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TREATMENT OF TYPE 2 DI ABETES W TH A COVBI NATI ON OF
DPI V | NH Bl TOR AND METFORM N OR THI AZCLI DI NEDI ONE
wo-bdazi72083 THE | NVENTI ON Thi s i nvention rel at esP¢DGB2006/050475
t herapeutic method for glycaemc control, in
articular to a nmethod for the treatnment of ty

2
THEARETO0F | TRECK GROPRIFARTDP ABREGEA F PY LY QIGTEITOR 20D
MR PRI ORe TR BEY Y L NP Ber char act eri zed by the

presence of hyperglycaem a (rai sed bl ood gl ucose

concentrations). It may be divided into four general

subcl asses, including i) type 1 or insulin-dependent
FIELDQJOEJEeENVENTION)s (1 DDM) (caused by bet a-cel |

dEst inuetioronlates t achaspeodcandtiioddor@yycadnsiotaitrel, inpatilular to a method for

the tredd@dt 6f §HCY diabeles.) type 2 or non-insulin-dependent
di abetes nellitus (NIDDM (characterized by inpaired

i nsulin action and inpaired insulin secretion), iii)
BACK&R%VNQM fic types of diabetes (associated with

vRiiabaias anellitesris 4 ¢hiropty metatiofigyiliseadler elpmgterivadiby therpresgned pbres
hypergBidseimia@aiga bbd gluched @btatrafoni)el magsd divitieditt if@n genegl subclasses,

includifi@d) Wk § ¥r BEFiGIdesth@RelifRted fnelilR ( 5113‘&1@)?/ b&a-celﬁde@ﬁ‘&i:tlon and

charact@gie %Blﬁ e 1%ﬂﬁrbtlle 01@10 F’P&?Qﬁ 1)r6}11) e?? eIllt diab tes mellitus
hata@?%% d Py inpgHd la-w% 4o pdiopy ?‘&Mnﬁﬁiﬁfns‘é‘\él SSrEoR HB off pecfi

types Ofﬁlebngs Ossdciated marb yarésfus ierttiieble slimeal ¢angdigigns;os syadyomes sigh asgenetic
defectsrof BetircOnativh &.&.Gimtbigy-driset dybetes ARG ouny tibes reB3end pait nafdions in
mltocheﬁdntafm&), hﬂ!ﬂb)vge@{uﬁ]lna dm&bmemmpe 2 diabetes. The

pfﬁ%?éiﬂ caem é?% QrEg E oC\iertl zﬁtaI§ al l%gtlggr "Eh% §l bal burden of
d1abeteae¥ 161% %/ ngcEﬂd t(hrefwélg%g yt ch)(fa]i %va@ qrchglﬁﬂ ?qf of t ese md1v1duals

havingdype 2eliabeses. (bet a- cel | dysfunction). Treating

et aibyiha phthophssidlbg cah Pefetits leaingyto hypptycantia infype 2 diabetes are
impair€ iAGh EFiofBhsulid MSisthite)ind ShpatrOd IRSBY SEketiSY (PRl QB A3 AMSRA). Treating
hyperg :ile‘ﬁpa is Eh%g:égﬁilcgﬁ%ggor%tq& gligl?ete%grllﬁ%%tlﬁ reve%%'%pa&ns caused by the

raised flogglalicosey nAeRAligRs) y sl ppopyri s at?’OPEE- dgplvdipsiggrgegsive thirs),
and to redwng theaisk pEshabeticiqmplientionsi Ehetphropic hypeeelaapaia of diglictep meldigs is

associatsl|vithtsigaificant, agisiOddvastagidg ohg-fers icgrmplchtivagnin, theodyt Ridneys, nerves and blood
vesselsOEMASEEL 4G of PRSmAcBhBRag P pe 0 Alab&ES ThIUifd@ KEB8Sm Prospective Diabetes

Study W%Em&%tr tgdstharl]gveplhg ngo&/ %ﬁc%gé %({ey?zﬁlo ﬂlﬁ& g é{'apy in type 2
ho

d1abetequﬁl§(&6 {hlicr%fszlg 8’?}3111‘%%0% [é%:ftégz % ](98%3 wed that there was no

lower thisshohfor the ‘@qgeﬁtﬁgﬁ glicosedowanige prdobal agyl additigeal glucose lowering would further
reduce dencle off deadlopdiest ofidiabetioleamplivatidnher apy in type 2 di abetes

r euaeDs A8 demsisurfbd GO hﬂeﬁ&%l@&%lme[lﬁﬁaﬁ-%ll function occurs with time in
type 2 ﬁ' §l?e’te§ zﬁge%.)’s 4431%%8 258, -Ii SS]ZIIMQ }éa(?s th ofté)lglﬁe!n?s %@ﬁor@ﬁﬁng of

glycae‘&l‘fd""ftf? i’"‘ﬂéﬂ’?e éﬁh‘ﬂnﬁ 8 tIlon H’8¥§§8 ‘“1“]4? s Wﬂ}? g‘selaiﬁl%r foses-

r Bivtrcase & pyanber ofjorabpgedie gurrenByrsrailablsf to fpat Bee 2 diabetes. The three classes of
agent iidiid racst camisanlyfiresclilRBES nadtfomminlemoniphoglueds tridabe RIARy agonist
thiazolldRYi0hed T 2D 5l 8 tfoltfin héls BEdctressigl glfcbR Gt Qtrfroﬂpﬂié‘ fiver, M i Bssociated

with ga%ﬁg@te tllﬂal af’ﬁ@%ffgctsq ﬁ'B ?iellt n%%?stn%si{n?éh e]CﬁéV\%n bgetg géi function
with tirge. TS‘F RIS GFAY SR b o f o b, g i a%mtﬁﬁia g fttects of

weightgpip endifyglogtuseemie Koy Rlsod glugase edneengpticaaisad dike medarmins have no impact
on the ddehiiecin aéte-cell fanibewitlhfime (sed UKPRSIt SheCTADsatitak yhsainakdsitiabe and,

whilst 1hey 4ré 8@ln1l ¥R& of ofll ABALESently NE&niddtEReatlyPSS EifbeRE which decreases the
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agent which are nost commonly prescribed are
metform n, the sul phonyl ureas and the PPARg agoni st
wo bioamedossli nedi ones (TZDs). Metform n acts by PCT/GB2006/050475
decreasing glucose output fromthe liver, it is
associ ated with gastrointestinal side-effects in many
patients and has no i npact on the decline in beta-cell
function with time. The sul phonyl ureas act by
rate of A :ptg-%?ﬁ Rl%#ltlolrl Witk ?L%re,ethéyoarlld as rc%teﬁ%v%tﬁ ‘Eﬁe%}dg gffec storf1 wtmgﬁt gain and
Side eftects of weight gai'n an 1nypog ycaem a (1 ow
oedemy)| od gl ucose concentrations) and, |ike netformn,
hihisnepon thatd AV indibitorsenagl de hsefid far theliisatment of impaingsicalycoge tolerance
and diabetedméliitn® s¢edaternhlikRDPatentlApplidafibs Na.cw OB40883. Wlinteal data suggest that

the gluSRE Piwetifhat o8l in ¥ dn§d to trBfMerRvih DRV RRibYorS lsdSBac@fmpanied by
s Sl UL ol LSIRGE bl by BF A6 i
suggest 3 LHPTY NPT PRSP befarfel) marseses duespatigral it rpliclondYe
WO0182398craising thepessipHity thali tieatment vohid MV inhibitos wiHd dasreasedhe rate of
declineldPbafa-celhfutitivn that dtayts Wizh tisefnuypel2atiabethe t r eat ment of

| TRALKER rEHER B Radih B tAI0RAREs § it@&ﬁﬁr%ﬁce‘"{ﬁér%}gtm,oﬁ&@ss of oral
agent, I)\%lg q’%ﬂugé” %}' di t%l(? Q}Ee c’%@ pvlvi ¥ %?llltlglp flg%eco%ﬂl ﬂl e g’ a‘fir{i)ncl ss of agent only
I nica ata sugge f t ha at e g?ucose oweri n a‘% .
when glycadipis cqnifol iz} IgRERadea G @A il AP bihy UEHRPR cppres frs-lne
monothezapy fllogedyrpoeoni-die ¢pmbiriatien théranyrfellogied by third-dine eombinaforptherapy.
Thus, fesdxgiaple gtd DPTATichibiyop cigktia@hdsahatd (araddi™) isapproved for use in the US in
combifdfi§ir Gl Métforhin@ah AP LR} sbnidh G vhes B Gtforni®br HPRIRY agonist alone, with diet
and exﬁglpéé ?(%ets g\&%rc?/{d%?lg%lﬁzﬁ % niel gg@ entzy% fo be\/te{gllgl%}t&g g llicensed for

. Ca%é . frdyﬁ)lng
simultanequs Foperegmenh ofthargny Atifha iecops £lpss 81 35BrNALPYRHEEN OB itEen of oral
therapyq afiqr cladure’tof diey and exapfisediadype Adliabgteshet a- cel | functi on

t Tigte 198 0ded o fiidtnlaw tahdvinpraved iepitneis i thb @éatent dfigpeCitidbetat. The

present ih Ra%ESHBRSvidRa h A6Ue DRkt 1ihe li ¥ Piitidl, SinfRRLSSthirpyl Br (RORRRGEOf type 2

: her, 0 f alagent || o .
d1abett.3,ts %.gifWeetyga%\?nt g‘%&p‘é‘ 5?%&@&% eaftgrlr ?agl’n%wc?f;;ﬁ%e’t a C?Ocﬁx%r?fgén r%fs rléetfhod has 1.:he
potentigle BTt SHeTICHIcATY BRTHTTTH JIORY RSP §tengenft™ iy ifugine any side-

effect lgbilismerm ¢ control is no |onger adequate on the initial
agent(s), i.e. the treatnment conprises first-line

SUMMBR? JieraR YNVENTRWed by second-1ine conbination

TR Y Al ine. _con | .
R LSS B GO R GRITRE O T BB rmin o
thiazolidtpgCigpets Srsf-Jamu ety hersny ferdisriBlyaie! paf 2 dabetysnie ipde pgd in
patienty whedariot haye adnqualg glycapmicicontiel on tmatmenppitRlict apdexersise alaney

when the netform n or PPARg agoni st alone, with diet
DETA®ED BESCRIBAONOP THIOINVENMOREe adequate gl ycaemic

Il AL s Ll LG 15 5 bR g,
a5 hugnpty i el FOTpTs M SRR 2 CPITAER ?%}%PHX iRpbitgF gjd metformin or
a thiazelidinegipne as fifst-tine therapy, toragnangmal iy nsed therdofexer ci se, in type

2T imleatcaglso prostdes thsusa of@atbitatiorf dfa PR wihibitor andpretiorendh or a
thiazolldBBHBRNS fifsRlind & ady BALIBAIME ofitfRRe dlabbteabet es. The

pfh%ql%%f-tldnr&\l/sﬁg;ok/%?s 1R B¥ Ion?ﬁPﬁ/ i Ml%r i t]h§ %Sn%fz{c[l@ ofla%n%dicament for
lnitral, co nati on th%@%@é? or t F ea nFn of type
usein %’“’&P&B‘E’t"é‘ﬁ‘ ‘Pe.t}@.“mfl QF 2 thago DA firsfing Papyplogihg Hegtugnt of type 2
diabetegf t er 'failure' of diet and exercise. This nethod has

t Fisst-Thd therdpydd deffioedais cheifile cgreal pliiarredckuticalatatieatrus@iugtiad b disease,
thus in MRPRER Eﬁ@ﬁﬁ@kéé&ﬁs 18l hi¥nfaBS18Wical MterRAMIt8'Bea@BYe 2 diabetes in a
patien SAREL &bl ARl BRolTa 1y 3 T bl Wi goncraty

a DPIV inhibitor and netformn or a thiazolidinedi one

as first-line conbination therapy for treatnment of

type 2 diabetes, i.e. to be2used in
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patients who do not have adequate gl ycaenm c control on

treatnment with diet and exerci se al one. DETAI LED
WERHTRI I3 ON OF THE | NVENTI ON The present i nvePtT/GB2006/050475

provi des a nethod for the treatnent of type 2 di abetes

in a mammal, such as a human, which nethod conprises

adm ni stering a conbination of a DPIV inhibitor and

metformn or a thiazolidinedione as fi rst-I i ne

bea pa'ﬁf& W%QS% ’h%Se? l%a?;ﬁlm% no lorige nglgtroﬁ?f s(%)l 1sfac or1 Iy lﬂ:f}‘% elgci'lrt1 reduction

and/or RS RIOBS- Bhs RVt o965t HPo & BPHchag bas ailed to
achievq gdeguate| glysaemip eqnﬁpylsmg diet, iyeightreduciinmrand/of exerpigealone. Such a patient
populatioreae h@ previbhy b eedtédovithal firs lipé conbilagort therapyslemefisig a DPTV
inhibité?Rh¥/mbRdHnlH dr @ khid~B1idifRioh® N R GhdoR oPfhe vERdh 638 BiabdiQlis thereby
treatedUS € in conbination with netformn or a

t i azol i di nedione as first-line th eraF g

DI VEHIOp Guprovidesageihod forthe ticptmentol 5PRGAY jesitga mammal,

such a@éfumqedvlw mamanal hasgpt pegyiqusly besh tightad yitle anantidiphetic agent, e.g.
metforininef b Mblidised dnag aieNshiclomethsdmaprises Adisinistriigwecombstatof a DPIV

inhib ltfraﬁ@mb&orhﬁm 8 8#80bRdiddaRnd 1ofs8ill ndf@falracol ogi cal
'Pﬁe%ve 0&1 a?so pLOQ’ld.teJ tﬁg 586 oypo%b%}a{%naqqgm ln[ﬂl ﬁ Ip q%&&rlnm ora

thlazol%;%%g% fay thy (bg(iafn&enb%t%y;@ ade%ﬁ %mwnraerr& E@hép fcl: olg]é':ln which mammal has
not prepigusheheen ipatedevitiyap entigliapeticagend, eegameﬁﬁmnhmﬁgélnamhdmedwne alone.
chrtinvehticadiss ptoviibsibé o iof yDPIY idhibitar invhé hduficatkiataingdicament for

use in ERMMrRABHE Rt Emid |oP£‘@uazJiﬂﬁ1eHi€ﬁJh@ dirsefind &y RE L krOAmBRYS type 2
d1abetelg§1 a ﬁsia ngl sluI:l{ a%%thm%alp E 81 ¥ SI1 ll;lgg%f pﬁ:vio%%&geeﬁ %‘gagéde\%ﬁl an

aem C n

antidiabeia desph 68 MBI Oé&glfae?lgdswélpmon%uch a patient

pHputvgntiaerngsenthdiungamepialnamdignybifiaway dqmdlp tygditianal approach of
only adding atditiénalephamiubol ogitail thamp)h té. apycondthpapentitggest, Whvinhe initial
pharmchlh%l@dl itRFap AR ofRiefe@ i e fafling®i.. Rb@FRidiAlY Ja@qiiafergeycaénﬁc {dd€ol in the
patien tt dof T}qhe i nvention type 2 d: abetes | 3 t hereb yh ;

reate e ese vention al so | des.a hetho

 Bre pqRtiqnpEoyd ﬁ?ﬂn&e@ Bges e ROZe %elaplﬁﬁ?ﬁ%}vcae@ﬁeﬂnﬁol
includipg;the popsifidity, fotah | ch manmal has not previously been

t+ egteatdr Moddizlrbsedditdrily thbe vith mageikapy e.gousing@ictfohiih or aOFZD alone, this

a t i RA7Rkdeiud 8L 08 theRt! i PR owd e ho B R E IS fighiBSse lowering and
admfmgjre%[ %reﬁtpgdvg%nﬁggpéﬁ ondof a DPIV inhibitor and
[az nedj gne_to. sai .

i fv é%ﬁ%ﬁt%ofaﬁ;eswo g*eghwlﬂleglaé defgpes wﬁﬁs%ﬁ%teﬁfnﬁvhnaeﬂsme and
DPI VetiﬂﬂﬂNMSﬁlm’ﬂOahﬁnl#@liﬁfOé?lm n or a thiazolidinedione
f-or ntakimidati@adfthervpp@funityfoecarly gosithraing $n the tréatmhanembinuuaiiea therapy
?s aéhngemncesumlﬁ&n?angml fuﬁ&ﬁnrhﬁﬂfoitor evi ousl| yt ]?een

reﬁ 5w hggpg?g d éhg_ﬁ%gen e.g. netfor m n or

vention als i des
. .]Iﬁ‘é‘cfi? n‘i?f“" ﬂEﬁjP‘(?nP?ﬂﬂOB‘F“PB‘F“ﬂ“ﬂn ?ﬂg @f IB?t 0 “?O“‘
thiazoligingdienpagides efminjgteatipmofadaisiutation whichinglhdaybeth d}erﬁRiV drhibitor and

metforinin @ 2 dlidzdliidiedions) er ths edsentisly dimuignéone seqoyntial @sepgatae administration of
separate FRALIESRHS ofthe DPREInKibEr AREh&Forhid ofa IRIIRInedBHEN as a

Cmfﬂ?ﬁ&rdaml H_@giﬁg%gﬁﬂ%ﬂgéljﬂsfmﬁ&%\{ i yé%r){bl (ﬁlﬂmgter%ﬁlh cgmbmatlon

with mf”ﬁ‘?“é‘?’o Sdi‘? e apph‘i%tlofl nP& B’n e ?Sé‘gl-’: glfagni‘fe“t‘cally
acceptablersglt pengtiermip g2 atdie birdroshioride saliay from the traditi onal
appﬂeﬁﬂed]todni the piteyentapgiidadorettisiaolidinadionphand nteecpdoifyl e @hples of
thiazolfdHRHIBHEY reférred to BeIHERANEs bl ahaRRbutitalid 9858 tabl MR o thigzolidinediones.
|n|t|al pharnacologlcal therapy is considered to be
"failing', i.e. not providing adequate gl ycaem c
control in the
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patient. The invention provides significant advantages
over traditional therapies for glycaem c control,

WO pai7iotiorsy t he possibility for: greater bl ood BECTIGBIS®6/050475
| owering than with nonotherapy e.g. using netformn or
a TZD alone, this is advantageous because there is no
| ower threshold for the benefits of glucose | owering
and current agents have nodest efficacy; - targeting

o§u1 l:t]? T% fo;]gse in ?c%rgan%p %('ﬁh l%l %glen 1%' mtgﬁlfiee @P ? [f4r[(§ . Hiﬁya%o 6-

SIS

hydfoxéi éf7 ‘ﬁ Y th?%@’&ﬁ%f@me%&ﬁlme%ﬁeﬁﬁu&f“ -thjggolidinedione
(troghtwp@ri [ﬂnﬁ(t -petheyciohery))mghaxtihenail iigazoldinddb4-tionafcighitagone), 5-[4-[2-

(5-ethytpgridlins2uyd)ethoty Eenzijgtiaplidind? ¢-diohe@iogBazde) b denAgl-2,3-
dihydréRhApEah)ls §lh59tﬁ§lbt§lﬁhollé‘iﬁgé Qldidn€ @Hglﬁgzoﬁé) $Kd 9f4-[2-(N- methyl N-(2-

pyndy?%ﬁg(ﬁ tMox?{ﬁ)%zgdéﬂn{aﬁ%qg a;4| %%{eg?sigﬂtaﬁ%%la{ﬂ?ﬂﬁ%%%t cally alggeptable salts

]wmonetfornln or a thiazolidinedione includes .
alrareripd T4t aron 4o -(Srethpipyriging? -y Dethaapilbenryllthiaraidims-2dodiene

(pioglitalame)DP) - [[43113, didihodro-argidiory-2 6,7 i tétratie thqil-2 H-1-benzopyran-2-

yl)methdy BR&Y 1]&1&9@2 @mﬁazommédhﬁe RRBRBL &) ahd 5-34-PUNLAARANE2-

pyridy’ a%ﬂﬁ' l%)e% dﬁﬁgr@ﬂggeﬁl'o?%% t%on Qla&’ Ealt 1%5@tAe artlcularly

Pfefefffq%‘% TRt NG g branne Owwzyilﬂ%z?lﬁ%r&ﬁ e’
(rosiglitgzencpmd\whirmiapdyticaly agegptaplesabiy thesesf. admi ni stered in
CDPii ifitiibitopsbitd tb IDPIRe bufdantibinDPIASeny wrhecctieity. Tiee DRTVtidtabitor for use in

the mefRb&SER inPdARbd 1S petePiBly dWlall Rlolekle DPI\CIHiIFRS. ABYeferred to in the present
apphcaﬁo%ﬁ]%ﬁﬁﬁlﬂnﬁl%@l (le(%g gnigyhﬁ‘g?cgepﬁc%g§/ ?c%gptaﬁ)?et 5{311% (;Plﬁ’l€ H@Jbltsljg
F ot OB Vantitassdplie ompespi<isg edn e G ing pent aplications

WO95AKHIpIVO95/39691 NVEIHN 765 NEQP% 1988, P 353EP, INDBS8 Y, WO99/46272,
WO099i61431 LIHES9/a20] 4 PN ADIBIATBLW O2L/6 72 7% CC@GIY b I VER( 1138 5%, WO01/40180,

wooﬂsbi@zwboqiﬂsmél W@@%s%es b ﬁ&D&véM/sl%@ w<5m¢sq§33;r ARG B6295,

woo1474 b 5} 4086 W I)ZII-I ?’B ?r 9/(5?) /38541,
wooz})% / X 2/@5735@& @ o7V @?@ﬁ@é’ Wlbafseda0) w002}276450
wooz/(sg Qggwpp )woga/pqns (WO03/00181, WO03/00250, WO03/02530, WO03/02531,

WO003/D25631 Wy0B/)2d40/1&093/D3250, MR/ EBILZ, YW Pasi4a96) Wali3roe49B, WaiBa04229,

WO003289d5CWeloB/B §BO R D03/P5006%-WB03/04498, W0O03/33524, W003/33671, WO03/37327,

woo3ls§88‘%t@1¥Jo§j! é&;ﬂ'ﬁo@ /é%@@t\g%q H%%é“’vy (13‘&‘7&’82  Qlilida®s2wisodl7a500,

woo3 Fso Ko oS W Bl osded. wEn AR ,%{9 BH10456 WOU 658 e
WOO4/(1é ;wpgg/ég@; W@g4/584[62, Woo4/ ﬁ@mqusgz,g W004/33455, WO04/37169,
WO0437 181 dWIOpaf 196) WODOH3PHD,ENA§4/Aa1 Db, P04/ b 48 W) 0448 S W/ 004/50022,

wooMsoml Wool/8Z530 a»o@nmsah@wmﬁutm alloysaeae plyabs/e2398lweos/12312,
WOo0s} 05/1 61%%1‘?]‘\!@/ 65154k % EI)]NOO }%75%\@ 15(37779, WOQ5/37828,
WOOSél %Se}»g \% %74%4 g,(yﬁ 9/ 14 18 \X%( %17 05/513479 5/%1950
woos«smwppwsw o mp@a av@oqviww{p@/f@wl BQUS{63 AT WIQPSL73186,

WOO052b5#21; WENZGH26 ANOR5/77900, WO05/32906, WO05/82847, WO05/82349, W0O05/82348,
WO005)85248EW 008 T IIERDbI/ERB W bAoA 43 W aFs® s g, ResHsB3E39, W005/97798,

wooskbs:89WHAa% AR PR /1(1% 0p5/11629,
v A A e
9200%9‘3&7@{ red TZD is

5Fdr 4he[aRoiddieeraidoyit,-the dx@mplyy digdidsgdainrearh pethe aboy¢ themtiovdd publications
are speBifibdlly fcdBoratet heteiRBY rdfér@k tH thdiPchORE) asiidvidually disclosed compounds,

especmli’lp %51{58%1%% Eﬂeﬁ‘@!n!l@t’m@%geeagh 9}% 1Rsis al ts thereof.
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DPIV inhibitors bind to DPIV and inhibit DPIV enzyne
activity. The DPFV inhibitor for use in the nethod of

wo b@7iomaoent i on i s preferably a small nol ecul e BPH/AEB2006/050475
inhibitor. As referred to in the present application
"DPI'V inhibitor" includes any pharmaceutically
acceptabl e salts of DPIV inhibitors. Exanples of DPIV
|nh|b|tors i ncl ude conpounds di sclosed in the

3 Vf“é?‘%ﬁ@%ﬁ@@@@%%?%%%@%? bR CRdgitin and

aloglip{y /Sa e° W09/ 61431, W9/ 62914, W9/ 67278,

vmgrfem@ P8IV ininibigrSarae in thamaetliod o6 the nvygtion ispdutgainyl thiazolidine or a
pharmad@it A5t &ptabMENIth&AT 2. theBOdd hBHidS salt\Wel Inte£2i2iBhh] Patent Application
No. wi6¥d1,83304, W001/81337, W01/ 96295, WO01/ 97808,

“'%’T%%%%fm f%%sigﬂa %ﬁf%ﬁ%@%ﬂm pficfowing

oo Bl thiagghdine s @ » rhsfgafze}ld metformin;
\Aoogyumewsy@tmmzwsmmbammmass aczaotabm@ el and a
V\m&{lﬁaﬁc&iemoﬂmw 00250, WD03/ 02530, W03/ 02531,

gag% hla\ém%{eoc%% gam%&a%?& tabNRAR IR IR dnd troglitazone,
!

Y 70 }F 3/ 24965
%@%@ gégﬁa Yﬂ\ﬁ%gﬁ%g 1;}}141 rosiglitazone.

V@@Yf@i@@’@dmm afthy @E@UOIVM&WBW4 8, W0D03/ 68757,
W00 3 méthb @ fbr thd@ORMmEat 986 pe WNRRAS A DamMIORich Bibthd8 comprises

admini%@%a%@ﬂa@éﬁwn%@(aﬂaﬁl fiRfazolidfaP 4/ é]-lﬁfé&?ace Ja, Ble salt thereof,
and mc-%“omé é?é(géine %21 Fapy: %%?I_ %nan%%s %‘4‘%@% ac / & é tycaemic control
using digpoveierirs 't?“o‘%/@%’f LGS 210pgand 46148, \/\DO4/ 48352,
VOOuhahabior theioaunsoeEme 24t s 8 SommaDHich ethqbomprises
adminiM&ihg/akothRinftibn oY¥I0GMiInY PAZ01INGS bY dlph3dtdhiceiEy/adé2pidBe salt thereof,

and a tY6FIRAiIAQEOhe As firdOie /tﬁ]ez' 8o M/tga@%q’aﬂem&g\@]aﬂ&uate glycaemic

Sl e

@ E%'tx)%gnan, which mammal
has not pRYBJUSIB bera tremehBitiEBGRidiabpin e s3ee metfoyns pediiaplidinedione alone,
which MEB&d codbBEes adbablemid2cbmbiNaiddy of SHiAGInyVWBBZ41i672 002 pharmaceutically

acceptMﬁl[t ﬁl&%@leand%ﬁﬁg fdid 282349, W05/ 82348,

L .

has not\mwuilﬁ egR reatciyH) ap apidiahstic sgepfsg-g megarn o %oild%di%le alone,
which methest compeises admyigipsying a@EBation0f sluppiybibiazgidine 958 ggrmaceutically
acceptdBR1s2H BrE6E, ardR BT &ifedidmP i3 RRGmmnkP2002265439 and

JRRG583 QA t6r and He rﬁJﬂ%rrﬁH of HaNIRINSdiotArach ddinif&edRIaeS

pharngzeu?t%lllgr agge]p{agle ?(1% maudl}n agé/ lﬁ qgéeﬁ’%ﬁg d&]&?tlveg éfj}ltcfl an S

pharmaeyicsl Yé‘ﬁ‘f‘ﬁpPE'Wal FE Vatfa Ol ISP q,f Qawa
pharmasgylisellyactive agenh die eariamgnstaneds nhersmrtl@fctamp@sedjf@etha adive agent may relate
to a pasigulirphaimaceni el fore of thé rebqpaxt hétive agdRl. X wilhbé loidtstosd thatcheudeof all

pharma%bﬁtﬁﬂiy' a@&e‘pﬁble Ydrng 8athd &Eﬂ/é“a e&@ffe"i‘gé i Qﬁc’oﬁpasﬁje%mﬁﬂhé Rdnfon.

aﬂhm%l ?'g chiBa C& éﬁg Sﬁt@ tﬁe %@ﬁgﬁsp Elﬂ{aﬁng‘-ygﬁlayohdme include

acid a 1“8’9 %ﬂlFf W Wb(efﬁ ez*’cS‘FlP‘?JI‘i‘ agif sige ’é?r‘?“rﬂ(?’@’ﬂﬂ‘? Wjfly 4y inorganic or organic
acid. Pé@@éﬂ@taatﬁ @gany and nargprie acidsanglude ﬂlmoqhimlpdwﬁmbqom@ep@@ﬂqm sulfuric,
nitric, jshe€phbrid, edefia tprapivalc, FPadotic)tlacA pldcinit nelgic NomaridOM3id) BRI m G citric,

benzoic, mandelic, methanesulfonic, hydroxyethanesulfonic, benzenesulfonic, oxalic, pamoic, 2-

naphthalenesulfonic, p-toulenesulfonic, cyclohexanesulfamic, salicylic, saccharinic, trifluoroacetic,
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Preferred conbinations for use in the nethod of the
i nvention include the follow ng: gl utam nyl
wo bioamedossli ne, or a pharnmaceutical |y accept abl BCHEBR006/050475
thereof, and netformn; glutamnyl thiazolidine, or a
pharmaceutically acceptable salt thereof, and a
t hi azol i di nedi one; - glutam nyl thiazolidine, or a
pharmaceutical l'y accept abl e salt thereof, and
sulﬁmg arngg|5 Jl—‘rfl rtol%1 §'lbe%z cac r{ed@lmg 9(#&14 ﬁg%iiclu ngle 2%1 %enzoate
a
malein ﬁ’é)lxﬁlﬁt& ) ﬁhé%rpzm/l ’blétéf@g&g%{ms 1c¥131y tac?tﬁtg fnécbl}y oalﬂande salts, especially the
hydrochlordazltt azone. Preferred enbodi nents of the invention
t TheDRIV ddhildter and tieahdfotnih of thiahdidine diadermentirefahbly ydginidtered orally. In

partlcugﬁ APLLE Preferabf BRI 1m%sé§?$rtl@ﬁim‘i‘sﬁ'ﬂﬁ5n' on&eS twice or three times a day.
When t% Bpil Sﬁ&rl]%%l?arﬁi% 192%51!118@ lg h%llle 1t§ ﬁllefe'i'amyaa géréhetwo or

ar naceut | ca accepta ereo
three“l’f’éi???g'm nas first-| | ne ther apy t o a human t hat has

f B4 prendra the phatmasqusical d@qmﬁlen@bwa@rﬁl%m@tm plthe ipg¢ntign the active
agents @ie @dtl,maw aghiixed @it @ bhadmacemithlvarrek scaridag toadotveationalntharmaaeutical

compo éi:hfuﬁl!ies tiichih Rt AR ke witly Pfiet of FRREIBending ofthe form of

preparaggﬂga on uﬂﬁ}a]ngr? é% ro%? rec‘nte@ﬁ'ﬁcg aﬂnﬁ‘glﬁn?sgul% In preparing
compoaﬂaas H’a‘E lfefag% , A% R ?'é?Bi‘ & %‘P‘EC“P%%%‘T masa‘??cfnaloyed Thus, for

liquid qripzeperiatiafis.rsueh as fiar examflg, puspensiopsgelixire rnabylutlms, sitdhlaqaryiers and
additivediatludeastet,ailyiceld oflg akolle flevoriteapantt, @ragéryamesytatoringageneland the
like; fo¥ §dhﬁgra@b aratiﬁﬁd G as! BE4GIpR rbo%&é QhpsBiE o6lbapS arfd tHMGs, suitable

carnersaanqt’?ia t(i)v% u Jt]a%chte% %1%&&951]\% %ﬁ%lag%nﬁbﬁgg%ms ri)n%ers

disintefaig: a&ﬂ’éﬂl LA ERCI I i A g Gppsules represent
the moet agvanm‘tonwrnh dasage urit form, ay whiclki¢apeadlid parmacoutisal opmiersiare obviously
employedilhddirgiptableis aag badigantoséddrientgriacoawdrby Aaidard tecbdiques. For

parentddd1d) HREhRY will RERAPLIndriBSstHle @at&h@fdil@?&h@rll HefddleNts, for example, for
purpos&s (ﬂ‘ﬁpals IRk S&%‘Ll{ﬂﬁ opﬁ){ r‘éiemﬁ&l}, ?gﬂé 8&?2’1 J to said a

niceiatle %”SP‘??SISPSWEP © BiERA 9, ﬁsgﬁppfvﬁ @ﬁlqﬁlémﬁrs
suspenging ageots apst the/kiksumayype paplayady Bhgtpbarmapeuticahepmpagitiens ¢veinivgll contain,
per dosagrannit, e.@ taplet, KEishlerpoivierpihjedtionte@g@infull ardakl likaganainome of the active
agent n&bs Gl HREIFEC tﬁ&ﬁﬂ%ﬁﬁoﬁﬁ§efﬁz‘éme@h§)ﬁﬁrTﬁégoﬁgééqme%t th&beQhried

depend%(’gqlg%g?/egu&ebr}eﬁlz E‘I glatne tsotile% %Eﬂgﬁ%ﬁ&gl RS treate and the
compoind slng eraleyedt Thervse Oﬁm%efqa hPdsFESFataoF mﬁ@eﬁ@eq Sing g pe
employiefi azol i di nedi one are each administered in a

phraferibly eheké @aipbyitians are it wlixl dosafe form suchab tablieta,pills, capsules, powders,
granul@NriBsatitetdt @dl&twn@&%@s@mk&h@ idRFdd\uabio! Bl qRIdGPraRs drops ampoules,

autoinj v,jljlc?}rdr@?eg ld; éuggo téﬁe@%g 0?41 %prlglﬁcf‘r Jn{r%?qasa“:fsé&?{ngua?grq‘eéﬁ a&gﬂlgﬁatlon or

for adﬂﬂwalmala@u o 9“5 afEREeParing S@@W&P%ﬂ}%&%ﬂ%@&“ﬂs the
princippleactiyerpgerth is mmde@hw@éwrfamutwah earrgE; 4.8y eonygsignal tahletingingredients such
as cornts@rch, la&ode] sucrosey sopital, e etettric@aill, hagnevivaf stéakute, diedlau@mphosphate or

gums, AAlokNéEpRBRIRbuticd] ilWints! e.p Satéh defomh 8 MlidlpRRdrmbRBortdfp&ition
contain é l‘?)ﬂ‘l% r&ﬁ H’E&t&r@ o}' t¥1e 9&19@ ggt gt?{)) %NlEe% rg@rng tott %e gitthLﬁatlon

Seé IS, enco
compogfions

?‘1‘?8‘?5? ¥ 185‘&6&‘83?% éCt’é’Sg%egt ko) lslfeﬁgé ‘feB]P' pughout the
compogifipmo |tlwhthb rerenosigprmapiatgadily pbdivisied momaualbr@ffmée daspge forms such
as tablag) @ills areitagsales. Thisisolil prathuetudatibinéonaiotitian i thiexlsubdisided miodmit dosage

forms SHIRY thpel BscAb&EBRL €d Wi th an inorganic or organic
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acid. Representative organic and inorganic acids
i ncl ude hydrochloric, hydrobrom c, perchloric,

wa@do7rios3 nitric, phosphoric, acetic, propi onPCT/GB2006/050475
glycolic, lactic, succinic, maleic, fumaric, malic,
tartaric, citric, benzoic, mandelic, methanesulfonic,
hydr oxyet hanesul foni ¢, benzenesul fonic, oxalic,
panoi c, 2- naphthalenesulfonlc p- toulenesulfonlc

C"Ya%#el% SHAE S dICOF ot?lg’wls%)é%m@ugéeggo ]Er 1? ab&ds c forhn affordmg the

advantagejof PfobP%eaéthoédF RSPy EPISHOTBA] 8 coRseEm g ovage and an outer
dosagefcompangntethe latier boiag in theiaine pieateavelapg gyed the former. The two components can
be sepdsatét Wi antesteiid layey whidh ydriee nzreddt disingegtaticry/ih seatonadednd perntts the inner

compoﬁ‘éﬁgfo%ﬁlnﬁﬁdt o Bdkdodenufih &l l‘g%:itlﬁ‘ﬁaleg%dAQﬁrﬁgt}%ﬂn%nals can be used

for suc lLtéricl o |§)ﬁy Oi nﬁlclplln!itgljriaé 1\ a rof lgmgrflf acids with such

m ni ora
mateﬂalﬁwas é‘??'f“fé é esﬁ%lo P&Fabl y formul ated in unit
dTelguzlé fofryp mevdmhﬁh%wlé(tmluwoo piddhe meifogaingr thiappliginedippgamayzpe

incorpatatyd fodafinittheiorDbthily dri inpdcti@t in¢lsdegdqubalsdtytions, suitably flavoured
syrups,| 43LRaPbrioflsiiBerRion® afBldy olrBEEnfidionk twith Sdible %flseéilé'lbzlsléottonseed oil,
sesameaq1 nlo'%&'i 81 grg) nVLYPmP as JVQ a% %mhl-s & su%ﬂg%){am%%u&ra?feﬁfc C?s ﬁable

1 ons
d1sperstqgQr F‘ﬁ?f“é‘ £ e)gﬁ:ntls Iﬁ(g W?V@Spﬁw én Yifefieend SpQr gssueh
tragacapfhi dvacia, pleineteadeatnan, spéiunt@rhoxmeﬂ%@@ﬁl@ﬁengethxbcellulose
polyviytpyvelidon©oraielapin adiigClikal Farals ueti i paveitergl ddmilistadpbasclude sterile
solutiodd) brﬁﬁlsﬁlﬁrafl& ﬁfspeﬁ{ﬁ?z‘nst oBnR prépat8Lions whith Yenlfally &nfih suitable
preservq%‘f’ ?id Wil mtr%e%n?sf [n?s?r?t'{o%tlé W gesired for

I an, ora eral such, as
abene yRe %‘i"%‘iﬁ%ﬁ’? Pﬁf% %@FFL*B@WW& INVEigp gy also be carried
out umm@g@wﬁww cefgositibn edepriging a PPHhimhibitereentipeally inethbinatigaywith
metforfaén o2 aHiazykitinedibhe) and 4 gharnhaceticallyat@btaliile eqpadr Tt @hamaceutidal
compo@orf rﬁd’y b%&afﬁmueed iRy SRIRS Qisble B th&nbd FAEmBRIrAoh ¥&ted. Carriers

includé I}lélcés&:l)y a%d%% hgﬁﬁceﬁﬂ%l g(g%];e#-{svlgcsludu%. LLH%gt 1%&8 Ed binders, suspending

agents, 3‘1‘%‘%’% Qi“io{/aé@ SWEEIPRSTS WGSeRG BYﬁssJyﬁ% dt‘%%tmlg? [campsifjons sytpbje for
oral ad@grgﬁh‘a@qnep@tpcﬁts@l@rfgmggu@hh 'g;splllsf tgbleta capiess, @apsplgq,(ggqhgncludmg immediate
releaseciipalitiese agisbsaps relede foabilations), sraruleauné poaters| #iddiqeit dorms, such

as soluB&H] &yiup€ SlikiR CdntttigonS taRd ﬁﬁﬁeiswr?su B&isstanél, ¥dr BRI Siministration in the form
of a tabildt %p&%gﬁé 280E D etits CL &?ﬁgé\ivmgﬁ—’rbga@ 1dh-toxic p aﬁeu,tlcally

|1 SIN
acceptabledpert a%ﬁclﬂgssf@]ﬂa? 1 %Wef émreéflgl &eé\ég@ﬁwew%?% ’ée§1é1‘it
necessarpguitabletbinde dnbricarts d§mtﬁgal|tm$1=tgsﬁg and galoring agents canglspig wporporated

into the@xairs Shitatllepirdembchde, mdthbut timithtiod) ssarél; gelatnynaduta lsygars such as
glucos €Y@ Hse, dokn HRStehi®d natlrdlin® tyhtHIBY g BB s8hG8 hicabiAta@sbamh or sodium
oleate, %Hnﬁﬁ tgaract? %'}a Q sgégr%{%ds%dlq 11%1%&' OSF? itm a!:: ?ate sod1um (f‘hlorldF and the

ike. Dfgpfegfators gl H&wtﬁﬂﬂ@ F‘éﬁl" Cqﬂalynseesz pOni nthan gum and

thellk<’purposes such as aiding solublllty or for
PTIReERTV arthiitowr andwyetfbrenin orcd thidtidinédigre eiagibe ednsinisiaed 8i abp sf the

foregoﬁ@h’mﬂio&ﬁorﬁ AnPALRAME th dobdEe Ydpintds @ﬁe%@ve@ E@E&Qﬁd o%flt?ol bl r&iﬁhr@d

t
i E%age?r RS D re%% ek IRE 0t i g and

will Vaglo ajar 3¢ gea ntlﬁlﬁ%t the glo n&ﬂ‘n@{l‘aﬁo& %%lieggt epreparatlon
the mogeyefd élpmlsm}ownﬂéw adYae@pwemf fligeaseemidifipre Iy addigion factormessasiated with
the par@duldr paticaitieing ereaigil includieg paiestrage, tweigte Hievamd time of administration, will
result ih IR MmaRIAY hdjealidsieegf f ective amount. The dosages,

however, nay be varied dependi ng upon the requirenent

of the patlents the severity of the condition being

treated and the conpound bei ng enpl oyed. The use of

either daily adm nistration or post - peri odi ¢ dosi ng

may be enpl oyed. Preferably’these conpositions are in

unit dosage form such as tablets, pills, capsules,

powder s,
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granul es, sterile parenteral solutions or suspensions,
nmetered aerosol or liquid sprays, drops, anpoul es,
w@pdogiordoect or devi ces or suppositories; for oredT/GB2006/050475
parenteral, intranasal, sublingual or rectal
adm ni stration, or for adm nistration by inhalation or
insufflation. For preparing solid conpositions such as
tabl ets, the principal active agent is nmxed with a
P@u%%ﬁgﬁoesgtels,clgc!ludﬁn rek Iegigll‘ly gﬂt%osa%%sp(\)/ et Icgpeaalge&t&%lbgasleﬁglthe method
i ngredl enjs such=as cor’h starc croser sucrose ,
of the iy igpludelig knows esagés inclyding unipdassrdar tisee &qupgpngs as described or
referred|fodm fefirenes iskicugina the Baitislyandd)S Rhaunagerieeips, Beraingtan'e Bharmagputical
Sciencéhl (Maektublishing@o. \elhgindald ThefBatrarPlaarmarbpakiafl @fdon, Mhé Bhar@siceutical

Press) G IR&ARIL §e8 Phe BN ERiBH PiEe 34 NATPYR DGR $hein§ bHHE atidfve TBRioned
publica‘?igﬁs' ve agent(s). Wien referring to these

S Ty SRS oSO ISR S uyhton v
above. t Jyitahieyerdfioses Ethe prefsoed PPIYrinkibitor ghitaminyd thiagokisiingiate ip the mnge 10 to
500mgbeg. 158,800,290 stadbing vitech nitidoscenupbd dméfisteat ipwe thikesiagea day.

f REERbIE UGl dSagt 8th&fofmin B BelwieR 5Elafa3DE0M L for bhtipk: 230/ 906ng,
850mgRf § O%‘gngyl ati ?n corrp]?slI LI 0{1 is ghen _sgbdl V|bded |Tnt Io t

uni sage forns. o e e descri bed aboye. et s

of OBf paridcu éﬁpﬁéﬂ’gb‘%‘&@n S tSFRACRRE AL Seindeses o 2 to 12 mg of 5-
[4-[2-(Nmepihytt&-(3-peiadyhgainp lsthaxdbanayl lihisrglidine2.4dipant age of

puitisle) gt oseples GATZDis driclugix &om 169 totshémg afitoglitamine fich bs 208100, 600
or 800f mfdn§§toa5‘0mﬁﬁﬁﬁﬁdh§§3ﬁﬁg 80rRY) Of SEL1RHRL sudP&FBE30 or 40 mg and also
inctoaif6 T SOEH s dFpiorthe |51 0 0 ents. oan be soparated.

ls% ﬁheél[qfagi:q O:EECQ érltlc%ia&thve ggg{llglém}f %iv?.necgfng?sitlson%an as required vary
within g ranghefegreakiaym tp pe negiired ingamedt obardepirdrdnsagaregimsng fandat compound.
Dosages offgaoh adtitve dgentaas slsd betadayited an tequitddeo dkivid@nudountradtaatapéous effects of
combirfi§) By £nts B th&ki6R3Bereih. Vari ety of materials can be used

}C 'ﬁl%l ]%g? Enh%%t%ﬁ%fd?ne&f@érﬁﬁ g'ro Otﬂlﬁéé)?l?%éd;c%l% (‘gna? He Fh&?@te%#, ﬁlm%g or aftera
meal. Wi ke betosea %??Eﬁ%@? b Qﬁ% Ihove awgﬁfa B < 8anﬂ?8rsﬁenﬂnufes before
eating. gWhertpken afterguied! theyraas b¢ takeptdh Ehor3f animys\gr ¢vighil bour gfterdinighing a
meal. the metformn or thiazolidinedione may be incorporated

f QfitaigiThd YaftichBily Bihe @ikt S gliMerhiBlcSifitol fAMhel tREAISHES type 2 diabetes
provid&lq)lff%?e]%ﬁetﬁo%l ot frle R Bntion ¥ aﬁ} %H)r}évjd tl?e\{z%g&etr%g?t%rl{ges mr@ﬁﬁi&o%%% the

inventiglg{eglfige %ﬁ%&fé%‘gﬁpcz@o g5 qng ﬁ(gré@)g}rrug?f]ﬂ’le (‘Qg]g{élgtgondyvl\qer’l used alone and at a
dose providina an eqvivialepfretiisaetrta thegpmbination gethe ingientien.i xi rs and

SGiytdemic dgohiadl may Beithatetkrised iy c@Bventtanial ra&th@ls,dbispangsie by
measur@fnert YBPE P B As ARk Sf FiWacriid EER6BsuSh SIIRMRE PlAsina dlutedeld e
ethggo‘fil&g&?fbr

glycosfl tQ(% l%l% i(éé:lo L ?gg ugl?clhl uc@%rgg %‘l‘nﬁl%d i i 1:1
ik e i

exampleAgse feseroed ing Luesc Y

?hr’ﬁﬂc 56 (ﬁ% 1), 345 and 390
and Frank&., M%’é‘?ﬂlf-gdh?@iab%iéP@Pﬂtﬁ@h%&ﬂ%ﬁﬂt@r}&fma@hmﬁﬂ@%mm@tﬁh Clinical
Productsri®B&Ide steril e sol utions, enul sions and suspensi ons.

| BiRLIBRLE 18 SPALRSA RN R iV Hgblls URAQLAI A Yocbraitca ivith & infedHall Bf the
. . V4 I, A .
invent B 5L A Sl o R G A A Mt o iyopemic
controly "(ji abet es as described in the present invention may
alhederpe thepapeutisa]lysifectiye pmepng’ g Hsgd hereia meapsihataeps of activh
compo Gl phasmagutivaligent thatdlictd thebiplogipdl bomedidiyal teSpongaib b Kissiié ©/stem,
animal\6k ﬁlﬁﬂdﬁ?&ﬁ@&@ﬂgﬁt Kfa 18sehrOheR A e Hishrii€ %e@ﬁﬁ,do&&q)r @ther clinician, which
includdd Hﬁlt{v%&?wthecsgink)%mggﬁﬁp i@eggeeorﬁ%&[f)léreo%m E?z&‘?d .
pharmaceuti c conposition nmay be constituted into any
formsuitable for the node of adm nistration sel ected.
Carriers include necessary and inert pharmaceuti cal
exci pients, including, but Bot linited to, binders,
suspendi ng agents, lubricants, flavorants, sweeteners,
preservatives, dyes, and coatings. Conpositions
sui table for



oral adm nistration include solid fornms, such as
pills, tablets, caplets, capsules (each including

wO medimge rel ease, tined rel ease and sust ai nePCT/eBe@s®50475

fornul ati ons), granules, and powders, and liquid
forms, such as solutions, syrups, elixirs, enulsions,
and suspensions. For instance, for oral adm nistration
in the formof a tablet or capsule the active agents

19)%0&%@ 1ncf ﬁmg, bu{1 no"ta[]mb?(ﬂo pa{‘| IQtts an a{egt pllcatl(ﬁl cited in this

Spemﬁ%elﬂ%rﬁr%f %f%lj’l EPed By epneq At pich ind rve&@‘ caeYere g fcally and

individgallyj ipdigstedto aﬁtﬁgﬂ,bwﬁ?@’&b hereipjapfidly set farlbr i cant s,
di sintegrating agents and col oring agents can al so be
i ncorporated into the mxture. Suitable binders
include, without limtation, starch, gelatin, natura
sugars such as glucose or betal actose, corn
sweet eners, natural and synthetic guns such as acaci a,
tragacanth or sodi um ol eate, sodi um stearate,
magnesi um st earate, sodi um benzoate, sodium acetate,
sodium chl oride and the like. Disintegrators include,
without [imtation, starch, nethyl cellul ose, agar,
bent oni te, xanthan gum and the |ike. The DPIV
inhibitor and nmetformn or a thiazolidinedi one may be
adm nistered in any of the foregoi ng conpositions and
accordi ng to dosage regi nens whenever glycaenic
control is required. Optiml dosages to be
adm ni stered nmay be readily determ ned by those
skilled in the art, and will vary with the particul ar
active agent used, the node of adm nistration, the
strength of the preparation, the node of
adm ni stration, and the advancenent of disease
condition. In addition, factors associated with the
particul ar patient being treated, including patient
age, weight, diet and tinme of adm nistration, wll
result in the need to adjust dosages. Suitabl e dosages,
i ncludi ng especially unit dosages, of the active
agents to be used in the nethod of the invention
i ncl ude the known dosages including unit doses for
t hese conpounds as described or referred to in
reference text such as the British and US
Phar macopoei as, Rem ngton's Pharmaceutical Sciences
(Mack Publishing Co.), Martindale The Extra
Phar macopoei a (London, The Pharnmaceutical Press) (for
exanpl e see the 31st Edition page 341 and pages cited
therein) or the above nentioned publications. Suitable
doses of DPIV inhibitors include those described in
the rel evant publications nentioned above. Suitable
unit doses of the preferred DPIV inhibitor glutam nyl
thiazolidine are in the range 10 to 500ny, e.g. 50,
100, 200 or 300mg, which unit doses may be
adm nistered up to three tinmes a day. A suitable daily
dosage of netformin is between 50 and 3000ng, for
exanpl e 250, 500ny, 850ng or | OOOMy. I n one particul ar
aspect the invention conprises adm nistration of unit
doses of 2 to 12 ng of 5-
[4-]2-(N-net hyl -N-(2-pyridyl)am no) et hoxy] benzyl ]t hi az
ol i dine-2,4-dione. Suitable unit dosages of TZDs
i nclude from 100 to 800ng of troglitazone such as 200,
400, 600 or 800nmg or from5 to 50ng, including 10 to
40nmg, of pioglitazone, suchgas 20, 30 or 40 ng and
al so
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i ncluding 15, 30 and 45ng of pioglitazone. Al so, the
dosages of each particular active agent in any given
W@ 000p0%3083 on can as required vary wthin a ranper/cB2006/050475
doses known to be required in respect of accepted
dosage regi nens for that conpound. Dosages of each
active agent can al so be adapted as required to take
i nto account advantageous effects of conbining the
CLAIGIgENt s as menti oned herein. The DPIV inhibitor and
netformn or a thiazolidinedione may be taken before,
during or after a neal. Wen taken before a neal they
1. cAmethed fog ke treatmped 9f typp? difleotes liyl 3m@ama whéoh anethpg cerppriges
adminiBeriigtaedmbiaition ef £DPIViighibifrand mekeninat & thiazelidifediond d3diyst-line
therapyl 'h RfnrhAKEiePiherksr, OF 30 minutes or even 1 hour after
finishing a neal. Suitably, the particularly
beneficial effect on gJycaem c coptrol in the
2. tHhedrdhedecsrineypelaim Livagur Be M3mev §86YBYP- t he met hod of
the invention is an inproved therapeutic ratio for the
3. CThelmetaid iacoordidg tb bleimi Nwhdndih tha htirednciab fadled t0 atHik®e adequate glycaemic
controll 3R 8RE Whight rE ALl ab@br KBGiscAsRound of the conbination
when used al one and at a dose providing an equi val ent
4. e@&%ﬁ%ﬁ%{o& E}g éq?@slﬁ:t%nbl Q gélla% %Qﬁ@é%sl}%:ag}gfnan, which mammal has
not pregignslehren teptdd vithtah aefiliabgtivragent.avhithandthod wemprisecadpyinistesing 4
combirayigyi €falDPYV inbibttor and extfainigéraabiedslidinalivne koodaidaiidmngs.
fasting plasma gl ucose or glycosyl ated haenogl obin

( . 1 i.ndic e i ned . usi ,

s. IRy 4Rl O AES o AOFABHAL FLARA R S IRG g

metforpin o2 e iegiongre adguigred SmiEReoH i KAl o 0D
345 and 390 and Frank P., 'Mnitoring the D abetic

6. PHieamdthodiat dordiigytc againabfitle plecednp obins wWie@BiutheeDRINtishibitor and

metforfin i h @70 AiRAIGE Sre BB BistertiBrafipsage | evel of each of
the active agents when used in accordance with the

thod of the invention my he |less thapn woul d have .

7. Eﬁ@ﬁ{iﬁiﬁﬁ?ap@&@rw B e B{}P%Pry eﬁﬂa Frimpavheremdls Bﬂ?!dﬁ‘“bmf is
glutamiplyl thigealidine etyrnhamaceutipally agqeptable ppdithgsefit i cal |y ef fecti ve

anount” as used herein, nmeans that anmount of active
8.  CPHERRIMYE aQordpab BRELENvh&@h @ PV inhibRbr i€L1L@ining1 thidfolidine
hvdrochlbQ409i cal or nedicinal response in a tissue system
ydrochloride: .

ani mal or human, being sought by a researcher,

veterinarian, nmedical doctor or other clinician, which
9. i Heelmpthod agdording te anysme of the precedipgrplpignyavhorfeint PRIV dnhihitgris adypinistered
in comblingtion chéth nizeforrdn.t r eat ed. AUpubl i cati ons, incl udi ng, but

not limted to, patents and patent application cited
10. ! etnlgétlﬁ)d%pc%gdh{glrtg 3\1&' OE-Q of Aiffs p?orﬁe\;vlﬂzr%lp&g [h?a%gl%n%glogey is troglitazone,
itaol ereﬁce as 1T edch in | Vi dual “publ i'cation were
ciglitazopc, ploghitazone. englitagone Py FasigiB&™fy i ndi cated to be

i ncorporated by reference herein as fully set
11.  f Tiretnietiold Abdefstingto clAine) wieekirf the thiabdidinediatanerobighthzany.pe 2

di abetes in a manmal which nethod conprises
12. ag ﬂeﬁlloﬁ %o? tHe %aﬁexﬁ%% ?%151%%& 91I a Iﬁan%él\&hlicﬂ Ii]ﬂep‘loh %mﬁﬂgs

Ietrormn or a thia di nedi one as f|rsﬁ- I ne

adminigtprine as9mbingjion of glytamny ‘hla?Pé‘gﬂe Phahargpaceusically gecepiable saf thereof,
and megfern o firgf-ling theragy.rie a humpeathet has filed tospahiaye adequate Blypagpric control

using diet, weight reduction and/or exercise alone.

10
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3. The nmethod according to claim2 wherein the hunman
has failed to achi eve adequate gl ycaem c control using
wale@u/o72083 ght reducti on and/ or exerci se al one. PdT/GB2006/050475
nmet hod for the treatnent of type 2 diabetes in a
mammal , such as a human, which manmal has not
previously been treated with an anti di abetic agent,
whi ch net hod conprises admini stering a conbination of
13. % %Ec)lh\({% kR mepﬂegt%%nt%ggfpe?ﬁaigl%gersnﬁlna gmtgaltwglljc%%noe%ﬂog LoKeSHsoNe
. to sal B .5, e nmethod accordin 0 any one
adminigpringiacompiaptiofiohgluam ey hikiaggiding prr RbAEaepSicATly affepipklealtdhrgeof,
and a thipofidingdiqne ay first-link ithepapy i teld huseinglag has failed thrachiwetadequate glycaemic
controlQisiiy Hicg weightstdncticheqdiendxtraisé yloer separately. 6. The
met hod according to any one of the preceding clains

i i i bi 1. nd rm. .
14, Bl Fi%égf%%fg oE0Es ke St B T Ryt vt reviousy
been tglcyeh on ity PYFFEERy VHHSP BiRed GpmpTies %‘Ff@fe%%fmsgc Pafion of
glutamigiibthiazaliding er Dibannaceitically tagreptakle galtiacaeel,apd metiiraingp paid y@ammal.

or a pharmaceutically acceptable salt thereof. 8. The
15. "RuRedd ﬁﬁ%ﬁl@htﬂlgntto@ty?é AT s Wk Srhiall PR cHIRAnYmAI B Rk bre¥iously
been treal dﬁ)lvi ta% q}ltﬂi\f%etscryg?‘&,({vﬂigf &%’&%?&ﬁ%@i z%rlug'iSed'm% ‘a cglpﬁnation of

et hod according -t o aﬁy_one or {ne &Jec &%% cl al ns "
glutamipy Hipiarqlidpp Py RhaRagruticyiesccpable fltdhearoband kihigehdingdipregn said a
mammgli t h netfornmin. 10. The nethod according to any one of

claims 1 to 8 wherein the thiazolidinedione is

troglitazone, ciglitazone, pioglitazone, englitazone

or rosiglitazone. 11. The nethod according to claim10

wherein the thiazolidinedione is rosiglitazone. 12. A

met hod for the treatnent of type 2 diabetes in a

mammal whi ch nmet hod conprises adm nistering a

conbi nation of glutamnyl thiazolidine or a

pharmaceutically acceptable salt thereof, and

metformn as first-line therapy, to a human that has

failed to achi eve adequate gl ycaem c control using

di et, weight reduction and/or exercise alone.13 . A

nmet hod for the treatnent of type 2 diabetes in a

manmal whi ch net hod conprises administering a

conbi nation of glutam nyl thiazolidine or a

phar maceutically acceptable salt thereof, and a

t hi azol i di nedi one as first-line therapy, to a hunan

that has failed to achi eve adequate gl ycaem c contro

usi ng diet, weight reduction and/ or exercise al one.

14. A nethod for the treatnent of type 2 diabetes in a

manmmal , whi ch mammal has not previously been treated

with an antidi abetic agent, which nethod conprises

adm ni stering a conbi nati on of glutam nyl thiazolidine

or a pharmaceutically acceptable salt thereof, and

metformn to said a mammal . 15. A nethod for the

treatnment of type 2 diabetes in a mammal, which nmanma

has not previously been treated with an antidi abetic

agent, which nethod conprises admnistering a

conmbi nation of glutam nyl thiazolidine or a

pharmaceutically acceptable salt thereof, and a

t hi azol i di nedi one to said a mammal .
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