl@i(ﬂldlm A Qlidten(T-1 MZLHdhghtaﬂﬂé (BM-13-
a2-adrenergi c_ant agoni st s. npound |

12a8mimediiazoag (Gp-Oh Dsandr-e4- d@é@&l@ﬁbdl@tﬁm%w&nﬂ) -imgidioixgy-N-(4-
trlﬁﬁmﬂ%gl-ﬁén%gﬁﬁen%ﬂﬁe (gﬁgg y as a single dose, at

assSeparate or sequentially (i.
[01433T € Dond paradmwaslmmﬁ dhdlﬁfa@él@(hﬁédl@fel igfsuétheoriingd, single dose

fom(1:j 1rsn sn{[fit(z -(5- e%hyl -2-pyridyl)ethoxy)phenyl]-methyl }-thiazolidine-2,4-dione
(pioglitazone) and its hydrochloride salt which is marketed under the trademark ACTOS™.
[0144]  In another particular variation, the thiazolidinedione is 5-{[4-(2-(methyl-2-
pyridinyl-amino)-ethoxy)phenylJmethyl }-thiazolidine-2,4-dione (rosiglitazone) and its
maleate salt.

[0145]  In another variation, such combined, single dose form comprises Compound I

and a non-glitazone type PPAR gamma agonist.
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[0142] In one variation, such conbined, single dose
form conpri ses Conpound | and an anti di abetic

wao hioamsd2seli nedi one. Parti cul ar exanpl es of PCT/US2006/035708
thi azol i di nedi ones that may be used in this variation

| ude, but t | ted t
[O{g] l(J(Ig agptgq:q@égggg syflgrlrfgq}}q?nq%gﬁghe)dpse form comprises Compound I

ang gl',]ﬂ g‘%‘gﬁg%g %a@ﬁgﬁzg&%&ﬂ?&%g’b&% ﬁﬁ? tl&aq 'erSfb% u%ecij 1044 variation is

Mpif@nyh {#mengkiddushide) élndll@&yﬂf@ﬁ}drl)de piiewilch is AR under the
}-thiazolidine-2,4-dione (darglitazone),
tlaQEJ{lPﬂQQLUﬁ@PWGEWCI ohexyl ) met hoxy) - phenyl ] net hyl ] -t hi
i tazon

1A > b ASorRis el SR SRR TR RS fopmicaTgrisen Grampound I
anﬁé;lghfiiﬁ@ Z)ﬁ@fﬂ:@ﬂbﬁ%tiv& Pattidufr 6Ramples of sulpholnyl urea derivatives that

phenyl - 4- oxazol y) - et hoxy) | benzy
mdybehisad ol thihi asia@omindlude.dut Bietnol Bmite@ 463lisoBer(id- glybuude

gli.gp h h%l%;a%lggog?)égﬁdeg %ﬁg&%h&‘nﬁ ﬁfg’l1j‘50r(jrllurlge tglﬁutam&e tolazarmde

gligﬁz‘i&y Hrgtﬂt‘ﬁﬂﬂde% Eﬁ({pﬁz phe g&%ﬁ%@x ggl%nb;/ltarmde tolcyclamide; glimepiride

anﬂ)gﬂclraxlyietmbm@m}dbegiﬂnphcl}mﬂdu plicddzidh, gbb@puridh, ghiguidone,
AD- 5 75)
S B B ABlHsiy PEAYSHER By o Tt S8y eefearetad pder he

traﬁgﬁa%%%w HoEHEr S SaducruCON™ DIAMICRONT™

GIéUEORIElBTM G]_[U&-E(NIGRMT@ FROMIABAN™ add AMARYL™, respectively.
opynyl] 5- phenyl sul f onyl ) t hi azol i di ne- 2, 4- dlone
[0 8[] 3- (Iq a@qth@rv(g{;p,tgw sJohpmbined, single dose form’ comprlses Compound I

an 51(1) QMtn&i efi Ay HRA9R hc?e |at1§eU|IIa9 ezrteylgénall% P anqpﬂla%etlc D-
P MR

phsmnmdmﬁy Heraniting) th@ttrh@(b’é mﬂa@ yibligReiiapby mchidezgltiagh K8 1igaited to
4-di one (rosiglitazone),

reHaghquﬁ 9}1 pategliiidpwhish mﬁ&ﬁg&wﬁtj:reﬁ@@ ﬂwform as they are marketed

un ffr tg % dﬁrﬁo%oﬁgwﬁgé‘gﬁ?gm ﬁ}ﬁg’ﬁ azol [ d| ne-

[0#494- d'I@&%tﬁM&@n sech(doditiird, sm%le dose form comprises Com oundI
napht hyl ) - benzoxazol - 5-yl | - mef hyT } t hi azol i di ne-2, 4-

angan aIpha-fAycosiddseginhibiien nRari@lar ek3mples 58 Mphat-ﬁ&mg)lsxdamh@tors

e 8 B e S el ek g Yoy acarho Tishpl and
voblithdsk Wi HRAYIE addeRZWrd DRNEAIBrhess (hEFRAO Dhrkekddhhdkr the

one particular variation, the thiazolidinedione in
trademarke GAdbIGHBA YSY, W@Tm POMmmd BASEN™, respectively.

B A B R TS
coﬁﬁgfaHGﬁ‘{V?{h' (%ﬁh(%% Yim[u%ﬁ‘ ch bfﬁ@& i%%o%?ﬂd&@qgfm Isrh%}ected from the

trademark ACT I'n an er particular
QL@rqoaislstmg ofmla‘@ghimda,anitlgﬁnrdednep@much Ene{forrmn extendatide,

rOS@F yrrw%%f SRR FhEAE - RgALaidR a&ftﬂh%ﬂrwée 2,
chibrePrOi6L ABbOIEiAL ABhaftitdh, td1 n%zla@b %h?ng | bl GRAR]

I'n~"anot her “vari at 1 dn, suc
gliquidpue, gbishe)@nﬁp@lphdnﬂutalmde tolcyclarmde glimepiride and gliclazide,

including any pharmaceutically acceptable salts thereof.
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and a non-glitazone type PPAR ganma agoni st.[0146] In
anot her variation, such conbi ned, single dose form
weowpiosres Conpound | and a bi guani de. A partiRCi/E82006/035708
exanpl e of a biguanide that nay be used in this
| di guani de), and its

i ation | Metfo di
["@'{Jr o dh Reker e st o G oyl o men S trdaoRggarding o
B R A e T
otlaandnadlsbﬁtmlmmpbumdseme phuimeatitioal cddasdsitionl rady eptiamlyelse adapted
foyv Pf phonyl urea derivatjves that _may be used in this

RGP Uen U roEaiE TR RpanaHY E%laﬁ‘%}“bfoil@ﬁl;@%ﬁl gich as a
talﬁ%-il y&‘éﬁ%s%‘f‘e oﬂh%?bﬁ@ﬂaﬁ%lg Be n?g ﬁhﬁﬁ'&% lgt?On dada.pted for oral

oro Fopam i bor nuri

adtrxb:hmtzﬁhind &he glbsmfzhejﬁmdmetiu t@ﬁp@iﬁ],d rﬁdgl pkettord from the range
hexam de, phenbutani de, tol cyclam glinmepiride
koSl 19y be elinigaltyempteyed jech éomgwr@e e iapeutic compounds of

%ehg %#)ﬁ%’tmg% rﬁlg@{eﬁ&é}%gm s%er X 'ngsp gﬁtiqob%l t'1 Sgonz;gou?zﬁg
anﬁhﬁ)eﬁaﬁd{ﬁ &anpondey canlve utsécﬁtﬂﬁim{ﬂi@tﬁﬁﬂﬂi‘@l)‘inpound I in the same

HOECHST(t m, AZUGLUCON(tnm), DI AM CRONT(tm
MR PRYGHE a0 ElggEoR W}ds ﬁm@nml@e\lm(em@eu%wmpounds of
dléﬁw h},?aho%se%%ﬁélbé? %% otk ?%l?trgné ‘(c:oO ald?)?é; 1tee ch%s\éalrrﬁluﬁlg(l)rg r&tmh as

tolgscht aspaRedtitdicabebias zopddeeny Inﬁh@lfasfae fdﬁfdstaat@wlz and ranirestat;
Particul ar exanpl es of anti di abetic Dphen 1 al ani ne
negrofPRie fansers erdincrrasing eompends therenf suchuas MEFONT-3, BDNF and

oo B e B2y TG ARl SBIE O UREES

chlohepheaylp2n@Ikeh dliﬂﬂﬂd@zrllSBI@ﬁ’x@ml?ﬂ 9\@21}'6&%1
and g%%Lﬁ)%(tm:ﬁ respegt}lt}\}el[ ( 01 Qﬁﬂ&l n anot her o)
neyigpagenedhstimilalrscyab N8 d. 285 P 1éh1@6§1§ sielr #A I@bwpst‘a@rels mesylate;

AGETRRRS B8 AL BIRRRAE R ARG B o AL T769),

AltThat 1, m§oes t@eﬁonﬂ aﬁmpﬁldoammter BActiRCdyden sdavdngdfsSuch as
not limted to acarbose, mglitol and voglibose which

thiggfie asid; senepral ¥aseddaors ﬁueth@s t#%’rflﬁfﬁ asd migsijetinepsoreataeatingreceptor

R AT P ASTARES SO s

Exemipled Ioﬁ&tﬂlhypéﬂh@erﬁf&do@hp@bﬁdsl icloadpoune nddiinktks (e FMGLO0A
conbi nation with Conmpound | in such conbined, single

redygtgae FBHIIOrSSUSR pERIRER IR0 AT R AGR. dRiASEEAsatevRTigtin fluvastatin,
rosﬂ@%s?ag dla;{ﬁdg)?tavﬂtattfn Hu'[a egg 5 I{tﬁzﬁg%lil #oqg Sucrlrrxeatsfcg{ngg%dﬁ d&‘scrlbed in

SZone pIog azone
WwQbyhozide.g. o[ 08w, GBﬁmJ(Bir%cetaﬁ)eB oh@xeifylifopyl)-7-chloro-5-(2,3-
opam de, gl ibornuri t ol but am de,

dlrgqlﬁxc;élg)gfr:@@ 2-@@-6,223 Sreetrabydiecd, bﬁp}@p@xazepm 3—y1]acety1]p1per1d1ne -4-
acetic acid); fibrate compounds such as bezafibrate, clofibrate, simfibrate and clinofibrate;
ACAT inhibitors such as avasimibe and eflucimibe; anion exchange resins such as
colestyramine; probucol; nicotinic acid drugs such as nicomol and niceritrol; ethyl
icosapentate; and plant sterols such as soysterol and y-oryzanol. Examples of antiobestic
compounds include, but are not limited to, dexfenfluramine, fenfluramine, phentefmine,

sibutramine, amfepramone, dexamphetamine, mazindol, phenylpropanolamine,
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gl i qui done, gl yhexam de, phenbutam de, tol cyclam de,

glinmepiride and gliclazide, including any
w@baroseut i cal |y acceptabl e salts thereof. [ 01BA/U$2906/035708

regard to each of the above enbodi nents and variations

cIGSE 4 NG 0PRSS oA sna SOARroR
P g e S RS SR K O TR e o

SR-MI7h6 and SBar4y 7M8yzheglin mtlohist; 1€ Baryarixlystefort @abyatdserhse
..such as a tablet or capsule or may alternatively be in
intgbifqrg siich ap & YrB49%: dranciaaiist lamse imhibatosd sughias ilistat and ARL-962;

h tidbabet|.c. d I
B AR REn Rl bf o BBy 5 B S FRPERIRS B oSl ot te
(CHIMEIINOQORONB FactdNY cRdleSyaBRMi £508RRQUR 881iRtrigi AASPIC15849;
conplications, antihyperlipemc conpounds, antiobestic
an¢ epwgsigterignt sehiak 9%’? tExagiples of threptihyisericnsivheonpadds imclude
i.nati .wWth Co d | i th tr
o G E0UR The Rt el BB in et P  CBAEH apd AT
an&i6R¥ASH Mo tonhts2eh be caRIIRAHAL RN, loBitad I8 roditthn, faRartan,
not limted to, al dose reductase inhibitors such as

telmigartes tidesar@padlinwesatan, medsramds tasesartampud -9 -42,5-dihydro-5-oxo-

1 Ral r est at,, , fj.dar est gt - nd rapjrestat; ] .
LR I s DR e b st oS Rbb i Sl grbonsti
aci@U@dicias dNamel bilbcRers BRI santhidBHE Ofif@RIhE) nicardipine, amlodipine

roducti on-secretion prompters described in V&D1/1437B
anci) gf_ogi_d,ipine;(mtasginnmhaphﬁé epéerPsuCh astevhpimakalim, 1-27152, AL0671 and

-,m dazol yl) -5- [ 3-(2-met hyl phenoxy) propyl] oxazol e)
Nﬁklﬁgh¥§%§@ﬁﬂ%§1s stinulators such as Y-128; PKC
i nhibitors such as ruboxistaurin nesylate; AGE

i nhibitors such as ALT946, pi magedi ne,
5. N- phen#dStANBZARTICLESIOF MANMFRGEEVREACOMERISING

yridorin and pyridoxam ne; reactive oxygen
cxggggéﬁggﬂg such as thioctic acid; cerebral :
[01525 0diTh@bhRIsSnt SRS alsh 3tk §R @ﬁ@oﬁ%ﬁbihgta' pRGrmaceutical
somatostatin receptor agoni sts such as BEVI 23190; and

compespiasicsoriingmial the prgednd invantidkd erasmising @@Kpdynd I (and optionally
i nhi bitors. ampl es of anti hyperl| i ¢, conpounds .
o B S A T BSOS e D, U R B 3T BTGNS dpstructions
that ol 0RE 81 Aleed ol BF AY@RIafbh SelectbdMaMitAL bidup consisting of
| ovastatin, atorvastatin, fluvastatin, roSuvastatin

indagating p dépeasstsiate For vayelathe pharmyagetig bcdnavishbionas & teiadministered,

sto%%??r?é%q%g%%f %%ﬁg@%ﬁw ! é&)iligﬁ?q%é{o%;ﬁgsmg information and
instri@RYk Yeghrdild BEW 16 addindster the pharmaceutical composition. The kit may
di met hoxyphenyl ) - 2-oxo-1, 2, 3, 5-tetrahydro-4, | - benzoxaz

alse pympseypachaging inpfsiiplsr i peckagingardterial awsyd)so donipria¢ e container
oGRS B0 REBEH S SR B B e
1ab8NedieAfiniCthBdRBase RO for SEdHANE BharBRkARicEMGMRSition is to be
administered, storage information, dosing information and/or instructions regarding how to
administer the composition. The kit may also comprise additional components for storage
or administration of the composition. The kit may also comprise the composition in single

or multiple dose forms.
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col estyram ne; probucol; nicotinic acid drugs such as

ni conol and niceritrol; ethyl icosapentate; and pl ant
waer@robresuch as soysterol and g-oryzanol. Exap@l/€s2006/035708

anti obesti c conpounds include, but are not limted to,

fenflurann fenflyram ne, phentefm ne, i i
(0853, A7 SO sl HiecARa merE s FUBERN S o kip epymprises
RBRYoRE YT AN A RSt %hg%t?s '&‘gﬁr‘?}% i i el
mlﬁa)ln? agg nisst srbguch Cagmcé&B- 5 S%O%?rﬁa I\I/§Ft>§7 ;Qérent invention wherein
suple phaymepduiicd c¥mansitgois ssdisgls dode farsn Gt dABB3Bs Compound I in one
canpabi noid r ecejlp%ior ant agoni sts such as SR-141716 and
of ghe qob9EeAgnees SPeAhiSH bgteBgoni st; | | b- hydr oxyst eroi d
ydr Lkt bi : - : reatic .
O AR R Rl PR S oo Aie €L Rfon BEBETER bl
mARpRgioRssIf 8 phandimcastiodl e@bpokitiopeRtdrding taiReEdeaninsefib@wherein
as |eptin and CNTE (Ciliary Neurotropic Factor);
sughphaspocaugral spmpagiHam tassingle Aosgdorm el eemnprises f@mpound I and

onE)@g hn%Fesélfgth 31?&% ;necﬁ?zlbﬁg% g(rﬁ{’xggurnﬁp Eepe%fﬂ%ﬁ h%iseérg - 57.

es o e an nsrve compoun i ncl ude
[0B8F)i Ot PrddemAnvERIibh ABo E1ENXER drifledblt @AGfEdER cOfmprising a
captopril, enalapril and delapril; angiotensin

phamrasgeifeb eampagitionaascerdingde shetpaesent inssadion|compoisiag Gampound I
(arﬁcf%ﬁ)ﬂﬁl{lféhe of glll(%'g 5{}1%{‘ éu%t}cﬁ f|1brer:1[i§ ?éﬁﬁgcgur?gls)r vpfﬁesrg rsﬁc%narticles of

sart-an nedoxom asosar
mdnufdcRire (udither eimyrile Pabla@X@-materials. In one variation, the packagin
4H-1, 2, 4- oxadi azol - 3-yl ?I%I- phenyl -4-yl] nmet hyl ] - 2p et .hgoxgy
materigl semprises d&eplainey fo pbung the somppeition alncingthet Mariatioh, the

: : i di pi ne, nifedipine, nicardipi
R Sl L Bt
indicttihg@dse bemoreomBkiBeks BY tHe-gdd! siitBfla @BchsdNbthe¥8dwhich the
and clonidine. 5. KITS AND ARTI CLES OF MANUFACTURE
COmPRPRPSISNG OpDLstEed. sfoasApiormation. desing infawestionand/or
- ' c rising a.pharmaceuti cal
inB R e e b B ERER L IR URE ent  on
[01380Pr S bitgerflsutp@eitdtht phadthcORidaPEsRhpiitRAGn He AFBEIE of
ot her antidiabetic conpounds) where such kit further
mang SIS eaprises mudinlofeses kbt Phavmlacridicdremposition ecdonding to the
P . hon. sel framithe group.consistjng.of
e LR WS B b At RioR € SRt 4o
coppasevEeronsdl irc@¥Ishd dBgd SntR sBeciasihdbint er ed,
storage informati on for the pharnmaceutical .
[0%dhpodt encdher cabsilimpnt. ihoplrampenttieal ¢ompssitior in thagrticle of
r ' 10w to..adm.ni ster the pharmceuti.cal .
e BB Oyl S D7 ol R PR IEO R GG groraing o the
pred@tefivenlion wheinaek pBamthcOBIcAT doMpoiRibnd $SinERMBEE Fmahat
contai ner for_housing the pharmaceutical conposition.

compises &omaioned I aad onsprinaeralof theoghes eitédialzptic compounds specified

herein.

[0158] It is noted that the packaging material used in kits and articles of manufacture
according to the present invention may form a plurality of divided containers such as a
divided bottle or a divided foil packet. The container can be in any conventional shape or
form as known in the art which is made of a pharmaceutically acceptable material, for

example a paper or cardboard box, a glass or plastic bottle or jar, a re-sealable bag (for
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| abel indicating the disease state for which the
phar maceuti cal conposition is to be adm ni stered,

W@ e@rasgeed nf or mat i on, dosing i nformati on and/ oPCT/US2006/035708
instructions regarding how to adm ni ster the

osi.tion, so conprise additiona
oA yglls Pﬁ‘iﬂé’ﬁgafélf Elagien Sp & CHGHERCORABED, of a blste
on
OSSR 5 1, U5 o
scledioled I’Fhermntatdeethahm ren‘@dxqmﬂ wdB ldepadnashé exaot didzagdﬂ&nﬂﬁllhvolved.
npri s nulthple doses of a pharnaceutica

Itis g‘?ﬁﬁ blﬁl%?ct ¢t eherfgntagner Ran by wssd heseihey B $iBgle WALSE tP
Sy T R
turspeniafreddvithé ebox. [ 0154] | n anot her enbodi ment, the

har maceutical conposition in the kit conprises

[OFRR ¢ i (Sne Ragicalar sxamplp b kel cermriliogito hempwsnitinemtion is a so-called
B T N —

usebiop fhe%ﬁﬁk@[gxﬁlphdrnhacamiba!)ﬂﬁt @dSsag@fcﬁm@?tablEﬁl@%)blﬁEs and the

_anti di abeti c conpounds specified herein
lkﬁ)r 3l PiRpkseoneraiy equsist pies sheetofirelatively @fllfégladﬁna (preferably stiff

h t 1]
tra SRS Bl S BITRS LN Pick RGRPDEHAE BF ppiSPRE BeaieSbrsmeses
arel fofragdlinapé st ﬁiake}z‘lap MEhetecdtBdscha®t HRIsiANNH dhaR e ifdividual tablets

conpounds) where such articles of manufacture further
OF ERRPIEF %%?@k%ﬁbWﬁga}meé theadize andrﬁh@pfeto\ﬁamrmnp@;ﬁe multiple tablets

ter a_cont | ner
anc?ﬁlc&g)%l@%t& ngaﬁl% %[ I\?egcg%%t%ﬁfet o SRPSL arei‘f P}geedrw gl?ﬁ Jiea%ses
acqmrdmglgiaﬁd e shbdtiof katDielynRITEmARHHY i SM&T £alRehe %[Hsﬁé: R8I at the
rises a |abel indicating one or nore nenbers of

facg I‘?g?l't‘j’rf@l} hdnis ioBpasifg f@m e dlilf§@t5£§1emﬂm‘thethﬁ secesshs whret flogmed. As

a ré:s‘aPpt‘ﬂ% 'te%ﬂlé%g' 01l cc' glﬁesba?e 1v18ua§ y s& % cd g s oﬁfeoﬂ%elbf fjﬁ‘?{ ﬁssdesued in

thelregased Ibﬁ@vd&ﬁ\t\hd 1@11alelmtﬁa sht@l Thb @tr@@m 6thk st 15[;9&%%131 $uch
one enbodi nent, the pharmaceutical conposition in the

thapheitelilets 6F capswigs %’th@rfém@@%ffp@ébe hlaﬂt@ru p@plebyj ospeallyfapglying
cor di sent
pre AR O LR D oIS Bk SR RO Lo B SRR rhgrecess.
Tlreltﬁm&te)rdapﬁle‘@hnhdnhﬁreﬁl@ﬂ@fVl%@@d@@gﬁﬁ%nd | in one of
t he dosage ranges specified herein 157] In anot her
enbodi nent, the pharmaceutical conposition in the
article of manufacture conprises nmultiple doses of a
pharmaceuti cal conposition according to the present
i nventi on wherein such pharnmaceutical conposition is a
singl e dose formthat
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conprises Conpound | and one or nore of the other

anti di abeti c conpounds specified herein. [0158] It is
woeredsh@at t he packagi ng material used in kit BCHOS2006/035708

articles of manufacture according to the present

invention may forma plurality of divided containers

such as a divided bottle iyl ded foil packet. The

cont ai ner can be in any E%ﬁ@@ﬁ al shape or form as

1. KNOWrehilyatidh 2L S3RY-3LAmim8 O peri1R8 FRBR VIS 1-2,4-
cocsibed) %}gq; ith mss{l?xaétggg f(ﬁn%méaaa el ﬁ i
0X Ie or

bagaﬂ?&g resa

Y to hold a "reflll" of tabl ets for
pl acenent into a different container), or a blister
pack with individual doses for pressing out of the
pack according to a therapeutic schedule. The
cont ai ner that N@HeW%oned wi | | odepend on the exactQ

dosageoforn1|nvol : is fea |bIe that nore th N
one C talner can @Nused t oge h Hin %mﬁ lgle pa kagg
exa up - tableth O

ed

wi t hi f"a box. [0159] One pa Iar exanpl e of
accordj,ng to the present inventcen is a so-called
blister pack. Blister packs argrwell known in the
packagi ng i ndustry and are_ being w dely used for the
packag of pharnmaceutic un|t dosage forns

(tabl € %%psules and H en |ke) Bl i ster packs
gener al conS|stH relatively stiff

nater+a+—ﬁ§fe#e+ yist)ff transparent pl astic

mat eri al Soered wi th a fo During the packagi ng
proces¥*¢Ed8E Sed" ar e forthe stiff material. The
recesses(7f@¥e the size and shape of individual tablets
or capsules to be packed or may have the size and
shape to accommodate nultiple tablets and/or capsul es
to be packed. Next, the tablets or capsules are placed
in the recesses accordingly and the sheet of
relatively stiff material is seal ed against the
plastic foil at the face of the foil which is opposite
fromthe direction in which the recesses were forned.
As a result, the tabl et Lompeundsiiies are individually
sealed or collectively sealedy as desired, in the
recesses between the foil :ﬁf&jhe sheet. The strength

I kﬁm f af
rrayzl t ai neQMﬁ/rﬁ)MéObottl | S | MHA-BNAN o@

of the sheet is preferably Hhat the tablets or
capsul es can be renoved f bl i ster pack by
manual | y applying pressure onjthe recesses whereby an
opening is forned in the i+~ at the place of the
recess. The tablet or c e can then be renoved via
sai d openi ng. EXAMPLES 1. PrepgeMati on of
2-[[6-[(3R)-3-am no- I -piperidinyl]-3,4-di hydr o- 3- net hy
| -2, 4-

[0160] 2-(6-Chloro-2,4-dioxo-3,4-dihydro-2H-pyrimidin-1-ylmethyl)-benzonitrile

(III). To a solution of 6-chlorouracil (20 g, 122 mmol) in a mixture of DMF-DMSO (6:1,

600 mL) under nitrogen at 0 °C, was added sodium hydride (60%, 5.5 g, 137 mmol) in

portions. After 0.5h, lithium bromide (8 g, 96 mmol) was added into the mixture and

stirred for 15 min at O °C. A solution of a-Bromo-o-tolunitrile (25.1 g, 128 mmol) in

DMF (30 mL) was added dropwise, and stirred at this temperature for 1 h, and then RT
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di oxo-1| (2H) - pyri m di nyl ] met hyl ] - benzonitril e and

phar maceutically acceptable salts Conpound 11 [0160]
WQ2{06H08NboOT 0- 2 PCT/US2006/035708
4- di oxo- 3, 4- d| hydr o- 2H pyri m di n-1 -yl net hyl ) - benzoni tr

OVRIRGH THE EFE R BPOBIE AR Soeyored B YA Aufie 1o remove
%
i G S Gl

f11(r8t1cg1 ’Hﬁ qlmrrhtl prothacs wasl desendeidn hbeA sORECHE I and sdhichte€@or 5 min,
f or A sol uti on of

t 0.0
allsweéffb%n%@é’ﬁdﬁr ﬁiln ang thepdfilterggl toggiee awhits solist ahve v@@compound
o d r
(17} i3 PRRFTHEXBRABMAD DEISHLERI R he S 4 Ml 5
Hzl)a’sﬂe(/tapﬂrhi: édS Hn)d76@(e\la]p®&a7t ®HZ)MT7L Y (datEr) + B A L6106 (s, 1H),
renpve nos and then poured into ice water
3. ?(11 () 2H)rds éE@bu[W{ﬂ@éleda%)r EaitlEBN«Y, B62-6;ifourd26h. The
crude product was suspen@&% AcCEt - CHC 3 and
sonicated for 5 mn, allowe and at 0 OC for |h,

pohd

and then filtered to give a ite solid of the title
conmpound (19 g) in 54%vyield H-NVR (400 MHz, DWMVSO) :
d 11.82 (s, IH), 7.87 (d, I J=7.6H), 7.71 (t,
IH J = Hz), 7.51 (t,gkHNIe 7.6 Hz), 7.37 (d,

Conpound 1V [0161]
2 (6 Chl or o- 3- net hyl - 2, 4-di OX%N3, 4-di hydr o- 2H pyri m di
-yl met hyl)- benzonitrile (1V). To a cold (O OC)

ution of benzyl ated 6-chlorouracil |1l (10 g,
IOfﬁ?m ) 2 Ghlrorpbe by b Agtioraradihmro- 2 p sy A methy])-

ARSI S0 echa ) AR IR PRLA Rl g 5
mradl) in DMH)THEQl 11, B00 ALY ehdadalirsl@n] waoARED a8l (6694 116, 39.9

76_rmmol the flask was sealed and stirred at this
mipelyFeptionse fqllwegdymddingiLiBs (e)-2lhe mifuBsvasGtirred at r.t for 20

min O W& Pbm 10381‘?16&1{35@5? Hﬁ%‘?ﬁ%ﬁ&g éﬁ@ﬂg va’a% ?-Eﬁg an(% stirred at this

resi I SSOl ve

tempmiatbl‘el foe10 diin,etfof BB 2HQ85, *Con@rdightt ﬁf(ﬂﬁeﬁ Ekﬁﬁentrated in vacuo.
concentrated in vacuo. The crude Er oduct was

The rgrdugias fisolvpd i G HELeanseashed wigh weater agd §ripg,aiyied @Na;SO4), and

ﬁlt%:%ﬂ thtéo C&Q{;&gwggféu B J(% xfrgfﬁ%j%j Wz}n@%‘z}a o TRE-

Hefkhnesltdrgivd 76 g (RAI20f thef tidOcdripountiIvy 'H MMEZM00 Mﬂﬂ.lms{gm 5
cal c'

IH), 5.38 (s. 2H), 3.28 (s, 3H. MS (ES) [m*
78140, B 1&}@&% f7 67 =f7eﬁJH5?, 78 (8 .(11:1@ ol giﬂZD, A, TH, T =
8 199! 621 (s, 1H), 5.38 (s, 2H), 3.28 (s, 3H). MS (ES) [m+H] calc’d for Cy3Hy; CIN5Oy,
276.1; found 276.1.

7.6
" IH J =8 Hz), 6.06 (s, IH), 5.31 (s, 2H. M (ES)
[mrH calc'd for C12H9CI , 262.0; found 262.0.
|
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[0162]
2-[[6-[(3R)-3-am no-1| -piperidinyl]-3,4-di hydro-3-net hy
WO 207433260©x0- | (2H) - pyrim di nyl ] met hyl ] - benzonP€T/UEm06/035708
(1).
2- (6- Chl or o- 3- net hyl di oxo 4- di hydr o- 2- Hpyri m di
n- |-yl nethyl)- benzoﬁz(’t"i’ﬂ d()i'o@%%ﬁalt)l 08 mmol ),
(i ?)-3-am no-pi peridine di hydroohl oride (246 ng, 1.4
nmol ) and sodi um bi carbonate (520 ng, 5.4 mol) were
stirred with 200 ng actlvated ]rml cul ar sieves (4A) in
dry MeOH (5 nL) at 10% ed tube A 2 h.
The reaction was flltere ough 8ellte concentr at ed
in vacuo, and then dilute it h~GHCR3, and washed with
wat er. The water phase was extracl with CHO and the
conbi ned organi ¢ phases were wiShetFwith water, dried
(Na2s®™4), and filtered. TFA (InmL) was added into the
sol ution which was then concentrated in vacuo. The

[0162i due[[6dBRILBaminee - piferflifyTRb]4-&RDard-3 Mhet NP M -déxbd-1(2H)-

Et 20 was added to force precipitation. The m xture was

pyaimigliyd Imethgt] henzenitnide (Bv er@igtero-Salethoh2&-diere 3.4~ dlhydro 2-H-

he ed 20 two ti.
Suaiva e S e e Pl R RS S S S
ﬂilﬂimuonc{e(li@@ Ing 08 nifé}) Sﬁd toddm @Qﬁl‘:ﬁbﬂ@t@ (500§, Q-HTINN&) were
(400 MHz, -CD3OD 10: 1): d 82 (d, IH,
stl;:qggl with, Qg@ mg act]vatedgneiecplg sigrys (47\)41@d1(the¢)H (5 JnL) ar. 1@0 °C ina
d H J =80 Hz
seezlg%aube 5?}3218 Thalfa%tmnl\gaszﬁ't_?{?& ﬂxgoxxfé?qeﬁh%d Egﬁwehgéti@ zn( vsacuo and
thé’d‘ﬂﬂuté’d Rih OHACIL, Hhd SAsi@ v(amﬁ watd}., THe Qatef Masé hs eﬂtra%%d with
,151(m2H) M5 (ES) [mrH] calc'd fo
C B m@ﬂs@zmbm opganfcopiages V8o washqdonignjvater, dyied I(N S 0y), and

ski .n_the.ar
bR Pl R B e Rl Po bV s b ameentraes ingeno.
The@ep@id Wi @kolvad @n & YR Aofhit JIMEOH Cardf B0 M4E AliGedWh tfbrce
a base, such as potassium carbonate, sodium

presipitationn Ahe mixfere wies dlioped toptard KiRIF evernight eiﬁlveﬂrﬂw@ere decanted,

e

Ofpwﬁnép§@d@ m xture of isopropyl alcohol and water. It
w |l al so be understood that the product may be

[0}6X t héﬁheﬂlfrA salicaf Gompenstd hpsvHIRMAR(460 yHH. @B@3@a01bﬂ0 1): 6

A LR7 Gilal TPade 1R Moo BRa st B Atk e v =

8.(HgY, 3142, (s AIFph5 50.51w) (Aamie 2H) ¢ ptaANs 1524t ’5130 gmk@H)b 3.16 (s, 3H),
Further, the product nmay opti onaII be puri

2. Yoyl chi7 e fmt Yy, Apaym, [1Hl61579 Cm,elfﬁehida ot 25). eM;Sr(B@m dtn+H]

e, f.r base if desired, but
Calﬁr&/eﬁoé éﬁ@@%g“@?&é 3#@)97 be further converted to a
[0X6H] I eqp@ﬂﬁw&ld@@t&dq%héde%ﬁﬂfea lid thefa@that condensation with the amine

or amine hydrochloride may be performed in a solvent or mixture of solvents with a base,

such as potassium carbonate, sodium bicarbonate and the like, or mixtures thereof. The
solvent may comprise both protic and aprotic solvents, or mixtures thereof. For example,
the solvent may comprise a mixture of isopropyl alcohol and water. It will also be
understood that the product may be further purified by washing with an organic solvent or

mixture of solvents. Non-limiting examples of solvent or solvent mixtures include
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exanpl e, the benzoic acid salt was fornmed by treating

the benzonitrile product with benzoic acid to form
wQ@2(088§6@m no- pi peridin-1-yl)-3-nethyl -2, 4- di BRDUS2046/0B35708

i hydro-2Hpyrimdin- 1-ylnmethyl] -benzonitrile benzoat e

Pre iion and._.i.sol ation Qf the benzoat e _sal
lsqﬂeé%% ng’&’l Bgﬁt%mﬁ?rpgﬁgaan A3BS apd thelfke. Further the

ST A gl DAL 00 .

[OIGSJ I H‘hebeﬁzo?lltﬁldjir))ducY m41§ bé hsoldtdnﬂ athhe fige Baseld) desifed, dut
5.50-5. 00 (AB

prqferab]‘ylfhg prq@cgmp[z })e fxgthgocqnﬂprtgj_y) a @n:p@pqngmggqq)d ad gltg)p salt. For

exérH}ng tﬁébe%@ac%}g}a(lég@ f[oi'm«rg’_fb}(fi‘} Lngbtl?e l}enélgf_gép\@@ct with

bedk Zid tofond, 2-FAG-@nind YifedlinFDlyl) B thyl-D@-&ax®3,4-dihydro-2H-
procedur e descri bed above, HC addition salt was
py@ﬁ)@b&ﬂeﬁdﬂ@&lw]obqnéwytrﬂﬁxbmze@te 6Bs Ergnaraiionfangd isptagion of the benzoate

sal 3R PR soh B MR Ho She P IatiPR B i dlieppets. -

NMR&460 BB ETCIRCPHOTE 10A8S § 7sanddig sk yedai)n7 65k, 1H, T = 7.6 Hz),
Alternatively, the free base coul d be di ssolved in

748t (e, 6t Yfé 73, 7. slch 1HsJ @i8dkdnk 5. 4adatldhi §.691540 (&Bay PH, T =

358535, EAETh SRR S0 gl Sl 0. 1.9

(mAMIHE 51 (lih DX M (BBS[naAdpshida W1§H22NA®£ @ao 2Ofouha, 340.2.
stlrrlnﬂ the suspended m xture was al lowed to stand
[0166] | t FpBewing, thexspane preeediiid deserdrbdtaboys, VECltaddition ISalldWHCprepared

as quOWj % g]e%lf)z}ﬁ%)fornyg%]glw:tstlgo‘]ifnﬁfi Iz\a/.ﬁlér’_th§ c%lgg@58du9t igs vt':ish&? Wwith
watdrl, drikdovér & a{S@“ filferdd al(cfjconké’ﬁtraﬂed: ﬁleQréé'Zb)ase ?o&t?ct (s then
5. 20, 08 (ABg, 2H, 15.2 Hz 3.30 (m

dlsgqq;/éd e} lj_IéF ( @he@]a&welﬁ t@q_fr@qﬂpasb |e|9)1;1d 2)6 ﬂ&s@lm:d pH)therdob@nts, such as

dlq%éné( Eg‘?)tg%l}ﬁ-lﬁq e%gyél(anétate;%{;hll I %[461}( resg @81}?5}_0 The
s01846h ¥as {Hed Gifdredstid e E%l\llt’ﬂ@nt& ef W@Pﬂnﬂﬁ&?ﬂh@ wadhddd¥aBopwise.
prepared as foll ows. 200nL aliquot of a 0.03M stock

Aftegp [ ymin ptighgf the suipasdedwmaistude e bewded to stindhbrtdomrtt and then

R B R T Rt U DA o a2 oM B o2 e
1H( 8=0.6 Hag gtd5q¢,a¢, d = 26 ez 46 (:étﬁmol 7. 6% 7)23 id 1H, J = 8.0 Hz),

di chl or onet hang&lﬁand the sol ution shaken'f
5.48i(sUtBs3 . 20h80% Make s dl=utli.@riSwadz) BEA (uh angzdmmsx 3ER.91 (m,

a 1 0 [ f u sul f oni [ 1.
P o, Arozances wte: £ G b VaB Enaflnls B M8 s)
[mPEYESctiabt oyed, N0, 21y dbufdf 34d1e sol vents under a

stream of nitrogen to provide the tol uenesul fonate

[0167] t . Fpohe sthe Tirencollfrmntesalt fron atapasdl as folbsvsal A 200uL aliquot of a
0.080\f ﬁgékesgohﬁ}/on of ¥ rse%I Véen a52 ssoIveE:lrl]ne dlc[lgr%m% Sa%e Iand concentrated
under a slow stream of nitrogen. The resulting free base was dissolved in 150 pL of
solvent (e.g., acetic acid, acetone, ethanol, THF or dichloromethane) and the solution

shaken for 10 minutes. The shaken solution was then charged with 50 pL of a 0.126M

solution of touenesulfonic acid (1.05 eq.) in dioxane. The solution was shaken for 3 hours,
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10 vol unes of acetonitrile and heating the solution to

75 0C for 10 mnutes. Then ptol uenesul fonic acid (1.05
weowrwdd2ent s) was added and the sol ution hel d BET/VS2006035708

for 5 mnutes. The tenperature was ranped down (at

about 25C/ hr) and stirred at room tenperature,

fol@wd@wgﬁmv&rﬁéﬂﬁr&&mﬁs upder@ingym A gitenger i prvideskic uum
tOlq%l% @glaégr@lgland 698.5 mm Hg with a nitrogen sweep for

ours 69] The isolation and/or purification

[01%8EPS THE tolie@esulonhiaR it &g alse ;m?med By idissbiReh &he free base in
descri bed process may optionally be avoided if the

10 vplugrepefipcgtandtrije e henang @aé@hubﬁn b & ¢ éordPenigbteai Boeh p-
ot fygitoRl st e GRER YAS BoB ol M DB 8 for 5

miNdted) THRReBPREREIRR rahfRE UbRA (&BHS-25W B Larddedisied afsoom
one or nore isolation steps may be elinmnated to

tenppemtmﬁ ovehight.eThpprodeed? ﬁ@ gb weaedtiechinch tageurs|oved a0 Grand
he, cessin so afford hi gher overal
69?& H% Epg@geﬁsw%pgfﬁ%@b %-ornul ati ons conpri si ng

[01*39]‘2 0@H@1s§ﬁ'tlbn ahd/ér hifilA6EN star TR ReSndhAte com ounds in the
yl]-3-nmethyl -2, 4-di oxo- 3, 4-di hydr o- 2H pyri m din-1 -yl

abmtde;;dm}bed pmzssrmw mptmnpml?@qvomed\zf die dntamedeatmméhmtfeactlon
mi tﬁ%lzagéf)éor rra e?cﬂzselyt ;E]u%eta ccgrrgﬁ/oukr)ﬁs alljnsde t%e tbg p%jc{n cps or 1mpur1t1es of the
reagﬁél{ ﬁlx[t&%@) n%t ﬁﬂérﬂﬁ’e 'Wﬂﬁ'tﬁ@wbgéqﬂ&llt]regbtﬁm QteBy di\areis ﬂé@iﬂﬂ)é one

di oxol ( 2H)-pyrim di nyl]” nethyl]-benzonitril
or J(nbmzcdam@ Saistn)la}( l@mipmmntdd 1) prazide rshiwrmg th:cessh@ fpmes eml the

i nvention. is noted t r mul a ded
cliEPhOp BP9 Ty T afieghhiefy e P ioRO
The exenplary tablet fornulations are as foll ows:
12. 5ng of Conpound | (weight of free base fornm per
2. t abEsemplarg fdaimilatiofocomprasing bexjzonte salt of 2-{6-[3(R)-Amino-
2-[ bfpe['iﬂiiR)-33}-ﬁ-ﬂile”thyll-2,pidi)@fd—ﬁil-lﬂﬂllj&ra-ZH-pyrimidin-1-ylmethyl}-
4- dpbysdhsirike Net hyl - 2, 4- di oxo-1 (2H) -
pyrim di nyl ] met hyl] - benzonl trile (benzoate salt) 17.0

O 25 AR e Ry B i

ber{z@hte 8hlo 6£2-[ [6H,(3 R 3-akifio- 12)6))&1]11‘113{]%{41@&1;7&5&% 10 yl{24)-dioxo-

Croscarnel | ose Sodi um. NF, Ph, Eur 0 ny
1(2H)-pyrimidinylJmethyI]-benzonitrile (benzoate salt) (Compound I) according to the

present invention. It is noted that the formulations provided herein may be varied as is
known in the art. ’

[0171] The exemplary tablet formulations are as follows:

12.5mg of Compound I (weight of free base form) per tablet

Core Tablet Formulation

(1) 2-[[6-[(3R)-3-amino-1-piperidinyl]-3,4-dihydro-3-methyl-2,4-dioxo-1(2H)-

pyrimidinylJmethyl]-benzonitrile (benzoate salt) 17.0 mg

(2) Lactose Monohydrate, NF, Ph, Eur 224.6 mg
(FOREMOST 316 FAST FLO)

(3) Microcrystalline Cellulose, NF, Ph, Eur 120.1 mg
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(AC-DI-SCL) (5) Colloidal Silicon D oxide, NF, Ph, Eur

3.2 ng (CAB-O-SIL M5P) (6) Magnesium Stearate, NF,
wekhgo7/@sa2663. 2 ng ( MALLI NCKRODT, Non- bovi ne Hyqued/uS100¢35708

400.0 ng (per tablet) FilmCoat (12.0 ng in total) (1)

adry 8 e - Portion 1 (COLORCON) (2)
ggadrz T?Aé/géﬁﬁgk}zl\gﬁ)VWte - Portion 2 (COLORCON) (3)
Qpadr y () Gsaagmobose\iigdivan, Np&hs Eh 3 ( COLORCON) 38ymg
of Conpo&ﬁ@lplﬁ(@éb ht of free base forn) per tabl et
Core T4b) @0lld¥¢er1r&ulhca>mmmx1(db)N2 RY, &uf ( 3R) - 3- am no- 3:2 mg
rireridi ngAB-G,AL.ANIHPYr o- 3- met hyl - 2, 4- di oxo-1 (2H) -
byri i dbyWlabiBahy bleaignaoniny Bl (benzoate salt) 53

ng (2 r ke %5 ur 207.6 ng
(FOREN%%%?@@E@%%) ﬁ%g)bo 8@‘#?} talline 00
Cel lul 0 Eur 120. 1ng (AVI CELPH 102) (fﬁ) LV mg

S
OroscarngP? 6%% godl um NF, Ph, Eur 32.0 ng (AC DI -SQ)
(5) Colloidal Silicon D oxide, N, Ph, Eur 3.2 ny
(CAB-O-SI L M 5P) (@ﬂnvﬁ@ﬁte@mﬂmgmemteé)e NF, Ph, Eur

3.2 rrg | T 400. 0
o (pert B R T e At B2 et R BLARRG

(2) Opadry I 85F18422, White — Portion 2 (COLORCON)

(3) Opadry I 85F18422, White — Portion 3 (COLORCON)

25mg of Compound I (weight of free base form) per tablet

Core Tablet Formulation

(1) 2-[[6-[(3R)-3-amino- 1 -piperidinyl]-3,4-dihydro-3-methyl-2,4-dioxo-1(2H)-

pyrimidinylJmethyl]-benzonitrile (benzoate salt) 34.0 mg

(2) Lactose Monohydrate, NF, Ph, Eur 207.6 mg
(FOREMOST 316 FAST FLO)

(3) Microcrystalline Cellulose, NF, Ph, Eur 120.1 mg
(AVICEL PH 102) '

(4) Croscarmellose Sodium, NF, Ph, Eur 32.0 mg
(AC-DI-SOL)

(5) Colloidal Silicon Dioxide, NF, Ph, Eur 3.2 mg
(CAB-O-SIL M-5P)

(6) Magnesium Stearate, NF, Ph, Eur 3.2 mg
(MALLINCKRODT, Non-bovine Hyqual)

TOTAL - 400.0 mg
(per tablet) ‘

Film Coat (12.0 mg in total)
(1) Opadry II 85F18422, White ~ Portion 1 (COLORCON)
(2) Opadry II 85F18422, White ~ Portion 2 (COLORCON)
(3) Opadry I 85F18422, White — Portion 3 (COLORCON)
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(1) Opadry Il 85F18422, Wite - Portion 1 (CO_LORCON)

(2) Opadry 85FI 8422, Wite - Portion 2 (COLORCON) (3)
wWOp@dNg32866F18422, White - Portion 3 ( COLORCON)BONySwh6/035708

Conmpound | (wei ght of free base form per tablet Core

Tabl et Fqrnul gt on

rireridi AYRE 0} Compg

pyri ni di nyl ] r net hyIdOlp@MQtrp(;rﬁllujaﬁoﬁbenzoat e sal t) 68. 0
ng (2) Lactose Monohydrate, N, Ph, Eur 173.6 ng

FORE T FLO C
Eze| | ul [hg[(ﬁﬁg'a ‘)]1%6’)6“ f]( A{iﬁ&ﬁ 0@4“?812)‘ Zg‘z;‘iloxo 1(2H)-
O oscameiGaEgelyh nwf-utrl bet@@ﬁ eolth my (AC-D
(5) Col(®bkasiese donobydraims VX Blo EwF, Ph, Eur .2 n@736mg
( CAB- O SI(FOREBFOST 8)6 HA@Wd%L»QJ)m St ear ate, NF Ph, Eur
3. 2 ny (PNWlidradNGHRODE CelNdoseh OV, R, Hiyqual ) TOTAL 4@@0.(Dmg
adry r n
QOadry(JgC ot |tiéltn?NF%rt|o{r11102 (CQ_ORco\l) <%§ e
adr t 3
ERPECT ¢ éﬁ%%fé BRen AR Dob. v ACT] V1 39 12
[0172] A(g pI acebo-control | ed,
r epeat { gnwmﬁf@@ﬁteer BFhghuisi ng 3 dose | evePd g
Conpound (MAJINS&KR@Preonbpvige Biyqnal y di agnosed t ype
Il di ad€¥eSLpatients. Patients were randomy assédghe@dng
to 1 of 4pdrnsmétyent groups (Conmpound | at 25 ng/day,
100 ng/day, or 400 ng/day, or placebo capsules).
Conpound | was adm ys to the
patients. Bl ood s%w%&g%()c ?‘g%ttq d on Days 6, 16,
17, andl)XgdadipH 8aRa8422i White — Portion 1 (COLORCON)

(2) Opadry 10 85F 18422, White — Portion 2 (COLORCON)
(3) Opadry I 85F18422, White — Portion 3 (COLORCON)

6. EFFECT OF ADMINISTRATION ON PLASMA DPP-IV ACTIVITY

[0172] A double-blind, placebo-controlled, repeat-dose, multicenter stﬁdy using 3 dose
levels of Compound I was performed using 56 newly diagnosed type II diabetes patients.
Patients were randomly assigned to 1 of 4 treatment groups (Compound I at 25 mg/day,
100 mg/day, or 400 mg/day, or placebo capsules). Compound I was administered for 14
days to the patients. Blood samples were collected on Days 6, 16, 17, and 21 for analysis
of efficacy based on change in mean 4-hour postprandial plasma glucose (Cavg) from Day
-1 to Day 14. Secondary efficacy endpoints included mean 4-hour prandial fructosamine,
and glycosylated hemoglobin (HbA,c). Data was collected at each study visit. Inhibition
of DPPIV activity was also determined using an assay validated for human plasma

samples.

43



of efficacy based on change in nean 4-hour

post prandi al plasma glucose (Cavg) fromDay - 1 to Day
wdazeo78eeendary ef ficacy endpoi nts included nmeaPCHUR®06/035708

prandi al fructosam ne, and gl ycosyl ated henogl obi n

HoAl c),. Data was, col|ected at each study visit.
|( nhi(®) %ﬁf%ﬁﬁ ob pdmpipistratiop; op; Rlgsma Glucose I@@t)«/aémgihyéaomn?wyl I

as Al r n.pl asma,sanpl es. f .
(OB 353 Pl TR LB SR S5 b
glicospeunoehttatipBd v g Y iemDdynarny Daf fliC Beynra D plovdes a\Wese

based on change in mean_ 4-hour prandial glucose

supgHEisRgthr Promaryedicagy erdngint Deapsured follpwhag bieakfasti Helloswving

A S N B S st
bréb@yst @avk By dASr@NCombéithd RdRebrd sighifid@ily Bawed ifdim baseline

gl ucose concentrations fol |l ow ng breakfast (Cavg B)
compared Withqiagsboniipurtegn dup of weatmesi with Coowannd/I produesd dnean

reieBRERE P TS ol Belliocdarvelartp dhiteGHE B 25 me,
| 4 ' 3 s |

B o B a0 § Pprcent

cheresupsan redugions ol gg %. 1 Mhemd Q4P whistabderaed for ey 2emg, 100 mg,

ange, an reductions of 15% 17% and 24% were
on R8G50 ERPoD Rt BaoRE rSersig: and e 400 g
Compound | groups, respectively. (b) Effect of

Adm(p) Btredtof AlRiRisE R GlyessyHie® Heﬁmggbﬂih'bﬁb&c) By
Conpound | [0174] Figure 2 provides a table
C iZing HbAlc results by treatment and by time

O o i 2 g e PR P ol R e BgeR Bnd B rime
polit. ONREn vAlies SIARAR WerOmRIRasgtdniBadelhic RMOXiRS 14 B of treatment

Colgound | groups was significantly different than
forplidceppoyned@rogny, Tiechaoge frombgsabiag forigch of the kpnaBung ] groups

o an SR 0% PRFRABEI Mol 0; P4B oL FROETA MY he¥S e
100 R bHEA00 £8 WniRAind Peidupd 2espedihRly iaf ek BRCBahgeddm baseline

pl acebo was greatest for the Conpound | group that ,
foryadlcleompennd etraagmenpogdsned (Ped.002) dbe didferangaitonsplacebp oras

e AR o R g PR e B " ™

summari zi ng fasting fructosam ne results by treatnent

and by tinE‘Point. Fasting fructosam ne was )
si gni f (@anEffpetdeof eavbministeationaseni nkasting  Fructosamine Blood

Concentrations by Compound I

[0175] Figure 3 provides a table summarizing fasting fructosamine results by treatment
and by time point. Fasting fructosamine was significantly decreased from baseline
compared with placebo following 14 days of treatment with Compound I at 100 mg
(P=0.001) and 400 mg (P=0.010). The change from baseline for all Compound I treatment
combined was also significantly different than placebo (P=0.008). The difference from
placebo was greatest for the 100 mg Compound I group, consistent with the analysis of

HbA ..
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conpared with placebo follow ng 14 days of treatnent
wi th Conmpound | at 100 ng (P=00A ) and 400 ng

W@ Bpe0/08826g . The change from baseline for all CeepUs2ede/35708
treatment conbined was al so significantly different

t han fl acebo (P=0.008). The difference from pl acebo
vvas( ikition of Plaspa BB LA ¢t Wdzyngompg\l%

Si [t
> S AR R PRL r E PA A s o
paﬁeﬂtislpyﬁstﬂaabmw feevRPS &K ¥atbedct g Gleak MibiasbIDBPRY adiGity
Conpound | has on a patient's plasma DPPIV activity.

follewingn siglesiose of Q@@@omm gxicedden 967 aorss ¥l Q@mwm@l dose groups,

ik eh Bfte % SRR G oG PO N0 oo AR T8 afi R opge caty

doBigaKpehR MhtitibPWas ARGIANED tﬁﬁt‘UﬂsérvécPoﬁZDH?W ThudMak 84n Bdseen from
days of once daily dosing, peak inhibition was simlar

the ¢ata ﬁmwmbfwveél yradaigistering Kiesipoasd Eewe thwe petnyfat Bmdosage
levePsowgmle erﬁlélr Calglyo%tgﬁ: %18%8 gg‘ggéve{nevgﬁ ge?étijvg:gf) sggse s?a‘iies where

it I8 @B to LINBOME Paticrt 8D RenAHBEE dovi@ity b sRektef ﬁiaa%o%e ob@onally
di sease states where it is desired to reduce t

groaeritlgant 7050, @hégp’aormﬂimgmammam 806. b&pegrf@aﬂjerwltehaam 16@61%5mg of
optional | reat tha 0/ an oall eat r

CofRRohR8 B, MafEiot ity enfrate iR ady, RD%i sl bESBbermby

gréatér%ha%@@%fe?ﬁt%%@basteﬁﬁe RALIRALA 8f ﬂ'l@a%f@e 18896 Mo@&! 1 vhdu¥s, 18
may be reduced by greater than 60%relative to

hobesswtl ieven 34olrouas fodlovorg sfmiatstrhtéast at | east 6 hours, 12
hours, 18 hours and even 24 hours foll ow ng

- admigni ' EEC] T T
p1 GRS EENTRA T O R R ot AP O RE O
GEYC@SYIQ&TEMEMgD(jm[N:onpound | in conbination with
[0% ogl i tazone was i nvest |q%at ed by nmeasuring

‘N code atfeqt of eﬁmgwlmmrrg empoundiInn pprobinatier with piaghitazone was

i T ErRTB R SR I PP HBAER S e Wi its

BKS. FOUDLp FONRICE $6 WOcka o7 WPe, ATIRA Al o Avere
( had fr eeegaccesg ?o CE%g powder gchow (Q%Amg(g%yan éi)}dig)r) 2
divideglipt 4 gaoupqo(nBS hm dachrsseupl cowpssing GDEJPZArﬁ@ﬁH@FP héwoup A had

fre B Rauna AoV o Ay oeebitiad a8t ERRRRRY Fosiageess o

CH2 9URd& che® (J,‘@JEQ\UJ tohRilifg 8348 whwi BB a‘i@k 178 B&mpound
bogy wei ght /(day é@gl?poc ha%frezﬁaccﬁess téOCE-al POt

1 fgysidiaps.c qserERogppard 1 mdmonp Bi m@s @@W@W(ﬁwﬂﬂvyhﬁw (mean *
Dgl oggi(g E(? o@&gﬁyﬂgo%ﬂ&% b%ad 3 aczcess toééﬁ:s 2 pow%er how @LEA

Japan) containing 0.0075% (w/w) of pioglitazone hydrochloride for 21 days. The dose of

pioglitazone in Group C was calculated to be 15.4+1.5 (mean + SD) mg/kg body
weight/day. Group D had free access to CE-2 powder chow (CLEA Japan) containing
0.03% (w/w) of benzoate salt of Compound I in combination with 0.0075% (w/w) of
pioglitazone hydrochloride for 21 days. The doses of Compound I and pioglitazone in
Group D were calculated to be 56.5+3.1 (mean + SD) mg/kg body weight/day and
14.12£0.8 (mean + SD) mg/kg body weight/day, respectively. During 21 days of

administration of the powder chow, there were not significant differences in the
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pi oglitazone in G oup C was calculated to be 15.41.5

(mean SD) ng/ kg body wei ght/day. Group D had free
w@ewens32e® CE-2 powder chow (CLEA Japan) cont aP@i/ng2006/035708

0.03% (W w) of benzoate salt of Conpound | in

canbj nation wt

0.0075% (w, of piogglitazagne
o BRSS! PLRS DO AT APEw i Hos 4h6 6 & Betunen At Rl dAys of
e > 1 _
BB BB B MR DI oL AERAE A0 M o o e
micebgeapiBay pimptte gnbadyedied ghiditday and €pesildtathamodiblih Mgyels
2 1 days,of _adm nistration of the powder chow, there
wege measiied by HRLArRasert mathpd apias JESQH, aveated BB dynalyzeLC-723

G?W%Hofag%lﬁ‘)e powder chow in the above 4 groups. After

2" 1 days admi ni stration of the powder chow, bl ood
[05781p! eEhewesuts hekowh 0 TublBe. AhBivhRks MEhOEablS mEAIR aVeG8e (n=8) =

by capillary pipette under feeding condition, and
“%%@%b§VF@9@d henogl obin | evel s were neasured by,

HPLC- based net hod usi ng TOSOH aut omated GHb Anal yzer
HLC- 723 G7 (TOSOH, Japan). [0178] The results are
shown in Table 1. The val uggpjery the tabl e neans

ver n= ndard devi ati Tabt e {01792
2hg 6Tgier*.(T:—:g!)e :rg‘!fhe conbi-pati &Iyﬁ?sy&tﬁ%gfhlpgﬁ(ﬁ{jpm)
pi oglit azonEreowédonisade| | ent df f ects 0.2 H@ek i ng

gl ygosy! at@dupBnoshpbim hevel s.| 8. EFFEGR OB 5

ﬁsgﬁ%@ﬁ@%ﬁ storl ng CompauiO
comti peubbt Pingditazape) li nvest i gdtled Oy

nmeasuri ng plasm glucose levels in mce. Ml e db/ db

S. Cg- ,*Lepr +Leprdb) .mce weeks age, CLEA
“’f] an %Lrs&w i ?gélsh) ?‘%8 IhoR égﬁomﬁ?‘ald?x{ ‘Ej]r%gﬁlﬁghkdﬁ%? showed
ex&aleﬁa@f&c&r&qme&%yé@gﬁ@d@eﬂl@gloﬁm1evé?s”.0up D. Goup A
had free access to CE-2 powder chow (CLEA Japan) for 2

1 days. Goup B had free access to CE-2 powder chow
(CLEA Japan) containing 0.03% (ww) of benzoate salt

5 & odd I Gh L SRAPRINHCALIGS WITH VRcTiFE Oy pidsva

GIogpsSkei ght/ day. Group C had free access to CE-2
owder chow (CLEA Japan) containing 0.001%w w) of
[Of&%n i Bdsefteerof adminisisring Ghrmpelnsld intombighiitroweshivagiihaamwas

o L R e 9 KBRS, TR B i R

+Leprdb/+Leprdb ) mice (6 weeks of age, CLEA Japan (Tokyo, Japan)) were divided into 4

]

groups (n=6 in each group) comprising Group A to Group D. Group A had free access to
CE-2 powder chow (CLEA Japan) for 21 days. Group B had free access to CE-2 powder
chow (CLEA Japan) containing 0.03% (w/w) of benzoate salt of Compound I for 21 days.
The dose of Compound I'in Group B was calculated to be 72.8+1.8 (mean + SD) mg/kg
body weight/day. Group C had free access to CE-2 powder chow (CLEA Japan)
containing 0.001%(w/w) of voglibose for 21 days. The dose of voglibose in Group C was
calculated to be 1.8+0.1 (mean + SD) mg/kg body weight/day. Group D had free access to
CE-2 powder chow (CLEA Japan) containing 0.03% (w/w) of benzoate salt of Compound
I'in combination with 0.001% (w/w) of voglibose for 21 days. The doses of Compound I
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CE- 2 powder chow (CLEA Japan) containing 0.03% (w w)

of benzoate salt of Conpound | in conbination with
wO2@0088266v W) of voglibose for 2 1 days. The dpSEESWN6/035708

Compound 1 and vogl i bose in Goup D were calculated to

b bod h /d d
e oo e Bt A ALy o
AR e e e i

dapcsti aﬁnﬁmm@mi(mrbfahmpmde@ﬁhdvh&hﬁem n&@mifidant diéfecasdn the
4 groups. After 1 days of adm nistration of the

adpguieation wawuan)fdb@ip@\ﬁWCB@Wmﬂ@ abareh sfqupsn Afer 701r‘ﬁﬁ}’§ af
adPﬁ?ﬂlgise%u%B o‘fﬂle r;g)]vyﬁaglyov& grﬁ’éodl <’ilu-en)f) eg \yxgel% el H‘gl% thé gﬁﬂbf\g:ms of the

ucos
mi€NBY E@ﬁlﬂeﬁ??i@éttgﬁﬁ@dﬂ fedlidpycouditiog, M;Q@sﬁiﬂi glﬁ@fse T8I were
(Hi tachi apan 0181] The results are shown in

enzmﬂt@alhf mﬁh%lr«eﬁh mssng Aumwlyme@Sm@ﬁwghlamabe (n=6)

BT RS S e B Bt et b Gogr bt S0 =

stagd&8ldeentioef f ects of | owering plasnma glucose | evels.
[0183] It will be apparent to those skilled in the art
that various nodifications and variations can be made
to the conpounds, conpositjons, kits, and methods of
the present invention wit habl erzpnnrfl ng fromthe
spirit|{or scope oGréde invention|  Plikms Glutoses{mgfdlended

that the presgp&uﬂg\(&gﬁﬂogn cover| the moghfid gpsi ons |and
vari at S 1T Tven OWW' i t|hin
the sc gomoﬁ,({;&fngg yo@ﬂjﬂpswf, and_tR&PE 15

uuuuuu

equi val ent s. What |s cI aimed is: 1. A nethod

IS t f
T Ay 3T 5L B SRl YRR B 105 g
exmlbhmifeatsaﬁﬂdwa@gtpiamuaglmoke leMeBt ei n the daily dose of
Conpound._ 1 adm nistered to the patient is between, 10

[03$5] andt \Q{bbbensg?pa@nt t8 theserskiled e g)'edqrtr{gattv(gnepsamﬁghﬁcatlons and

afti\%gorngg% agé{c{)ﬁﬁ? ﬁ L%l Q%@%gﬁ%g% kg 'Hnﬁ'n?ei}? %ff]gk% present

1n\aﬁﬁ@fi d'hthguttd&pﬁ:dnag filodn th\Mspuhe bnsdope oflthie |11yvedt'161e Dlius, it is intended
npound | adm nistered to the patient is hetween 10

thqtfﬂleﬁ@pemb@wﬁaglongzovg( tﬁ@m@&m&@@@r@dﬁ@n@@@p&tw ipvention provided
the\y&%ﬁ%’ﬁtﬂlg ‘?heds%bf)é/ of4RE ?{p}%fndé@m%nﬂd their equivalents.
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adm nistered to the patient is 10 ng. 6. A nethod
according to claiml, wherein the daily dose of
w@09posa2e | admini stered to the patient is 12.BCTS2086/035708
A nmet hod according to claim1, wherein the daily dose
f . ound | adm nistered to the patient is 20 ng. 8.
W atﬁ%oaﬁ%be%dﬁ*cor ding to claim1', wherein the daily dose

1.of  GoppgendompAsiapni stered to the patient is 25 ng. 9.
A et hod accoPdi ng to claim1, wherein the daily dose

of @dmpusiedng a dally duss bberdetns iaglapani @60 nighdaydf MPmpound I to
10. A nmethod according to claim1, wherein the daily
A P38 of Conpound | adninistered to the patient is 75
ny. a
2 o (T e L B P o O B
adinsnid@@d igthe batierA inpdtivoch BEmQadd DOO hg. any one of cl ai ns
, Wherein admnistering is perforned 1 tine

1-1 i i per
3. day A method agrording toyelaimn &i Waereip therdailysloseef Cpmperndil 11,
] alP i ' rf time per day as a
A Pl Al DI PRE B TRy Lo ahy oneof
4. cl aiAnmethod hccondiag & claiad 0] wihedit thddhilyopesf Osmpshnt It | me
per. daﬁ){ for a period of at |east 30 days.15. A nethod
adipuyigeige! ythe Hatieny iobréwesn 1 mpaad 100me. wher ei n

3 o P Sl bR PEAE Pl M T i Theul one

admfnigtérad ostht padent WY @icn admi nistering is performed 1
time per day in the norning. 17. A nmethod according to
O,

6. any Adnethed a¢qoxding torclaim 1, herein theadnity doss ef Corgpound I
d ljr%jﬁﬂ] I e . y in the nmorning prior to a
adr@lﬁ{l{%t%nea ég%dlﬁééo%gﬂ%m the patient. 18. A nethod

7. accarmethgd hexoadiyg andaiaf 1,0biaidlB the-defly dokesEldnpound I
admnistering is perfornmed by a route selected from

admipistespd inpthe pRdGne is Hymes oral iy, parenteral ly,
| L ACBEBL RRSR b PR o L BRGSE
admimistabd yo, the pamsbiscZsampy, intranasally, |iposonally,

V8 g s ccomting B 1 Yoheren Hosadty dace of Comound §-
administered to the patient is 50 mg.
10. A method according to claim 1, wherein the daily dose of Compound I
administered to the patient is 75 mg.
11. A method according to claim 1, wherein the daily dose of Compound I
administered to the patient is 100 mg.
12. A method according to any one of claims 1-11, wherein administering is performed
1 time per day.
13. A method according to any one of claims 1-11, wherein administering is rperformed
1 time per day as a single dosage.
14. A method according to any one of claims 1-11, Wherein administering is performed

1 time per day for a period of at least 30 days.
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delivery, subcutaneously, intraadiposally,
intraarticularly, intraperitoneally and intrathecally.
wa207/M33re¢ hod according to any one of clains 1PAWPS2006/035708
wherein adm nistering is performsd orally. 20. A
met hod ording to an e of clai 1-19, .wherein
15 adminmetn aﬁ@rﬁhgg AT el clogms {dde ”{ﬁfyfﬁ@ adngpistelipgisperformed
t i L& @h ghvle patient. 21. A nethod
! g%%g&éﬁifa gog%tg o%ggl éu ms 1-19, wherein said
16p at Iﬁeniathbdacctcthﬁg td ami aeef emims 2-15 Avhatinad naciswtidg hperformed
to any one of clains 1-19, wherein said patient is
| typepergagin the mosning net hod according to any one of
cl ai .
17a dmpgﬁlg@m&%m&@o%‘pd 511}/35%:3'0? ﬁﬁrﬁ%q \?H&an aﬁﬁﬁmstenn%ls performed

1 time perajay ilihabedrhiog PEOPRUNISt @bAT thidduy foomp pateht.| . 24.
A nmet hod conprising: admnisteri ng a daily dose of
18 conpomstrof a@@“"&%&l Jyrane;of clagabiddt Wherein admivpistipg is performed

by?gﬁt{e% é&tg{l: Ji}(g)lr 61%%@%81%” &ﬁl otfh é/} ]gafilgnt&%ﬂg 43@2\1&%1 Oélle%ﬂy,
intBVEhdlisBf, ﬁﬁtaﬁ@erﬁa@l@fpﬂrma&mﬂm srmbﬁh@ramgn@éxﬁmumﬂyl retfally,
conbination with one or nore antidiabetic conpounds

traggugeal ygintrapasnkih dipgscmnalye msnlseﬂatwg wginallyintraoccularly, via local
[ hvva \ und cing a
el P Sy B PR o lrp SRR oo PR

intfétiehlly.vi ty enhancers, and |nsuI|n secretion
enhancers. 26. A met hod according to any one of clains
1941 - 24 mgfhed asqprdingimanytaneioh glasanprl i swhkergiarfdaligisieringiiy performed
npound | in conbination with one or nore
anti di abeti c conpounds sel ected fromthe group

20! c ongy §itihod a@dordh@tceAny dngloPSiaits PhoswhatiaseniifbieRhd fgr;ferformed
gl ut am nefruct ose- 6-phosphate am dotransferase

to {regsitynetor &ypedl disleries disqgposiph af Hwepatiati bi t or s,

frugt - bi sphosphat y.C
21 nodpefon bl RO SRbalaR 1 Bdp Bieiteihes ope
dlaaefeagonl sts, phosphoenol pyr uvat e car boxyki nase

i nhi bitors, pyruvate dehydrogenase ki nase inhibitors,

22| phemgihad BeoRiBR tq 47 G106 leims hPhwheseia safd nysientis prediabetic.
23 €MPhyi a : I
252 gory ePBed drodF 08 BRI BE L LR Pao Dbt inafffBl B compries
ad DAkt 0CSmpdanld-13n barhibidhie with BRAR MbUnatRbStic compounds other
insulin, and a2-
than Compound L.
24. A method comprising:
administering a daily dose of Compound I to a patient in combination with one or
more antidiabetic compounds other than Compound L.
25. A method according to any one of claims 1-24, wherein administering comprises
administering Compound I in combination with one or more antidiabetic compounds
selected from the group consisting of insulin signaling pathway modulators, compounds

influencing a dysregulated hepatic glucose production, insulin sensitivity enhancers, and

insulin secretion enhancers.
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adrenergi c antagoni sts. 27. A nethod according to any

one of clains 1-24, wherein adm nistering conprises
wa@ebw7isreeri ng Conpound | in combi nati on wi t h PEEUS2006/035708

nore anti di abeti c conpounds sel ected fromthe group

consisting of GSK-3 inhibitors, retinoid X receptor

26.ag0i Bethod pegosding tory 46 Af Slelns 152H \ﬁm@m@fim@stmng comprises

oA S 37 B AR 05y DB BARNG Muncs
seléd@NfrsinShe gidub @bﬁéﬂ@h%@f jaasiciel Itywslﬁ@pﬁc@pﬁutm iflapR6Y EStamine-
and bi guani des nmet hod accordi ngmho any one of

fruglosg-frphosphate améﬁt@émfea@wml@t%mgh@ow psphefase inhibitors,

fro O N o AR St B € P s bS5y iffpeon

recEABs histhédiktbhosphoenolpyruvate carboxykinase inhibitors, pyruvate
(%)6- 3g4 di r%)ydrpo 2- (ppyhenyl nmet r}{yl) 2H | benzg}éyran

del@dycbg)enme@ast mhalzltﬂrs; dlphe-ghicgsidaserighibitors, inhibitors of gastric

4-
emPO g Ee BT A ChET o A At G B2 tsceptqyagmuists, UCP
modulatdts, (RXK‘%ﬁJMhafiM‘él@@ﬁ)Slﬁhﬁlbltors PPAR modulators insulin, and ay-
met hoxy) - phenyl | net hyl |-t hi azol i di ne- 2, 4- di one,

adﬁileﬁrgw-e(nﬁ&g@h]stsdol yl) . I d .
e X [ zo i - -di ane,. . . )
275 { %%t% g ﬁc@}r(ﬁe Xéﬁ)élﬁ)? cl&lms 32 wherein agmlmsterlng comprises

adxﬂﬁfi‘s%&llﬁ@ C&hﬁ@ﬁﬁﬂ)ﬂﬂ? %%Mhhu&mvﬁﬂ @hé g ﬂ@re%nﬁd@b&ﬂ?oompounds
5-(2-napht hyl sul fonyl ) -t hi azol i di ne-2, 4- di one,

selbited ofn(tRe group oxrusiGing vl &5d-8 dilyitors, lretm‘m}dl ]Xphwpwr}algemh@, Beta-
, 5-{4-[2-(5-net hyl - 2-. . e e .
3 A3 i (B SRR oh ik diientifinsgiagsymon-gltazone type PPAR

ganﬁrﬁ'a%éﬁigﬂs diRE PBAR-ShREPPAR alpha agonists, antidiabetic vanadium
phenyl -1 cycl opr opanecar bényl am no) - benzyl ]

contmmrmlmmun@&dzbignamdes 5-{[4-(2-(2, 3-di hydroi ndol | -

28% % %t ho %h qu%g%bge g%h Hn_et@?i %ng% 2%? \]%hé?}el% a%mcl)rﬂgt’ering comprises
adﬁr@ﬂ&{% Suhboamil ik Gblﬁgi‘ﬁhﬂl&i Weh %néb%@&%nt1d1abet1c compounds .
chlorophen 1)~ 2-propynyl]- 4-

selédtubfromhhm gtoup ebhsisting of Kﬂ)a(ﬁhmddlyde@ -2; (Hh@l}’bmﬂﬁ’l)ﬂﬂ*lf 2-

bero R LR LB D Aens. k-G Grmgtyha:phenyl-4-onazoly):
1- o’%o{ﬂrépﬁ?Fﬁéxyﬁtxhythyl% tl@ixidlféﬂﬂelﬁhfaﬁ)aﬁé) phenyl-hrefBi-hy !

iazolidine-2
Cyﬂgl(eﬁiﬂ)(n@th@aphphwb’b]mb@mﬂ@haamjidn&_-z 4-dione, 5-{[4-(2-(1-

incblspisplber ey léugﬁﬂ% 7S SR rapeaf2-phenyl4-

oxe{zﬂ)lyl)—re't}fdx‘i?bgﬁl k- BBmEY.L ﬁBK@@l phmisuﬁb@@) -@polidine-2,4-
har maceuti cal accept abl e sal 't's thereof

dlonle,tﬂm[dl Hz,éei’lmm@-tm@zm;nyb)maethyl]Idteay}'}men_hazq, 5-{hrE2-63-methyl-2-
R b SR DS KR 12 Gt RS RASHE 5 12 P phenyl-1-
cyRERbPRREBMbb SN0 REEEBRT Ak So1RBAL S 413 81 {{4-(2-(2,3-dihydroindol-
1-yDethoxy)phenylmethyl)-thiazolidine-2,4-dione, 5-[3-(4-chloro-phenyl])-2-- propynyl]-
5-phenylsulfonyl)thiazolidine-2,4-dione, 5-[3-(4-chlorophenyl])-- 2-propynyl]-5-(4-
fluorophenyl-sulfonyl)thiazolidine-2,4-dione,5-{[4-(2-(methyl-2-pyridinyl-amino)-
ethoxy)phenyl]methyl }-thiazolidine-2,4-dione, 5-{[4-(2-(5-ethyl-2-
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30. A nethod according to any one of clainms 1-24,
wherei n adm ni stering conprises adm ni stering Conpound
w0 2000832661 nati on with one or nore sul phonyl UPEEUS2006/035708
derivatives. 31. A method according to any one of
ereln adn1n|ster|ng conpri ses

PY&&%%@&Y&%GHE TsE intiagolidinecdotridions: 3613 -(@napbig-hepzoxazol-5-
t 45
1B B D AR 2 R S ARG o P R FeBechony-
(4atabexdyi-terzyhbdrempieo rlidee, anglphbendtuiiticdlly acceptable salts
t ol but am de, tolazam de, glipizide, carbutam de,
th %fP‘P gui done, gl yhexam de, phenbut ani de, tolcyclam de,

L T -

adﬁ‘Eﬁlbteﬂn@CGfmpdlhﬂtQI ﬁa@oﬁmmaqaﬁw% 16ét8IriBn, IncdddinpVagf ei n
adm ni stering conprises adm nistering Corrpound I in

Ph@@W@ﬂﬁéﬁﬂbﬁ“wpﬁhkﬁﬁBSBﬁﬁwﬁre ant i di abetic conpounds
3osel ec}n%gl a%grg%h g stg%“ilo?’: c z{@{s Ialirh%e?v el:enmc%@%lg eﬁlélg comprises

hornnnes or
adhRESBlifY Campagarl 1§tc§mbﬁﬁﬂo§ Romhtond of hidvge sdshdnylurea derivatives.
secreta&maues 33. A nethod accordlng to any one of
3le| aifmethodaccarfivedo An:QNT afickimp M’é L] m@m @b@lmstermg comprises
dri ni. st r|n

BN L R G R oA R BRe CE ol aibgliGgmbelinds

semea 8ot @ @}dﬁp&bﬁ@gmﬁg STUNBGAHRE gABIHA, Sglhgéﬂcmmg@ MR&YAckamide,
in conbination with one or nore GLP-1I oni sts. 35.

chlwrm@mdacgl@pmumge,ttglbamn@m éol@zmﬂaugh@lm c24arbwiamyidsi, n

R, SR I PR AR RO R, M PR AR glctifce,

1nd1@d1ﬂ§)&1}3§}£éﬂh9¢dﬂﬁc41@/ a%BéptM@sdPﬂcs tiidréd s 1 24, wherein
adm ni stering conprises adm nisterin ound I in

32¢ oty mathiod pcegirding éx areshenstdf ¢limsg 7-24Aw ho@namsmmg gomprises
n adm ni st

oyl 2 Brbiy eon R Pr PR Bldi RakT o

selefted BbmBE Bradiplcbfldi gt dfen GOTPIAdSeS6 @ﬁﬁl@ﬁthfefe@mﬂeﬁecell
group consisting of rep agl inide, mtiglinide, and

imtlgzelyici ragegeor anwgpmaHSn@ldes Qrtaptangiacein $e@mtagpgm§cept abl e
A et ho cco 0. an

33§|a|altA nl%.’ltegfl%QEQCOr 1ng e? any_one.o ﬁ gatug? ?élngrgﬁxﬁm 1 n1sFer1ng comprises

ad AeHIdtexisd @5 inpSurfdapebmdinatibmwe Fkuliat i on Wi th one or
nore alp ucosi dase inhibitors. 39. A nethod

34accdy I@P‘ﬂi\gd @@coafﬂiyg émensotnett glaimgs 1244 whoyiessy asinpinistering comprises

L LR R g T

35sel ecinedoll Ledbrdifg (AL Uhe P RRISS 1129, Wher@fPddd@8Riering comprises
vogl i bose and miglitol, including any
administering Compound I'1n combination with one or more GLP-2 agonists.

36. A method according to any one of claims 1-24, wherein administering comprises
administering Compound I in combination with extendatide.

37. A method according to any one of claims 1-24, wherein administering comprises
adnﬁnistering Compound I in combination with one or more antidiabetic compounds
selected from the group consisting of repaglinide, mitiglinide, and nateglinide, including

any pharmaceutically acceptable salts thereof.
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pharmaceutically acceptable salts thereof. 40. A

nmet hod according to any one of clains 1-24, wherein
wa@elwsre@er i ng conpri ses admi ni stering ConpounBCT/UB2906/035708

conbi nation with rosiglitazone, including any

phar paceuti cal |y acceptable salts thereof. 41. A i
38t HoBRRLAPETAGES a%ﬁs}neoqfed%msér%, erplbadmipjsisrig gomprises
GRS o) B S ok B CRBRUAE okichdd inhib
S P R OB RO W o e APBEO M bichl sibicor.
39%pharAremehodiacedriingac appoadfeldmk 124 hbeedf adididistefing comprises

nmet hod according to any one of claim1-24, wherein
adgyupisteriag EPmpgu [CPEGIaFGRTRINONE OF RPTeyHisiahstic Fompounds

" on. it S and. pi . o di
soK00 0! Do ol ST D ARG ALy
pharhdredtiate acdbngla saltamgreone of clainms 4 1 and 42,

wherein the pioglitazone conprises pioglitazone HCO . _
4044, Avmethodsecaidiog telprporeitaims dedphele afgninisieging comprises

] I I dm ni st ered. a free. base. 45.
adfE B CORROURT Y RIS RINSh S aRorR, 10RGRE; o1 -
phelongeenially at@padd saitstherwd as a pharmaceutical |y

accept abl e saFt. 46. A nethod according to any one of

4le| aiswinethodaccarfiag &9 Anycenepd whdms 1124, wiedein asinainisteriag camprises

I 7. A met hod cording to_any. one of
ad3ESAE B bbygdtin Qe ERIGH S P et dPpEaTRe.
phtughdeemesuy heseptablesaltd thedBf. A met hod according to any

one of clainms 1-43, wherein Conpound | is adm nistered

42qs o mgthod @ptasing taamtoneaificlaimd -245 whtstaimadeinisterilg comprises

|1} lated.in a single dose form wherei .
IO EORo b S RP siaf r b BrrBE o gl Sagucing any
phamnaetuticanpactapiable salds thérephar maceut i cal conposi tion

according to claim49, wherein such single dose form

43¢ onp¥ Msted pegosdiag ta aymyent ¢lapne4 hgnd42, Cdepu the pioglBazone
o H%{pﬁgéﬁ%kgﬂdconposi tion according to claim49,

ere singl e dose form conprises between 10 ny
44and AlbRthol acforGagpostitbre.of 2Rimé\1 PRawABERU dBAdund 1 is

adéggggrseidtag g?regcbgscgl.r ding to claim49, wherein such single
45. - A method according to any one of claims 1-43, wherein Compound I is
administered as a pharmaceutically acceptable salt.

46. A method according to any one of claims 1-43, wherein Compound Iis
administered as a benzoate salt.

47. A method according to any one of claims 1-43, wherein Compound I is
administered as a toluenesulfonate salt.

48. A method according to any one of claims 1-43, wherein Compound I is
administered as a hydrochloric acid salt.

49. A pharmaceutical composition formulated in a single dose form wherein such
single dose form comprises between 5 mg and 250 mg of Compound L.

50. A pharmaceutical composition according to claim 49, wherein such single dose

form comprises between 10 mg and 200 mg of Compound 1.
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form conprises between 10 ng and 100 ng of Conpound I
53. A pharnmaceutical conposition according to claim
wao7msi2eei n such singl e dose form conprises 1PCTHYSwWh6/035708
Compound I . 54. A pharnmaceutical conposition
according to claim49, wherein such single dose form
Sle omfg PE@@%%@&I@H@PS@@W%%@H& to clgim 4% Wiessimacd pngdadose
R Lt ' t j ei n such single
Fo e A A0 B O Lol ' "5 A
52pharAphautaceaicalcompositivi accoadia@ tdlilnign 49 wHesdimsyd, single dose
wherein such si nal e dose formconprises 25ng of
forsp rpnrises betvecpn 10 merand k90ang picaPmpennddsi ti on accor di ng

s AR L8RS ALTRL, O05F GHMAFIRE) o

foAe comgtistg 10amchCampkind®her ei n such single dose form
conprises 75 of Conpound |. 59. A pharnaceuti cal

54¢ onpd Bharmepetdicleogipagition aedosding foclainh4d, svherein stehssingdg dose
ri 100 of Conpound I. 60. A
fogﬁé&%&@%ﬁ??%ﬁﬁg 8%@%%3?‘%@% according to any one of

55¢| ai Arph#ABrabéhticiitehPbiitisn 6tosding lecsias s, fterdid tidhh@igle dose
conprises one or nore antidi abetic conpounds ot her

foxp gpmpdses @0 mee of Corgpound A phar nmaceut i cal  conposi ti on
5 6f or w%ggr%%celurt]icgl. c§|%12)gl%§ﬂxg g?sjcre%({iﬁé g%%’%g{éé,g@%%gg %usc ns%lg?e dose

dose form conpri

fommtoelhades LEme e MRAKBESE] Pt her than Conpound | 62. A
phar maceuti cal conposition according to any one of
57¢| aiBhamagenticgiteemppsitien a¢rosding faeclaios4?, herpie srebrsingbsdose
.M _antd di abeti.¢ conpounds sel ected fromthe
for?ﬁ‘@orﬁ{)n!é? 583%%’ ?fg&é?poluﬁgg’l i n signaling pathway

gr oup” consi

58D d W pli@fnSceutioROMPEStibMhedaRNA ROCIAntys kB HiRERY single dose
hepatic glucose production, insulin sensitivity
foramperppiéses 75 argpf] quaddecreti on enhancers. 63. A

5901 a e e REPRRRl o Ao BRGSO B Ry P cose
fordneomprigeP 1 €0 aitdf dioahRtih€1.conpounds sel ected fromthe

group consisting of protein tyrosine phosphatase
60i nhi“pphasmgceeutical composition according to any one of claims 49-59, wherein such

sin%L uc?q%?{f%&ju%té?% cgo§1e 'éi_ c _(? ogog Bﬁ;]agg?e glgltécﬁflt {8 %g&g%@fdes other than
Cohipsah®s.e- 1, 6- bi sphosphat ase

61. A pharmaceutical composition formulated in a single dose form wherein such
single dose forrﬁ comprises Compound I and one or moré antidiabetic compounds other
than Compound 1. |

62. A pharmaceutical composition according to any one of claims 49-61, wherein such
single dose form comprises one or more antidiabetic compounds selected from the group
consisting of insulin signaling pathway modulators, compounds influencing a dysregulated
hepatic glucose production, insulin sensitivity enhancers, and insulin secretion enhancers.
63. A pharmaceutical composition according to any one of claims 49-61, wherein such

single dose form comprises one or more antidiabetic compounds selected from the group

consisting of protein tyrosine phosphatase inhibitors, glutamine-fructose-6-phosphate
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i nhi bitors, glycogen phosphoryl ase inhibitors,
gl ucagon receptor antagonists, phosphoenol pyruvate

W@ 200p0332ké nase i nhi bitors, pyruvate dehydr ogenBSEUS2006/035708
ki nase inhi bitors, al pha-glucosidase |nh|b|tors

|nh|b| ors . of astrlc enptyi ng, insulin,
%F?éfa‘ ghdbi @ #isasso-phogphatage lph@atﬁm@u@tpwal 6-bisphosphatase

S e of cla
”ﬂ&ﬁm’ Ab4cEn BESBO NG I, 20Enh S TRatBois: o
phasphoehdpguy e eﬂﬂmkﬁldﬁe slleeke gyik AdeRIr@Fcabd? kinase inhibitors,
consisting of GSK-3 inhibitors, retinoid recept or
alphguicosislasegahibitgrsARhitors of teestritemptsbies isubngind op-adrenergic
an%g&ﬁgkabetlc t hi azol i di nedi ones, non-glitazone type
ganma agoni sts, dual PPAR ganna/PPAR al pha

648090 limaddtiticll RBRokiEoN AFREHI NI AR Ak BF BRIEOPIREURfRrein such
and bl guani des. 65. A pharmaceutical conposition

singtecdssel fo1gn ewmpripgs orgeorofore laatidigbetid-compowkrdsrseleated fiwwim the group

g tidj
co eI a AP PRl K e thpelbiG: Bt BreoniS, uce
mddB)atdré ?axﬁdmbbuéith@azah&laaﬁaﬁfés ﬁ@f-@ﬁbio‘n@ ek MQmaag@msts

yl nethylthlazolldlne 2, 4-di one,
d“51’ RAR e3n(s/RiARglph2 agmn\%y Ianﬂdlelealzsodayaélumcoxt@umgmymgounds

an@g %n% nmet hyl } -t hi azol i di ne- 2, 4-di one,
T nmet hyl - cycl ohexyl ) met hoxy) - phenyl ] met hyl ] -

651 h' @Z@lﬁdrﬂﬂa&%n@al%ﬁip@ﬁﬁon accordlng to any one of claims 49-61, wherein such
5-{[4-(2-(1-indol yI') et hoxy) phenyl | ret hyl|
smglet ise ey efinpgyiss dnejdranere ant1d1abetlc compounds selected from the group

co?s1%tﬁﬁggo§g$)5g?ﬁt({] %}lrdj;o (gﬁeerxr kﬁf)ﬁaﬁg 1ygen%g]y(r)e)1( Y %]y

thiRgRidideyd $Jé1|1cfrfényj{l4—?](ﬁ1¥1@dhbfp2 ﬁer%ﬁl 4- cgda%lﬁl) 1- oxo—pro yl)-phenyl]-
bis{4-[(2,4 di 0xo t hi azol | ] phe P
qﬂmﬂ—ﬁgm@hdme -2,4-dione, 5- {[4 -(1 methyl cyclohexyl)methoxy)-phenyl]methyl]

thljazo{lﬁg%ﬁzzg %Kine g' )f Lﬁ-ézz §¥1H]éét§8 . 38?%%{@2‘(16@1}?% %Ea}zoy Sme % 2 dione,

5- hy -
Ty ﬁﬁ‘ﬁ“ﬁ%ﬁ“’w O o aar. ™

na}l)hﬂy}’l‘,’»léfmlaﬁlph@lr@lnm%ﬂI@«)I)e, bts Hicﬂ dldmé -thjadolitlinyle,

gﬂ&ﬁ@? %yd}: ? h{%;t?o )W%M%&%Y lé]r?-égz-dyl) 2-hydroxyethoxy]-

berpryl 13- Maz@hﬂi‘ﬁéqml@féﬁé,]ﬁ-m @A=pHeaPYN¥dlo oﬁcﬂlmarbonglannno)(-benzyl]-

fl'uor ophenyl -sul fonyl )thi azol 1 di ne- di one
thlgzmélﬂhyﬂ $-dippe Bl [fgf(l @md-@idydroindol-1- yl)ethoxy)phenylmethyl)—

iR DR - LS gt "

phé]ﬁ"lm}lﬂbthﬁé@ﬂldlﬂé ne-dofk, gl[gflﬁ-cﬁfb‘ﬂophenyl])-— 2—propyn 1]-5-(4-
4-di oxot hi azol i di n-5-yl hyl") - 2- ri%
ﬂuomhmy@s@lﬁ@tyﬂﬂyhlamndwﬁ) ﬁéma:ﬁr {c[é (%(mﬁw&ﬂﬂgnémyl -amino)-

ctBRpRROTIA BRI s RRRER T Bt ol B kB S-S

mefiyd) tABzdRtiRe-3 4-ABRY idrs- @U@Bloxothlazohdm-S-ylmethyl) 2-methoxy-N-(4-
trifluoromethyl-benzyl)benzamide, including any pharmaceutically acceptable salts

thereof.
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singl e dose form conprises netformn, including any
phar maceutically acceptable salts thereof. 67. A
w@b@ros2eut i cal conposition according to any OPET/U$2006/035708
claims 49-61, wherein such single dose form conprises
662 SU Egog%l ﬁréa deriyvative. 68. A pharmaceutica
co HIgEPURER SORIPRRIUP agaeydipg o ftslrnglp@f AImMD4% o], wherein such
d
T R S o P BB R g adPBb ot s
thereofsi sting of glisoxepid, glyburide, glibenclam de,
ace exam de chl or opr opam _de, glibornuride,
Tt o % Aagenticaly R aceiige e dey oneaiislaimaiae], wherein such
sn‘%lé &’déé@&ﬂleoo %Q@fﬁ 1&%&9&&%’%‘1 de, tolcyclam de,
I mepiride aZ| I'n ng any
68phaanlmmMemabdly:oﬁ@Oﬁﬁblabéc@lcﬁﬂg tosaniy bR %951a1116§49 61, wherein such
phar maceuti cal, conposition according to any one of
Slflgllea‘iloﬁr% UBL PR I%feré ﬁntgcﬂlh@qtlé ceapeutdsrspleeisthpions s group

cof?s?%ﬁ% of §o§(e?1'&t %l%x?lp ﬂ[ﬁﬁ ynds Rcetd] eelxgﬁﬁc%d F}Iﬂégoproplglmde
ghbbmuﬁdrf, ,tolbﬁhﬁtdeetdlanaml@tﬁlgﬂf)lkfdi@ daeenhie, %loﬂiu@(%ﬁ@,l Silfoxamide,

short-acting insulin secretagogues. . _
Ph‘f:‘ﬂ%‘f"%é%G?@E%?Ilﬂgér@i@‘?ﬁliléﬁlﬂ@cﬁi@la@l gincldingyany phamfaceutically

erein such single dose form conprises
acé‘ehgam‘éss%ﬂ?@l%]eo >€ :

phar maceuti cal conposition according to
69any Aoptenrmﬁceﬁheal aBmASsifidn ad&bftﬁn@g 0 25 ©he 6F aqin@s A0 E wHEd such
co ises one or nore GLP-1 agonists. 72.
single108% FBRH GOBMI iSRS % ilRqTe ANtici dstig |cnrg1po@dars91e@tn@ figfn the group
. al | rise
cofhhfBr AsdndogRL S b A SL00L S5 Sl AL AR
antageas iahdl emnrammrgdnmntsecraﬂagogm@ of clainms 49-61,
wherei.n such single dose form conprises extendati de.

7074, Abhgrascsatenl compesiuhisssidingn aax ooe af #lgimsai%anly vdwesin such
Slngfe oL B cf‘)glgﬁg'es Mhgrein such single dose form

rises one or nore antidiabetic conpounds sel ected

Tifr om ghaemgleatiqal conposifiomgcofdideapady bhé 8Eclaifst4996 1, Widsin such
é]gd nat egl i ni de, includin nf/ phar maceutical ly
sin %jzg

coph @HFI@O@@FI{S@S QUEEX BHHE agoahsasf maceut i cal
49: 6
2 v\,hC n ng su c @(%? g%‘ﬂ%&g%gsnea glié%ﬁg(r:} § rrpag}Z Péeegf g?sfgls (?{?D P@emm such

single plose ﬂmccompd@@e)nbm)h intiré GILP-2 agonists.

73. A pharmaceutical composition according to any one of claims 49-61, wherein such
single dose form comprises extendatide. 4 7
74. A pharmaceutical composition according to any one of claims 49-61, wherein such
single dose form comprises one or more antidiabetic compounds selected from the group
consisting of repaglinide, mitiglinide, and nateglinide, including any pharmaceutically
acceptable salts thereof.

75. A pharmaceutical composition according to any one of claims 49-61, wherein such
single dose form comprises one or more alpha-Glucosidase inhibitors.

76. A pharmaceutical composition according to any one of claims 49-61, wherein such

single dose form comprises one or more antidiabetic compounds selected from the group

55



76. A pharmaceutical conposition according to any one
of clains 49-61, wherein such single dose form

W@ o9po3rRes one or nore anti di abetic conmpounds BET/E81086€1035708
fromthe groupconsisting of acarbose, voglibose and

m.glital , jncluding an harmaceutjcal ly acceptabl e
coliirting o pearhose, VORHDOse i Rieliolynr H4RE St Blmmapetically acceptable
saleCheledf. Ng- to any one of clains 49-61, wherein such

singl e dose form conprises rosiglitazone, including
TTany Applzarmacsstital catipysition eqbadihgtosalytone bh elpes 49-6 8. widrein such
. prg({rm eutical, conposition according to any one of
SINgIeA I8 U8 BIIPHIRARTOSIE ARt nglutinganygdharmegeniieablivsesepesble salts
thded@gl i tazone, including any pharnaceutically

acceptable salts thereof. 79. A pharnmaceuti cal
78 conmpogharinaceuticat contipogjtidw acbylinn® B oak of SBird%Ba1, wherein such
. V\,I1e ein such sjingle dose formconprises netformn and
Sing e&[ﬂS? tAREP s aglitagPngnipclyd e Ak ehatmageutigally acceptable salts

thed&gept abl e salts thereof. 80. A pharnaceuti cal
conposition according to any one of clains 78 and 79,
79whe Aeplrarmbuficad gbinpod Bneacoriid HesyRhe ot thRdves HFherein such
) 8%. A Fhar maceuti cal conposition according to any one
single qose,[org couwsises MAEENR a8 pieckianeyiceingliding apyphaimaceutically

acc%gﬁgfe%gltgf%re{?f al adm nistration. 82. A pharnmaceuti cal
conposition according to any one of clains 49-80,

80.whe Agpharmatehticil 0ghpodteGCadcofding  ady 98¢ bE1hiismgl Ali70Nwherein
adapted for oral adm nistration. 8%. A pharmaceuti cal
the ioglazone gemprases pinghitpzene HRY: one of clai ms 49- 80,

whenei . §i e formis a tablet .or ul.e .
810 A ARERioH POInSoRRaLock kM B oy bASOS Rl SR Mopein sucn
singlemipesiotanadapedridi a@l idmianyagsne of clai ns 49- 80,

wherein such single dose form conprises an extended
82.; o BbrRsERiNah EeTBPOSHIRICERIding: to gny Pnerefidlaimst49a80, wherein such

: d r: ' ition accordi ng.to any one
sinfF ol CRRRERHE e BOTRERLL AP AFRALADG.Le, oY Ore
83.phaAmhemceatidal compastidn R0odngao fah EnddS@ainfG9-3, wherein such
Singpgr maceut i cal conposition according to any one of

Perstorr 1 tablgh ar eapsulesdpriedier pral sdpinasieationi n t he
847 glg 2%&?3@1?%&@2{21% 8&%0%%(50&1' a%@oﬂ.dﬂ]g%o %H}a bR cLIIzgﬁn% 621'9'—%, wherein such
single dose form comprises an extended release formulation adapted for oral
administration.
85. A pharmaceutical composition according to any oné of claims 49-84, wherein
Compound T is present in the pharmaceutical composition as a free base.
86. A pharmaceutical composition according to any one of claims 49-84, wherein
Compound I is present in the pharmaceutical composition in a pharmaceutically acceptable
salt.
87. A pharmaceutical composition aécording to any one of claims 49-84, wherein
Compound I is present in the pharmaceutical composition in a benzoate salt.

88. A pharmaceutical composition according to any one of claims 49-84, wherein

Compound Iis present in the pharmaceutical composition in a toluenesulfonate salt.
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87. A pharmaceutical conposition according to any one

of clains 49-84, wherein Conpound | is present in the
w@baras2eut i cal conposition in a benzoate sal tPCBBS2006/035708

phar maceuti cal conpositi on according to any one of

I ai ese t he i
harﬁé‘%ﬁﬂﬁcw m@ F‘PPE‘E‘:‘W‘]& @ m@wecé& 3194984, wherein
Cé# i
onié‘suéﬁqés %@%@5@%?% RSl 7§ QAL il it
9G-he plrérovmpeisingcal conposition in a hydr ochI or| c acid
sal t r|s|ng mul tiple doses of
pharrﬁﬁ%‘glﬁqAé%ﬁ Of@(ﬂ%ﬁ e qerBBYSHiGHRceerd Hﬁ)}fodﬂléoﬂﬁ of claims 49-
8khai s 49- 89; and instructions which conprise one or
nore fornms of information selected fromthe group
con smstmcngnmmcm domptisengear dicse s ts S aiferniaion whleebd Flog the
conposition is to be adm nistered,

har maceuti ca
QAT BB P PGP 15945t alogti igh b PRsgnacoutioal composition i
to H1R 1§té1%E st(qg%i Bg}rfngﬁgrg lltlen@qa?lﬁgceluﬂégl c?:%@b qp 10n, dosing

regar mnis armaceu
1nfoo1mrpkm1 ztnchnstr&ﬁons%gﬁdﬁﬂgdﬂoe/ t@fadﬁﬂnufzﬁm& BhanesRichBidMposition.
EAISI e doses of a pharmaceuti cal conposition
lacc lero mpmylagies episings 49- 89; and packagi ng

nat %ﬁlgh% dv\?]e% ofa Aﬁ)h?t:]rﬁa[c&!ltﬁi?%orﬁg&ﬂ %Ce}cgor 1ng 4§ %1{5}? Igrge(;’ofI Faims 49-

claim terra
89¢amt ai ner for housing the nultiple doses of the

phar maceuti cal .conposition. 93. An article of

manPPEEASeEngedds-di ng to claim 92, wherein the

9ocontg %E]fe(o? ﬁﬁ%ﬁﬁ@ﬁreaadc&%?g l!orcl:ﬁjellﬁ:laéll Q er%ln 1eth% pg{%@gx gf%%.tenal

menber s roup consisting of a

comprlseh; d dmtanmﬁ@ﬂmdsmg tHeOmblgipRATHsEY GHtiRE ﬁl@hrmﬁ&d@tﬁ@ﬂ%omposmon
| nf or mat.i on, dosing information and/or instructions

93y egattithgle Wéwa%fa%}rﬁ arceidane tpnéal@c%lpwb@nemhe ceﬁamﬁr comprises a
ladfh? &Qgg%pné 5rerﬂ&]e ?(')II thg isoug%ﬁnsagtmgu ??é éléﬁeﬁv sYate for which

rlsesamnls er|n era

theecfohqn:mnﬂ ¢s tarewdnimd$te€0 pordpelinforniation, l’d@isﬁgtlhi@ﬁnﬁﬁdﬁhlﬂﬁﬁ
nore anti di abeti ¢ conpounds ot her than Conpound I
msé@ctl%sée%ﬂfdlo%H%lﬁnadnnmﬁﬁerdbwmmsnm Wit h one or nor e

o420t B s FATIENALON L 000, GO LR
admonigedingpntherpeitih iy effyctDPRmoMnt of Compound I in combination with one
or more antidiabetic compounds other than Compound L.

95.  Use of Compound I'in combination with one or more antidiabetic compounds other
than Compound I for the manufacture of a pharmaceutical for treating conditions mediated
by DPP-IV.

96.  Use of Compound I for the manufacture of a pharmaceutical comprising a
combination of Compound I and one or more antidiabetic compounds other than

Compound I for treating conditions mediated by DPP-IV.
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