PEG OR PEG BLOCK COPCLYMERS FOR TREATI NG COLORECTAL CANCER The present

i nvention concerns nethods of and for the treatnent, anelioration and/or
5pr event i\ 20612/658126r ect al cancer (CRC) in humans. The pPET&R2011/DPET6H | on

al so concerns conpositions for use in such nethods. Col orectal cancer is a
maj or cause of death in the human popul ati on, particul arly in North Anmerica
and Europe. Prevention is urgentl| uired and therefore research into
vari ous RBGOBRES BLOCKGRPAL YMERS FOR TREATING COLORECTA CANFER

nodi fications, including chem cal interventions, has been reported. In

I nternational Patent Application No: WO0O0/ 24407, the use of a non-fernented
osnotic | axative such as pol yethylene glycol (PEG to treat and prevent

col orect S k carried
it 1 an SIS Rpl g o ARG SR P e Tt s 1t
suggest s frénentiome! aisgetal ggedr (CrR(E)atlgumal}s Héhetpresens limtention alscoconcadnd |y dose in
humans of bet vxﬁen f:LO to 80&. I—E ver, no direct evidence is disclosed that
a therape‘iﬁ’mp(? PERTUF AP SRR %t s in human forms of CRC nor over what

ti meframe such an exposure is necessary to achieve such an effect. 20
Dorval E. et al; Gastro din Bio 196- 1199 (.2006), |nv sti ated in a
human popdf! arer3hcans dve BRIPRGAUSE ﬂédeafié{;ih edhenan pop i, Bérticylarlyyia

associ at i QReMdat J?kd@'u%p%r ysrel'v‘éﬁommgemw RfuircdNE %k@fbr%‘?es@@r%h £ Pariodd t end| ng
hospital for routine total colonoscopy, were asked if they had previously

t akenlGa | siategiey énchiding qeoimolst died prthdthermifestyle giodificattamat inelypdidg depn(iNgAl D) .

Based on b&%eﬁﬁéﬁéﬁﬁa%bgén%g%% t he aut hors concl uded that use of Forlax(r),
a PEG contalnin preparation, was associated with a | ower incidence
of colorectal tumours, yet other PEG or PEG Iike | axati ves i ncl udi ng

MOVI COL(r Tran d J droc roduc n| ficant

resul ts. B?HB %P?f@?gg%‘& &%‘é@%‘g@g i §fp t[eﬂélfm?thc ' PEG
dose varijggative @&Bh@@@o@étagn@né gy&ﬁmg@mrmea%d p@@@ﬁt&fe&)ré&allé@n&mng t he

hi ghest in Forlax . noted in the p since the study was based on a

pati eht bHEdRpeduERi ﬁaﬁﬁwa‘ébm@ AR svoglw‘r%id it i WZO’W’M‘@P“P(&AP&’BI e

I nf or mat i gRyd 89@61%4 A& P ‘FB@ ratsqqgsrﬁ%%%ys hat A RES Js¥dﬁi a{s'er? vig of PEG

i ngestl on. dition to t ove-no er ences er ave been

ot her st umnelstedmvola\daldngdqsodemrsarﬂa@fb@iwngl Hht0t8IQe Wowkveremt disaed above, which

general ly L& nd 1 hat h dose .of a
rel ati velfi)/l eﬁoei'ltS%fsc tbéa[ ec,ra%eu eC?thr\f?gd/d%xﬁ%es hélfn &—m anéeg%é@rgl? -

bel i eved dver Bhatmindfan® shicl ancxbodure B measssaryl toedckich Ssush aapfiastent consensus
regarding the timng of the adm nistration of the PEGin order to be
effectd ve in reduction of the surrogate marker(s) and the |level of dose of
the PEG pirvaicales); @Bstifdxtmhyfasmma% IWdZQOG)eﬁl%sTtlghth dh ahtheea. The

requi renent for a high dose is echoed t he Dorval (2006) ref erence, which
shows, atPapalgtien based @th@x thewevatance pf qoéprﬁE@ adenesas ireesseaatipn g thideenposi t i on)
|5|neff t d lts of PEG

cont ai ni ﬁ%édﬁ g%é’tl ?lggzéd'gér%n)éer:%%l es? Eg‘(r%}l‘\?. %{a%ﬁ%mé i?‘%pggﬁg} R’gﬁ? stggdgpears to be the
only publ doddnescopy.udgre aﬂdeaﬁfeueﬁ}mdtﬁrm'iMWEmkansadaMWPEGi non-gtereidebmitiext of

I I | ude d
constpar MO Eae SHE AU BBl B AR B D BB RET, ax(r)

or MV CQust oY )“oﬂlsﬁc®CziiHB@ domyinin@lbo@! Frepat MO WaOissotAbOWRE h fdweancer .
Surprisingly, when the present inventors instigated a study of a General

Pract i ce 'RedekF Ohcpaespbiymopeprbpthepl e s P E@élkte ﬂ@‘af‘}‘ﬁ”&‘é‘t‘f&’é% of col orectal
cancer i nyioRgCOYPepRGRYEaLE QltoddP* h@‘ﬁonﬁrogﬁl&: s?g'nﬁmanttrﬁﬁﬁé Phe hakat i ve '

exposure by conparison wth controls sanpled fromthe sane | axative cohort
popul at i oposivet thhtamﬁmgismmdy baysdsersthaf the GRS é@seMan@aﬁn@epne braeg t20f ound a

g?t m CdP?B“)%F 383?@0%% Eee gé"%fggp‘ﬁgesﬁ?“. Igo?'fal @n%\ggb%‘g tBuL, B epv nce?o sachets

pr esent edstidytwas based on a patient based questionnaire, “this survey did not y1eld re]lable

information regarding the duration, quantity, regularity or timing of PEG ingestion.”



evi dence of a CRC diagnosis. MOWICOL is provided in a sachet containing
13.8g powder for making up into an oral solution. Each sachet contains:

13. 12509 weengsb726pol yet hyl ene gl ycol (PEG) 3350, 0. 3p0Tg:E00i000361
chloride, 0.1785g sodi um bi carbonate 25and 0.0466g potassium chloride. This
is the standard dose of MOVICOL. It also contains flavouring and sweetener.
MOVI COL has been on the market since 1995. Therefore, in accordance with
the present invention there is provided a conposition for use in a nethod
for treating, aneliorating and/or preventing CRC in a human conpri sing

30admi nistering to the human approximately 800 grans or greater (e.g. 2362
granms or Itn\ﬂéj‘?g‘iQ@SQWSW@@%B’PE?SO@EQ@VQP@QP styfliepingolyingppdsngy ock

co- pol y MeyiaMRondhPEEkQerRbn&Pato0R SRR ge\aeraﬁﬁle‘ﬁa H2fhe VRIS St o ﬂe&na%m dance

with the present invention there is provid a conposition for use in ab
met hod f ongh desaof a§EGanelrelatively shgridiney @m@«rae\redncﬁ imgideresiofi A& Frandan

conprigsi [ oxi mat ams or greater
(e.qg. 5 % @?gbnéi%%g%rﬂe}%?&&?rw rcgéécancegp@eb? S&R ag%qr%xglcﬁ;ﬁsgpsugver a period
of 24 consmdnhg v taing ofithe admitihimtiod 6f the REGAR JARE @ bi dffectiein pédasesH
invention there is prqvided a conposition for thod for treating,
amel i or at iy SYHGRYF R’ﬁﬁ@{/é)rﬁqdﬁbe%oi? Aosg @cﬁsﬁ? egluﬁggrdﬂlfﬁaﬁluﬁ’erl ng to
the humany@ild ekhie st dideh@Rd TR Ryhiderdnt ¥ a%@m&e RfecRoddFeRIDIERP bl ock
co-polymer. 151 n one aspect of the invention the conposition of the

i nvent i or(20) referenese Whishishewss inhighblerl thah MO YIGRLN, (aPECalas Hlestrokdprect | t he
conp ti o] r man. In a
Fur ey Soppgy b e EHERAe Nl B RO i dRerlS BB eventi ng
CRCin a dwutammg lamtwemrcmbmgraﬁq:mcﬂ@tﬂaté hieis bppeartto bmthetoh@r;ﬁlbhsmeﬁr ovi ded a
met hod of _t aneliorati ev col orect aI cancer (CRC
ina hunasﬁu%?l %Hg‘é Hmé%ﬂi?r(ifrsi%é}a ‘é?cdfé‘ﬁ “getxé?%ecr?éfr? AlCARCeR Thih 425 N9t f ect i ve
and sub- |axkatié ¥fa ﬁ@ﬁl@aﬁén@&@o@rcoﬁﬁfﬁa%@@ﬁd ﬁféﬂéﬂsbfﬁﬁ’fr{h%ﬂaﬁl %@Q&ﬂﬁ@e aspect of
the invention there is provided a nethod for treating iorating and/ or

prevent i ﬁ@jc‘tﬁ@qrﬁxa"%%% ¢ 1 CRBICH B @d%ﬁﬁ%@@m%rﬁo}ﬂr%@ﬁmﬁgrto t he hunman
an effsective anmount and sub-| axative dose of PEG or PEG bl ock co-pol yner.

| n anot her aspect of the invention there is provided a nmethod; (a) for
prevent i iy3Gowhs whga theamesanidnvenib)rs ofsti gate eesiudyraf aCR@efah PrcticerRescanth ch

t hod ffect ub- | axative d f PEG
PEC. bl oclo bRy O B RE IR o Bk 3T bl RS M i ReP 5’ b ovi o

a met hod;foll@ying diffepeme wpnd ofigxatioa skpopaibyro@patisof Bithfcontrgls emsléd RGmCRC in a
human WhIE net hod ¢ %rl ses ad%I stering. an effective and sub-I| axative

dose of ag)e Ity PSRt ROBUIBHPR, Akl thavipg na HigepRsts of splersctabfanchre thevent i on
thereoi s fpErRMV c[%gamal m&mgonseaalam@m?n@yﬁﬁhfsmggemaepéé {RRetepd; (b) for
|

anelloratln n a hunman conprises adm nistering to the
hunman an M &@Lwé’oélh%f‘ anghiq ragehy mreor dothe calicprEesheyREGehtedekthcopol ymer . In

anot her a3peede Bh dﬂ@dfa@?((%%t 'I\?g}/ﬁ(?@f,?s ﬁrﬁwgé(ﬁ)l\ﬁ' %E%e?%&gé E%g 1368) for

preventing constipation an or treatin Ufrah ®whi ch et hod
conpri sespoa/dm for sleing mp irtto at bl sohweom. aBacleﬁa‘chﬂtcbmemamd REbg Maxmigbve dose of

PEG or Gbl th e is rov ded a
CoNnposi t i tfﬂjr‘ﬁfréebqqﬁgoﬁg}g%régd Qd’%ﬂﬂ%?ﬁ ?l” opnt;?? 6‘” l%‘c%f Mt dose, a
sub- |2axatah&e.oaa@étmas@mnﬁﬁ%rme. R iDthRGlangfd BEITRIOVICOL. It also

contains flavouring and sweetener. MOVICOL has been on the market since 1995.

Therefore, in accordance with the present invention there is provided a composition for
use in a method for treating, ameliorating and/or preventing CRC in a human comprising

30 administering to the human approximately 800 grams or greater (e.g. 2362 grams or



I n anot her aspect, there is provided a conposition for use in a nethod of
the invention described supra conprising, as a unit dose, a sub-laxative
amount ofwBBGEm59BEG bl ock 20 co-pol yner. The term "subecay@aiouvgoassmunt "
means an anount that does not increase the average nunber of stools per
week for the human subject concerned. 25The term "sub-I|axative dose", neans
a dose that does not increase the average nunber of stools per week for the
human subj ect concerned. The term "PEG' neans pol yet hyl ene gl ycol having

t he gener gieafe))roMPEE driPEQ: Klbtk- ot Yiner@ver Bfkriod 3834 dntcuBFE Mgk co- pol yner”
refers to a ¢o-polyner of polyethyleneglycol wth polypropyl ene glycol,
namel y, p8I%Eehyl enepol ypropyl ene gl ycol. Exenpl ary PEG bl ock co-pol yners

i ncl ude those avail abl e under the tradenanme "Pluronic(r) F68" or "pol oxamer
188". 5 The term "treating" and granmatical variations thereof is intended
to mean t Heaccordunrgddthdhelpressmposentioniberofs prévedddraventpbsitiomfay uiksnabl e to cure
and/orcre t nor mal .. di sease, cour se. of , particularly early stage
col or edt a}ﬁ%%lg? ﬁ%ﬂ%ﬁﬁ"& Apelior 'in&taélg/o\f\ﬂeﬁelﬁwg ) tCOWPr‘%P%, for exanpl e
by treati ndniasteping pothy hSmarl §ppIhiémhtely800ypahd @ izadaten g.g. 2062 GragRRt i cal

vari ations the)zrfgépi S 'gnt n?cﬁg t:]:) mean t hat net hods and conpositions of the
i nvent i on8E&H)Q oF P f}obgoct -RO R Q¥ agirige ok 3t cgnsgeuiiye cHlendsr ect al

pat hol ogi ggnthewar ds t he devel opnent of CRC, e.g. slow or stop the further
devel opnment of col on pol yps and/or aberrant crypt foci (ACF) into CRC. 15
The term "preventing"” and granmmatical variations thereof is intended to

mean at ] 141N e_l.pvention reduce the risk of
devel E)(Ei néd%%%agﬁgl 6r-t§§§9%§{e&g§{s@n?n%§é Eé))r 6@%@&"?‘6‘8{’ T 5 8B 3t er m
" col or ect mkthod froerciting; ath@REitingehedfos ptevertbl QRECInal huntalompagey or rect al

cancer in_humans. T erm"o mont h" ans a contiguous 30 eriod.

25The phr%@nélms enﬂ%{cﬂtﬁahqrg?n.aq %F%%Yee%@éﬂgf%aﬂwoémhoﬁ %’ig}%‘g %ﬁﬁod. n

certai n eahpsliments of the invention described supra, a dose (e.g.

effective and sub-laxative dose) is adm nistered to provide approxi mately

800 grams or greater (e.g. 2362 granms or greater) of PEG or PEG bl ock

CO- POLY el ¥ @lpedt IFHd iAfhrfibn 3R LARSSAU dtMRe HOGRIANIRL ugqmlle%mg'ékéer tain
0 e ose (e g. an

ot her enbodi nents of the inventi escri supra, a

ef f ect i velngrftimanh In apethter 9speciothe pomposittimi ofitlstieveation & for omilideatihe CR&ENn 800 and
2365 (e.g. 6 ans. of . .PEG.or . PEG. bl.ock co-pol yner over a
period of ﬁféﬁ‘ %’%Hsg{:ﬁfj |\f}g&g§%¢égl§1ﬁa$(§n SRfigE o ti%ﬁ Hbvggfoé'ilﬁgoér‘f‘ﬁ%'&ipﬁ%%f‘gn%f t he

i nventi onCBE€ser hivash.supra, a dose (e.g. effective and sub- 5l axative dose)
is adm nistered to provide approxi mtely 800 grans or greater (e.g. 2362
grans or greater) of PEG or PEG bl ock co-pol yner over a period of 24

consenut | Manc@kreRgiat of BB idientidatheRSi§ Biodidel RefeuRARPHLABR! sndlordtlg | Nvention
descri bed supra, a dose (e.g. an effective and sub-laxative dose) is

admi ni st WP PEVBHBgICaTIEY Grnspr ERE)dma hpgswhich gietlRdooBPtisrs 2362. 5) gr ans
of PEG oradB@sRHREH tcOhBRLY FREHFQUEE aftl RE14:Q0vEH0s28f PEG or PEG block co-

polymer.

25 In another aspect of the invention there is provided a method for treating, ameliorating
and/or preventing CRC in a human which method comprises administering to the human

an effective amount and sub-laxative dose of PEG or PEG block co-polymer.

In another aspect of the invention there is provided a method; (a) for preventing
30 constipation and; (b) of preventing CRC in a human which method comprises

administering an effective and sub-laxative dose of PEG or PEG block co-polymer.



10consecutive cal endar nonths. In other enbodi nents of the invention

descri bed supra, a dose (e.g. an effective and sub-laxative dose) is

adm ni st ewedotmsprevi de 266 grams or greater (e.g. 400 graos201y/@iwat er;
787 granms or greater; 1181 grans or greater) of PEG or PEG bl ock co-pol yner
over a 15period of 12 consecutive cal endar nonths. In certain enbodi nents
of the invention described supra, a dose (e.g. an effective and

sub-l axative dose) is adm nistered to provide between 266 granms and 1181
grans (e.g. between 266.9 grans and 787.5 grans; between 400.3 grans and
1181. 3 grfms; bet ween 400. 3 gr ans and 787.5 gr am(sjgg of PEG or PEG bl ock

co- pol yme™ BEET a5ppedof 8¢ ipenton tigidepiorideda msthedd@l forpreveing20 1 n ot her
enbodi nent&sBbat i- j i : ...an effective and
sub- | axat i ves_ %aofgg)%n?,gy)?g; Iﬁ?%n?ggggcﬁgqﬁg@{lg@@i‘qﬁ?@négﬁlgg%sr eater (e.g. 33
grans or &feiaistring 86 elfecive awt subrlexitize dow®f §EGE PBE Wodkabaro)ynadr. PEG or PEG
bl ock §0- pol ymer over a period of one nonth. In certain enbodi nents of the
i nvention described supra, a dose (e.g. an 25 effective and sub-|axative
gose) i s Bchmothesispe df the ipreptidriBetead pveeildedZerl%t})@ﬂ;g(ﬁ}SfoﬁBQv&ﬁi-né grams (e.g.
etween 33.3.grans _a 8.4 grams; 22,2 grans and 65.6 grans; 65.6 grans
and 98. 4 HIsiano f’n‘g%% fgyarpsﬁ@ra&ng(gg(&@_w%éyhlm?th@p PERNrses of one nont h.

|n other QUEAMAREISHOhuhRPad RGN AR UBSERIRRR SIS ofPEGBfck fod- AN
effective and sub- 30l axative dose) is adm nistered to provide 5.1 grans or
greater (Eolymer7 7 grans or greater; 15.1 grams or greater; 22.7 grans or
greatgs) of PEG or PEG bl ock co-polyner over a period of one week. In
certaln enbodi nents of the invention described supra, a dose (e.g. an

ef f ect i velneandthsudspbcbithie ievediimetherie $s prdvided sinethed, (hpfoppevértiagbet ween 5. 1
granms and 22.7 .qr ans . _het 7.7 grans.and 22.7 grans; 5.1 grans and
15.1 gr an%o;nStiI?n%n a?nggﬁ]é)efgﬁtéeagﬁg &ggﬁﬁé’}m’g? Wﬁlfé%‘?thclégmﬁpé?lé‘d@&llﬁ?ﬂ"}&mr over
a period ofthomenatesleftebiiverin@tltelax @RI HES &fPHABloLIVERPIIL QG descri bed
supra, a dose (e.g. an effective and sub-l|axative dose) Is admnistered to
provide 0.73 grans or greater (e.g. 1.1 grans or greater; 2.2 grans or
greatey; B r : I - polk . gver a period
of ongSr dagl. azl?%?iéegrﬁ%%it%&g%n?ég{lﬁ%ﬁ% n%‘%‘sﬁ%? E‘g{gggo@ct H%Riaﬁf\?lller}{ngﬁgﬂgdescri bed
supra, a dmSEE( s aginitaglese fiseltaxeteyeantbugUf-AE ket RE & bldols e)-pélgmeardmi ni st er ed
to provide between 0.73 granms and 3.22 grans (e.g. between 1.1 grans and
3.2 grans; .0.73 grans and 2.2 grans; 2.2 grans to 3.2 grans) of PEG or PEG
bl ock co-paihytireraspecethae patrovadedaf conpesidaly for Guein adasks! éraye eerdidai ni st er ed
daily ovei %hridod of 24 or 36 co.ngecuti e cal endar npnths. Alternatively,
such dose¥™® Eii? B4 SAPRT LR AR Y UL ERFE TSRt e Bvent of BEEiopBEGlek or 36
15con®eCcudd-peyiaé@l endar nonths. In all enbodi ments described herein, it wll
be apparent to the reader of this specification that ranges specified as
bei ng "between" or "within" two values are to be understood as being

i nclusiv 3 ; g . : .2 grans"

i ncl udese??f@%ﬁ%&ﬁﬁ%?@%??ﬁmr?é@f)lggﬁa\\{/\g%}n%f %lc%%%g?e %@nga(% i ments of

t he i nvertungdsr Ogmqbbmrwe@ln@rﬂmhm sijed cotelned. (such as the net hods

descri bed supra) for treating, aneliorating and/or preventing CRC in humans
conprising an amount (e.g. effective and sub-I|axative) of a PEG or PEG

bl ock25co-TizGpal ysubiaxatiee fosel inthafh a dade GRF E@ds AoEinBresie MR Uvesagt hEnB@BPOSI ti on
of the invention is.in the formof a tahlet (e.g. chewabl e or suckable
tablet), VbR &veckionthehumap suect cprcstied, powder (e.g. powder for sol ution
or suspension) and granules. Preferably, it is the formof a solid
conposition for 30oral admnistration. It may be a solid tablet, for

exanmpl e alEHewRBIES anens polyetb K gyead bhwng the general formula H-(O-CH,-CHy)n

-OH.
30



In sonme enbodi nents of the invention, the PEG has an average nvol ecul ar
wei ght of at |east 400, or at |east 1000, or between 2000 to 10000 Dal tons
(e.g. 25000t201286005 preferably 3000 to 8000 (e.g. 6000 @CTRIAN0)1/000551 €
preferably 2500 to 4500, e.g. 3350 or 4000). In certain enbodi nents, a
bl end of PEG nol ecules is provided of differing 5nol ecul ar weights to give
a desired overall average nol ecul ar wei ght (for exanple an average
nol ecul ar wei ght of 3350 or thereabout, or an average nol ecul ar wei ght of
4000 or tTerteabRRG bloEk(ecrrpblgmyérREfErsOtbecquo@n@errefﬁac}mgeﬂeg%amwnmcr ogol
4000, macrogol 6000, nmcro 8000 and are avail abl e connercrally 10 In
sone enbRAYREPRY neehe%aﬁm%gr Ralysthydencpoluprionvient 8lyeeli ExereplanyPE&t blagk cRC. 1 n
sone embogl mpah s lrrcnee%gpgv%alrameﬂn@ér tﬂér?ad'eﬁarﬁértm@anrc@ i 3d Iaf}reiok%af' ng CRC.
I n some enbodi nents, the conposition of the i1nvention is ?o preventing
CRC. Accolddingly, the present invention provides a solid conposition for
oral dm nistration as a solid for treating, aneliorating and/ or preventing
conprising: 15(a)50 - 90 % w w pol yet hyl ene gl ycol (PEG having an
aver age IMHeaent @reaild ointl grbiibtival W@iatiamgBerdofQOMitdnded 3, NEH thiamdttids (b) 10 -
40 % w w of a sol.id (Ogﬂ_l meti nmes referred to herein as "solrd of conponent
(b)") ang gaMPeRILeNS o eirysph g gay bg ahle tp @ repYsEserthg nespg| disease
admi ni st r@isenf eﬁcapasg&ulﬂ g,f &rlytsra%etcbleﬁ:cta?pﬁrr@&g@srﬁ&dcwe@mﬁ @ preventing
CRC conprising: (a) 5 w W pol yet hyl ene” gl ycol (PEG having an
aver age rdsveepment OﬁER@forwr(mhplnbb'lﬁeatr@rvgémmom to 10,000 Da; (b) 10 - 40 %
w w of, a solid; and optionally (c) g.s. to 100% w w of further excipients
such as flavouri ngs, sweeteners and 25l ubricants. Herein, "% ww of a
conponentThegerumtharelibmtidg t andngpanmbtiel pardpiond theof i@ $ntendpetcapdrayet, that the
wei ght of tEe re ectrve conponent .makes up of the total, t of the
solid corFB‘E} ‘?qsraB 0’§®“"*I"r’i‘é°€8’5é‘é"ﬁf’“?%%ﬁ9 PF QB R BIOSFSSHOR Bﬁa%"’ré solid

conposi t |%efc@lbr&fa%g%t:ﬁ6lﬂg1€i ﬁ)waadsltrwdea@ogmeﬁldfd:ﬂcore 2 §16@Tdr|§1% tl?éTE| iorating
and/ or preventin conpri sing % W W B)a yet h | ene gl ycol

(PEG) hairber daveaemmeng ef rﬁirremlmwn rgbﬁrram rwtiod KACHRERCRCO00 to 10, 000
Da; and 5(b)10 - 40 %ww of a solid selected fromthe group; sorbitol,

| act ose, dextrates, cellulose, xylitol, maltitol, mannitol. The present

i nventi oriﬂfemmhémewpntwg daedgaarmoatmal wrapmsrthermf i§ mtendedhto rachmtlmtst ration as a

90" 9 wily BERgHE Ry 50&?5@%‘%&%f%érfpaﬁve”toﬁgr%v&é@ AT i ght

Wi t hi n t hke 38 @Ry Be0dstipatid®, 000 Da; and

20  The term “colorectal cancer” or “CRC” refers to colorectal, colon and/or rectal cancer in

humans.
The term “one month” means a contiguous 30 day period.
25  The phrase “a method for” is intended to denote a purposive method.

In certain embodiments of the invention described supra, a dose (e.g. effective and sub-
laxative dose) is administered to provide approximately 800 grams or greater (e.g. 2362
grams or greater) of PEG or PEG block co-polymer over a period of 36 consecutive

30 calendar months. In certain other embodiments of the invention described supra, a dose

(e.g. an effective and sub-laxative dose) is administered to provide between 800 and 2365



(b) 10 - 40 %wWw of a solid selected fromthe group: sorbitol, |actose,

| act ose and starch (e.g. a conpound conprising | actose nonohydrate and

mai ze st awohogushrzas Starlac(r)), dextrates, cellul ose PpswaB2881/001561

m crocrystalline cellulose), xylitol, maltitol and 15mann itol .
Preferably, the solid of conponent (b) is greater than 10%Vv w, preferably
greater than 12% ww, nore preferably greater than 15% (e.g. 15%to 17% of
the solid conposition. Preferably the weight ratio of component (a) to
conponent (e(d)800.6 tol2382.53 gfathsdf PEGIrPIEeT B0l RyrterVer’a gerioRlo€8@r ably 4:1 to
6:1. In preferred enbodinments, the ratio of conponent (a) to conponent (b)
i s appr oxfopegertive slendappeRthas: abl y, the solid conposition is chewabl e and/ or
suckable. It may be a solid tablet, for exanple a chewabl e and/ or suckabl e
tablet. 25 It has surprisingly been found that a solid conposition of the
i nvent i onlngertaniegibndinES of tepoveenion dadritdduysel a dose papafiective(dn) sits

pl easant | hewabl e or .suckabl e as_good ste, structural inteqrity and
benef?ggi a xﬁgﬁﬁg%éfﬂﬂ%%‘ag{ﬁ‘iﬁgg"eﬁ’ﬂw §.ap1% Xl L?ZX/\%@ Famypr g‘%@%&ﬁ{%‘&i s neant
her ei n t hgramt begregki) df PROWRS PEGI b6tk cd-godfmdbadr ARbAbE14 @nk@tiand i s |
30capabl e of being chewed or sucked in the nputh so that the first step in
the di gestdsPeaIrgitls dn setkain ethprembodimenicefitheiaventipn descohgsbetd, 8deseof t he

i nvent i onen@yn Efdchi i L : t@%@?l j jsnventi on
are pref g(r a I&&Sgégﬁg‘feﬁanr?tcslg gﬁ#ﬁﬁﬁ gdesg)?%(%%meﬁ?sgezﬂ ol'yt e@é. ﬁégg%?l ggQaaBrr%?:&ed,s they are
pr ef er abl ¢-2s 8k r3i6215) grafos o€ PEGemPEGhonk cobjobymateyernzaicaiod ofidd chl ori de and
sodi urg bi&oﬁgggiagc%len@re e preferably substantially free from sul phates
or phosphates or exarrp?e, ‘they are particularly preferred to be
substantially free from sodi um sul phate. Conpositions of the invention are
prefer abII)F/P %;Jbst F)m dally_ free fr.ong1 car banat es, bicarbonates, alkali netal

i ons and BATGEMPRFimentEShIhSs SventioTsdestted sumresdne (ai®iap ¢HRTIVE AdFUd- npst

pr ef er abl yx v abanis Ainiistble@® proGk 366l dMs oPRlASS i WM EHLAL bAgreater;

bi carbonat e, carbonate and/or sul phate i ons. | n many I nstances,

f 1 avour i ntfd, Srammer geatirs | 134 @rameestasebarsofrREC e plock perpolymepener s of

el ectypl vy r i i be "substantial".
Compob t g oY T Sy Bl RGh B B! S Fh A bt Bt Fom

al gi nat esdeasribed sums coddsales anntftaiveand natlesativByodes ishamanisteralikey free 15front

herein is_al.s0 nt,4hat the Ji.ggredient is no ded to conposi tion
during prpéggﬁ%??q‘ggenozr&@éﬁnﬁ@ tldg grwﬁg'gﬁ%%%ggg'%m ané&:grg'ésgfagig)séns of the
present ibwwedthid00.3tdnsanddil 8NB igadnksy bétiveen 400Mrany aRSTRILS Ga@@RiTiPEeS her t han
PEG or PEG g: ock co-gqurrer. 20 The polyethylene glycol (PEG for use in a
sol i d conPdsitblask @rPalyBer qvaRapRriodef bt eprseabivg clerdabmonther age ol ecul ar

wei ghtg (for exanple a wei ght average nol ecular weight), in Daltons, within
the range 2,000 to 10,000, preferably 2,500 to 8,500, preferably 3,000 to
8, 000, nopethsr enkodimeyts 8f ho o veri®, Bo@ibedoreapr deise feab lay effeB00 andsw; 500, nor e

pr ef er abl 3 . t . 0] , to 4 for examl-e 3,000

to 4, 100,%%%?@%(?(%2&%111?%%%(1 Eodg rﬁ%ggg? k%ﬁ% gg%atﬁggf'%gg raamﬁ CAFET ae(Ere ol ecul ar -
wei ght  wi grivhsort dreateraPyerahs 00@rettor) b® PBGGr PEGH bleckavwpiotynier @98r 4 @:ri9d 000. For
exanpl e, the PEG may be, .or. conprise PEG 3, 350 EG 4,000 or PEG 8,000 as
def i ned ioﬁ‘ﬁﬁ‘b"tnﬁbﬁfé?%&}n %bé’ud%%ﬁ@‘ifﬁ%‘r%%‘ﬁaéwgbe WPHhato®&wpies of

sui t a3l e JPfebisyel M8 Q@& el dds® IRiInfiatsicRliab pRAAIRERRASE 8SrdriCIndd8 4

grams (e.g. between 33.3 grams and 98.4 grams; 22.2 grams and 65.6 grams; 65.6 grams

and 98.4 grams) of PEG or PEG block co-polymer over a period of one month.

In other embodiments of the invention described supra, a dose (e.g. an effective and sub-
30  laxative dose) is administered to provide 5.1 grams or greater (e.g. 7.7 grams or greater;

15.1 grams or greater; 22.7 grams or greater) of PEG or PEG block co-polymer over a



30 Macrogol s, for exanple Macrogol 4,000. Optionally, the PEG used in
conpositions of the invention may conprise two or nore different PEG
conponentwo 20dsenal |y, the PEG used in conpositions negtleseetiainideeast two
di ffering average nol ecul ar wei ghts. PEG of the rel evant nol ecul ar wei ghts
in aformsuitable for use in humans is available commercially. 5In a
preferred enbodinent, PEGis present in the solid conposition in an anount
of 60 to 90% w w, preferably 70 to 90% w w, nore preferably 70 to 89 % w w,
for exanppegiodof be BE&LYindewainlembddimbntshg theaiRAdbiB&REsbddED/Sa BERTERL 1N an
anount of 78 to 89 % wWw, for exanple 80 to 85%ww, for exanple 81 to 85 %
ww, for ¥xcsiie ad spbrlaxativg dgsq) is pdpinisiessidp grayaderbstvaeendy, hgrams pad a f urt her
enbodi men i ty A . % ' r exanpl e 60
Co 0% w ot Por i e g 1 G o Nty gl BTl 08 o P
exanpl e 7&amyamd23. wWeiems) of Bmer Bed otickenpslymeheva opposd ¢fioma weekipr i ses

bet we 0.1 to 6.5 grans (e.g. 0.73 grans to 3.2 grans; 1.1 grans to 3.2
grans;” 0. 73 granms to 2.2 granms) of PEG or PEG 15bl ock co-polynmer. |In other
enbodi neninsyther kabodimears iof the inveaiRT ds&tbel sgralBdRe (4.£38 eftctRE@@EuPEG bl ock
co-polymer. In other enbodi nents the conposition conprises between 0.2
grans to @Xa1VGAgsR ISadmyustgred tqpraiide 0 J3 gramsyr greafer &8 FEGRIGMS PEBEHEG ck

copol ynmers 2 binnfsw; €] j i q_ggg% tween 1 to 4
grams of PEG or ISE%%%I ’?&%g{gfﬁgg%@ﬁ%ﬁ)@?ﬁ@ﬁﬁgpBeI%ocgi rrentes?,e(\)%%lﬁag conposition
conpr i sesPPd péengeday. h Brtaingmpodimgnisw methofEE the inPEGE opldeskibedsypod,yaner . | n
ot her;enbadi Lt ri,.ses._.be en .2, ra 0 2.5 grans
of P or PR B st IS ST RERA R TR RSO R BesPBab . - Tne

sol i d of grempankh?? flnsi(sg beateenadhl gravehricd. 2gralsplv3 Bamynad R.2eedsd; st i ng of
sorbitol,, | actose, .l actqos d h, dextrates, cellulgse (e.q.
m crocrys%'glgfaf}ﬁzoé\-?flgrﬂ?§§gf,§8ﬁi¥%9°kﬁﬁéﬂﬂm?8wr JRERRF ehpne ({aé(ch%}b or

sinilar iqgeadhehd siniBeRA RNLseR et AR B6 dodseéuitve VB fr dgmso! i d of
conponent (b) is lactose and starch, the |actose conponent maybe in the

form of a? gl sitch doses enaybg peminierpd ineammitieay b eval emeviediof 24om34ny sui t abl e

sour g5 suGhsRsivwehdstAsghy, nrize starch, potato starch and rice starch.
The | actose 30 conponent nmay make up 50% to 95% of the |actose/starch

solid, for exanple 60%to 90% e.g. 70 to 85% such as 85% WO

2012/ 0597, CI,GB2011/ 001561, Sol i ds. component (b) are.pref.erably of a
purity an%%é:;fre?ar1 ggl énue’lnégé%fcél%f%{)ergf}h’gﬁwﬁ)? ?i’r?g%w g the r%ﬁ%ffrﬁh@.lspsge ﬁ%atl%l id of
conponentth{tngerkesifiep ad Peih® WOy dnWor“@fthinh ev e @l 6OBHR Sinldr@bod 4sh @

pr ef erreg) enhodi ment, the solid of conponent f}b) makes up 10 to 30% w w of
the soli S L§1YS frihoss valugs fa5155ample ab@Yohia h e aRd w2 g5ems ipapdes

i ncl ugy ng1),1g,qg@g//amllicgrralﬁg(@gggla@vebr,_he solid of conponent (b) makes up 10 to
25% w' w, for exanple 10 to 20% w w, preferably 12 to 20 % wWw, nore

preferably 12 to 19% ww, 12 to 18% ww, or 12 10 to 17 % w w. For exanpl e,

t he soli s 28z1¢ : % W W, te 19% w w or 14
0% 150 v it EBEBEDNS P TRY AR Fo Oégﬁﬁéogof B G GeA T 1L O o o
t he sol i dngbedsalssdribedis:gha)tthetréatvgridmetinratify efdorabéwentiih@RSah henafs conponent
(b) is mannit.ol

PEG and AP BE < &g £ B B0 sHEl 800! g RBER RS- <P SO

25  polymer are provided.

In certain embodiments, the composition of the invention is in the form of a tablet (e.g.

chewable or suckable tablet), capsule, caplet, troche, liquid, powder (e.g. powder for

solution or suspension) and granules. Preferably, it is the form of a solid composition for
30  oral administration. It may be a solid tablet, for example a chewable and/or suckable

tablet.



conprising PEG and no nmannitol, even if flavouring is added. In particular,
it has been found that a tablet conprising PEG and manni tol has a much

| ower reowbremad726or | ubricant or lubrication during tablreiB20ameisset ur e
than a tablet conprising PEG but no mannitol. A high level of a |ubricant
in a tablet generally nmakes the tablet have an 20unacceptabl e taste. The
reduced | evel (or absence of) a lubricant as conpared with a tabl et
conprising PEG but no mannitol brings about an inproved palatability (taste

and nout hf,8ghe e@bodmene VAL thventisiy tePBEhdsah Iaeérageqmemarwelg?ﬁa‘ and
mannitol. Such tablets are thus artlcul arlé suitable for use in the

current ilpaseMd emat lglgtrgP@pc%heweegap@thOé@ rliqns e 3P0Q10830Rgr edi ent s are
manuf act [ I %mlo t h and die
cqui prent o e o S e

t oget her .4000). Hasersim pmbcsixmgity, zbblemd ®fth€&inDteaulealss)mw1¢tdmd}jf¢$mgl on

corrprl sin and nmto ified 0 s has ,better
structur IFW?%&GB&IV 20 SRS eﬁlﬁ? OVSBaﬂ\i’éfﬁra%%‘E‘oFg‘ﬂﬁg‘ﬁﬂ?htg O ERMRSA 5 S0l i d
conposi tl@&a?@ﬁl@mlhﬁwaghtl%lf@m& th€redbdaN b1 4r0dvera@é m@lasmaf Weightsfapoo t i on of
manni t ol d conpositions of that type are |less su t|bleto cappi ng
and | ami rhathasegbenh- ibxgmpBRCPEG REpdugipasanasr b Epmesr 59 RAEERS?! di e
manuf act LKO@OHQ%@%O@) gmﬁ&@@@o&g&p@]?l ng a snall er proportion of
manni tol , or nnito Solid conpositions that becone capped or

| am nat ed during die pre55| ng are not suitable for use and they becone

waste,. |It,_has be n,.fo t hat a. 05|t| i tween 50 and
90% V\}/QN ﬁEé—P‘Bﬁ&m 1 Ps" % 8@6 Wn\wonélr? # %F tl(gl %e?r,? reePt"&ag{Qt rﬂgsr grgm ng

char act erdnfodiigents) &2 campodifich mm)mserttioﬁrs i@ﬂﬁl’hdldﬂatﬁlg GRC.marsoiieol or 10/ ow w
or less mannitol, for exanple less than 10% mannitaol . Such conpositions are
thus par tSRA90ERIYs BGicPmBPRUQLY! hEVEIop ARloEREY&lYne CRCent i on. Manni tol may
make up 10 to 40 A ww of the solid conposition. In a preferred 10

enbodi Werl&ocofﬂizfgl‘%/ ttRd proRKEimveRion Brdvided Q%o WnositiBe for @kl ddignatod aon. For
exanpl e, nitol nmakes up 10 to 25% ww, for exanple 10 to 20% w w,

pr ef er abl &solig erdrez@ngl/@erawr@dmr@feéﬁl&wgﬁfﬁ%cq@rﬁg%w/w 12 to 18% w w, or
12 toj5l7 Vo w | 14 to 19%
W oF 14 to 1w 10 1 s LIS enr Sy PRI E ab b Re U

i nvention. Manni towermbeb\np‘nQ)\angﬁeEOQWO\la;ﬂp@Qg pidysi cal 15forns. For

exanpl e, nannl Q rcial ly ar, « r or spray-
dried form a prgferr/Leavz}“m?aoaclgﬁ%?m’tl eesrﬁtlaeﬁﬁ(?{ %@Plrégs’grsgﬁ ar. Mannit ol
IS com*rer@h@bhwaboa) | abl e from several suppliers, including Merck, SPI

Pol yol s I nc and Roquette 20 I n an enbodi ment, the PEG and mannitol are
present ip a wel f PEG nn t ol :

0o e B s S TR S RS i gl L2
8:1, door @@wlagﬁnc&oﬁ@e@nﬁng t}{cmoe{pagmgd enmbodi nrents the ratio of PEGto

rrannltol 5:1 or_thereabout. he structural integrity of the SO|Id

conposi tion i g2 et & nédl SMEH pPWéthbf]éH‘?\glﬁ’%ﬂl (?I%bel‘aéfﬁlglaara"ﬁ‘ﬁ%’i“?]GF“ At js
surprising that thg.sgl {,thlgq}qg)rggégi@@btgflotobeganvent| on is so structurally
sound with granular mannitol. In general it is found that granul ar mannitol
cannot be usedbit hOedﬁ("/eMWafB&ﬁsi oid eiticerllymat eri al s exceedi ng 25% by

wei ght (Handbqggk of Phar GEM Exci.pi P eyt. cal
Press, 2006, (a)[)ge 3§2 $0 E? Has’ fg@%}ﬁ et RV ’er% '?‘%‘ a?hgwﬁglags Sa%otg?e |é(;’trqs for use
in thg invention, \Muneiihtgorrprl se 60 to 90%w/w of materi aI s ot her than
mannitol, are readi | y manufacturable and have good structural integrity. It
has al so surprisingly been found that a solid conposition for use in the

i nvent i ONyerefOMMRR /& BFa E’(ﬁﬁ)cﬁa@ﬁk iSRRI th ﬂaetamleﬁa@ﬁﬁmdnesls PFRORAGONS s
|l ess prone to sticking to punch and die equiprent than a solid conposition

conpri si ngatPEGveigtl of Usmmespcetivanosipenert avakes Ui tp@l weight ¢fdhgphidi tol . Thi s
is parti Cé.g rOLlYlOIll nportant when manufacturing conpositions of the present
invention at ‘commercial scale since fouling of the manufacturing machinery
may |3ad to manufacturing down-tine with the increased 10costs associ at ed
t herew t h.

8




Lubricants can be included in tablet conpositions to reduce the propensity
for themto stick to the punch or die after die pressing. Exanples of

| ubri cantwoi2otdaseesmagnesi um st ear at e, pot assi um st ear arer/dBabri/00sicear i ¢
acid, sodiumlauryl sul phate, and paraffin. 15M xtures of different

| ubricants may be used. It has been found that a solid conmposition for use
in the invention, conprising PEG and mannitol in the specified proportions,
requires a smaller proportion of lubricant to satisfactorily avoid sticking
than a t abhegre@aniprémion durffep@nidicaa so1ldoRIpoffiGPRE biaORdrehisHRi 4@l . or no
manni t ol . qlﬁr ferahly, a solid conposition_conprises |ubricant in an anmount
of 2. 0% widder tfealng, amsliorayngandlor prayeptng FRE semprisiRg: or 1. 0% w/ w or | ess.
For exanple it Y 50QIapo I j 1 - f % w w, for
xanpl o 0. 2 10 D Bowl oy LrSPS A e PRPEaTpe fahote hBICHE 2

| ubricant is presentcighhwithinitbe GhgebPPtod,M00Maoaeht (b) (such as mannitol):
| ubricant ratig, of (170 o 16: 1, for exanple 57:1 to 20:1. articularly
pr ef e(r%?ed I ubr(IB)cantlai—sL‘gyma} nesy l?%nasfoglgr %éfeec.[g%l &‘)'Pht €\ ] toﬁslg‘ijr%?ﬁnesi um
stearate, it is efdeatatesecellolodgalitol hadtitor, iapnietoi d sticki ng when used at a
| evel of under 1% w w. Accordingly, in an enbodi nent, the tablet of the
invention further conprises magnesium stearate in an amount of 0.1 to 0.9%
ww, for exanple 0.2 to 0.8% ww, preferably 0.3 to 0.7% w w, nore

pr ef er abl Yhebr&fmtihvéntibh fiirtheSproPidess QidcBRbodBEN®S bidMdtigRkAIR 4k& ef fective
at these levels as, in general, magnesiumstearate is required at a |evel

of over 19 fordesaibs PRERRTSEORE b PreyEr e fdkn Fararrisiigandbook  of

Phar ngceuti cal CispLegts , i r age 452).

Thus the pr ese(%)tEXi ngeﬁp i/gﬁ/\gﬁ)gl\yigﬁglgngg zé‘fl?gﬁg%‘lr‘raﬁg’lé agiaggag%%ggg%mﬁi stration
as a solid for treatightyithinmghd mnget 2,000 tarl€/060 Dar &dent i ng CRC conpri sing; (a)

50 - 90 % w w ol yethyl.ene gl ycol.. { PEGQ havi an aver.a nol ecul ar 5wei ght
within the rar@e) Zﬁg%ot}éwig,%ﬁﬁol %CE(:@QTB’ t?lgér%}é) 1{9?,?%9%1%9%?5; and (c)
0.1 to O.®Bfostaechye.g0a Loriuld 83Mmprikid; Talo&d MShohydBicand halWstavdhwuelf a2 | ubri cant
such as r?%gar%%ém Stearate. éOI n sonme enbodi ments, the ratio of

manni t ol : T L &RTUASS (5llatoss GReyastoicrocrystal g seliifosey xakiteh amltitol ad: 1 or
greater emshnitdb: 1 or greater such as 30:1 or greater (e.g. 30:1 to 35:1
such as 30.6:1 or 32.4:1). In an enbodinent, a solid conposition of the

i nvention does not include any added 15fl avouring. In a preferred

enmbodi e i - L f. i aventtd on includes at |.east one
flavouri %?feggﬁ?g}ﬁﬁgﬁfﬁcﬁgl@%b%gg%e]lsr éljégt\e/%‘wrég(? /e°w%“r" rrr?(‘#%rggliy&rjes&?lﬂg\l}our

manuf act ul284 w/vandors ppidratdy greafeothast 8¥tk.g. 13% & 1Vab) ciniad sofll aviapdsiicand

Fragranc n Dudd HLl, Haverhill, Suffolk, CB9 8LG United

Ki ngdom) %ﬁfﬁﬁ‘é%&e zﬂéﬁ{%%g ?%P%Eﬁég%a%‘fm%%%@zﬁ‘-?éﬁ tofy. ,Prir}ﬁﬁlfléd

Ki ngadomn) ,2: Fio e piréfbrabllyi 4 N®rg: € hinlfetbirel embflitie € $hRe@dlot Stipohad: (a) (M ddl esex,
UB2 5NN, United Kingdom or S. Black Ltd (Foxhol es Business Park, John Tate
Road, HerP®PRent (s appragamaelyvr]. United Ki ngdon). Exanpl es of suitable
flavours include orange, lenmon-linme, |enon, citrus, chocol ate, tropical
fruit, aloe vera, peppermnt, tea, strawberry, grapefruit, blackcurrant,

pi neappl refsdblyaticlspled campopivien ischewatn andal sackadbiy dunay bndsadidridtileiat i ons

t her eof . Prefe | r erm nt and raspberry-Ilenon flavour.
A fl avourflglrE;egxa{?gg}3 %Cg]%glﬁl{lgg%gwsﬁﬁﬂg%stgﬁ?tg conposition, or it may be coated
onto 25ts surface. In one enbodinment, the flavouring is integral in the
solid conposition. In such solid 30conmposition, the flavouring preferably
mekes up 0°% sbiprsblE Grd et asiigossne) HiBRInvEBion SREARTIES PEfe

fl avour i ngmpByenfed 8nd/d1id cdmbOnea?PoMsB1 s attR&heREICor suckable, has good

taste, structural integrity and beneficial manufacturing properties. By “chewable” or

“suckable” is meant herein that the solid composition is for oral administration and is
30 capable of being chewed or sucked in the mouth so that the first step in the digestive

process starts in the buccal cavity.



conposition, for exanple 0.1 to 2.0%ww, for exanple 0.2 to 2.0% w w. \Wen
the flavouring is peppermnt, it is preferably present at a level of 0.1 to
1. 0% w w,wbanizsampl e 0.15 to 0.5% w w. This |evel is pactrigB2hardoyset
preferred when the solid of conponent (b) such as mannitol is present at a
| evel of 14 to 17 % w w of the solid 5conposition of the invention. \Wen
the flavouring is raspberry-lenon, it is preferably present at a | evel of
0.5to 2.0%wWw, for exanple 1.0 to 2.0% for exanple 1.2 to 1.8% w w. This
level is particularly preferred when the solid of conponent (b) such as
mannitol is present_at a level of 14 to 17% w w of the sol.id corrp05|t|on of
t he i nverfeQmanpsitipps pitha invertpsdnaveiiithercrmpas glertslyieso oawestion i thch as

manni t ol nt inaratio of solid
:flavouri ﬁg@lg% %%%fkﬂtagly%ﬁ‘stan&ﬁfel%ﬁ?ﬁ%%&s&g@ ﬁg is peppermnt, the solid
of conponent (b) such as mannitol and flavouring are pref erably present in
aratio sol i fl avour of .113. 1t 8:1. We uring is
raspbésrra‘I ¥ We’tt%eé' LoP rei&:r%ﬁly ?:ubn%mrllaiwtf%(e% Oné?féi gl kr’r%%h% ?uerfﬁld flavouring
are pref eshadwldy apd sgl@nh bithibonae. r"&lﬁdy@r@;ﬁreﬁeﬁdﬂlﬂs@fstm@ttﬂiﬁpdﬁe Iﬁltorr( sbl)phafeh avouring

of 14:1 to 7:1. Asolid co 05|t|on of the mvenéﬁo ri se one or

more swedl @hesphatess e"t"é‘ﬁélte Fagreparticygdy prsteesd to retelf"é’?l are not
sugar - basgdiaFhiihete! @%@Wﬁ%&%&& M&Jnuﬁ gre%a@{at)@mﬁbstﬁﬁﬁﬁytrfs@ﬂsmpot assium
(acesul fane K), sucral ose and saccharine or 20cofbi nations thereof. -

Al t er nat maéioyates,tbw@mnwgs, pikeki aretad eonk end balidp dagist C@ﬁl@omonsrﬁtherm@qqnﬁ on to be
substagnti free X o) m ze the
umbelt of turpe st AR eSS IR o, Qo AR fyhrerlel

sweet enertscaiBynhatef mrbcﬁm&ranﬂ/@r sxhphqnas PRE N rhdhy st A0es ﬂhvcmlhn@s Qibricantd W w. Nbr e

pr ef er abl a sweet ener resent_in a of 0. to 1% w w. The
| evel of %‘\ﬂégfﬁﬁlffs ‘i‘l@d?ﬂ’}taéﬁs@gu grﬂ?‘&}t%OfaFlefggg’qus”gH‘g’[%??}"’fsﬁ‘f B%ay depend on
the preseRG8deradRerbid@bé tbandiatuarynmdoyitiofd ofttheinOthiRh atpreRndnt s of the

conposition. In general it is not necessary for a solid conposition of the

i nvent i orsubsantigly fige frpmedginafen andes agerbaies adYQL dupes B evbitanalledse | ow
level & ofy &gtheﬁaﬁ'lsdﬁébtxﬁea‘?ﬁ (HA ﬁ%ﬁgY%énY%o%Qmﬁ (PelcBh gb's‘i‘t‘?&l dod 'ngequ' red. It
is preferre at conpositions o e present invention are also

subst ant i ptpayatfoneemangaetieal t t ast e” maski ng agents, such as agents that
mask the taste of sodium sul phate, (other than flavourings nentioned
herein) and fromsalts of non-fatty acids such as salts of mneral acids. A
sol i d conpasint @mBodifnehtScohiposifibhsit titedet @b endioy apauvanitany fise fém As

menti oned above, 5a tablet shoul d be Uffl ciently large to provide the
desired q@éﬁ’ﬁ‘i“?‘}ﬁ yreniptigrithy “tlﬂ-:@gﬁ%?%@fc BOPONB¥be so large as to be
uncorgprtable in the nouth, difficult to chew or suck, or difficult to
package. A tablet may, for exanple, have a nass of 0.5 to 10g, nore

pr ef er abl Yhe@obyethyldpg gIW@lr(PEﬁaﬁtv |use m, psolid cempepiticno thexiawgitien praferelly 3. 5g, f or

mmos of i §rde¥nol b BN LRREELIRRe o §eb kB Pholdlfut RUEM 87 127 %
Lar ger arﬂ_ba]ra)hs o;;fxz)}if}EfB)e(:irmg'ea,(lﬂg \t/cded) Og(kﬁgglzralgy 21560 sud) e prefarabl ar3g)@f) tdze agl te'z) r5nay
20 T, i motg PrefEr BT S8 6 8. Boinisthivd B3 Onp Bl ek A Nes. where

a smedd er, sod LS00 froRREmbR 31 MO0RE 4360, ¥eERehpleds, 0teo JUDERE exdniPle @&ampl e for
paedi atric uses, a snaller f abl et may be convenient, for exan&l e having a

mass of 00%.0408. ThoBEGesy l@%mmﬁr@ge@@eq@rlvewgmth’@rth%s@a&@p@8 to25 to 1.50g.
A solid Cfgﬁ@cfo&'e%n L7086 1 SWEN P Brcfoldfc, IFERG Rfhy bBI bR g and or

preventln erefore e a sol 1 d conposition of s 2.0 to 3.5¢
conpri si Ny35Q; EEGJA @O or PEGCIS 0ol dpﬁndrcylhelaeorgtl gregiofPBpEmiraupaegsan aver age
nol ecul ar_ 20wei ght . wi

Furt er ¢ mples 05" SUIQbItC%dSang)ngé(? n some nanc}napgharmhwpoglas include
30  Macrogols, for example Macrogol 4,000. Optionally, the PEG used in compositions of

the invention may comprise two or more different PEG components. Optionally, the

10



(b) 0.20 - 1.40g of solid such as mannitol. A solid conposition of the
invention for treating, aneliorating and/or preventing CRC may therefore be
a solid owopopidshes of mass 2.5 to 3.5g conprising: 25( artic@Rot1/@15659

pol yet hyl ene glycol (PEG having an average nol ecul ar weight within the
range 2,000 to 10,000 Da; and (b)0.25 - 1.40g of solid such as mannitol.
Simlarly, a conposition of the invention for treating, aneliorating and/or
preventing 30CRC may therefore be a solid conposition of mass 1.0 to | .75g

conpri si NEG ué@iﬁ%&ﬁ@ﬁ@&@ﬂé@%&/t@@Bﬁﬁalin%@%rﬁée’iﬁolecularW&@t@m yet hyl ene
gl ycol (PEG having an average nol ecul ar wei% t wthin the range 2,000 to

10, 000 DPEGpkthe plevgntimolecudarprights ingdfor switabls fasusgampyraans is ayapddleent i oned
above, a Jphrd.gans (for exanple magnesium stearate) may be present in a
solid conposition of the invention in an amount of 2% w w or |ess, for
exanple 1% w w or less. A solid conposition of the invention of mass 2.0 to

3. 5¢g y .therefor onpri 079 or, .l ess | ubricant, for ex | e 0. 35¢g
or “Peas” dF AREEFTC o e RSt o R sl b et PR anoun
of 0.002 g0, &/W)PtEBrablyT0 1680V5/6/, tholDtefembl: WABGI % arw oexample7Do006 to
0.0245g. A |arger conposition of the invention of mass 3.0 to 7. ?g may
conpri se §§.%2¢Vodn p Sxthepembogipent PHG isRipseatdn ap pmonnt©f g8 &y 89 ey wefor

| ubr i cantey,fife 83 BFY,y/wi for BMALEPYJ $£% Wk k&%;aa%gl@smb §uUpty, @fr 0. 003 to
0.063g, for exanple 0.006 to 0.056g, for exanple 0.009 to 0.049g. A smaller

conposi t i example 82He 84 barent.i lore foftheregbodingnt, BEG. iy Brgsenhjn aoaminsef §.1035g or

| ess of lpbrica f or 0175 I § | ybr.i ~nFor exanpl e,
it n&& co% ngwe?%ru%(ra (& 1e?n qgﬁbg’n‘g/gﬁ%oﬁr? a@éle&@%ﬁﬁ@ °o\%/§v.’ 3%57%8{%;8; exanpl e

0. 002 t o BWiAg,fof @amplkarsabd9B. We3 to 0.01225g. As nentioned above,
flavouring may be present in a solid conmposition of the invention and, when
present, it preferably makes up 0.1 to 15% w w of the solid conposition. A

20sol i d qgRPAs khbshimehis tthecdnpRitoh @BmpfisedB&Sveen 6.1 k@6 3 gPAnd @Y. bherefore
conprise 0.002 to 0.525’? of flavouri n%,d for exaz&?l e 0.002 to 0.175¢g, for
12 UgBarams ©.

exanpl e r@an2toip? gragpgl. I pemsde dgrany graos) ¢fiPRDerEEg. A | arger
conposi ti of N We) . . : . L 3to

1050 ot BT HE ML MRS P e COBRER SR 0

0. 14g, f AEG@raAPRG blodk 00-Holymed. Ihaghapembbdiveuts ithegr.ombositien tenpridéeonposi ti on of
the invention of, mass 1 to 1.750,may conprise.0 t ..26250 of

f1 avouri F\bﬁ,tw‘?efiﬁ'ze%{g%foeag.gm](ff'g' (83 5?%@305@@%&%%?@&(5’?85% lﬁ%c 021g, for
exanpl e God@dert th RirtBerlgnbtichdnBy Hercdom@osition confp@iseschetngdne, tod g3arhd 6f
conposition of the invention for treating, aneliorating and/or 30

pr event | iR FaPIEk pppelyer. ot spbedaeds e e SR GOMBBSFS (a) 50 - 90 %
W w R Y elydeing gHayebabEEEPEORY PRE ARSI R T S6&H @fbodiments, the

composition comprises between 2.0 grams to 2.5 grams of PEG or PEG block co-

polymer, for example 2.2 grams or thereabout.

The solid of component (b) is preferably selected from the group consisting of sorbitol,
lactose, lactose and starch, dextrates, cellulose (e.g. microcrystalline cellulose), xylitol,

25  maltitol, mannitol. Lactose or similar ingredients may be present in hydrated form.

Where the solid of component (b) is lactose and starch, the lactose component maybe in
the form of a monohydrate. The starch component maybe derived from any suitable
source such as wheat starch, maize starch, potato starch and rice starch. The lactose

30  component may make up 50% to 95% of the Iactoée/starch solid, for example 60% to

90%, e.g. 70 to 85% such as 85%.
11



wei ght within the range 2,000 to 10,000 Da; (b)10- 30 % w w of solid such
as mannitol; (c)0.1 - 2.0 %ww lubricant; and 5(d)0.1 - 15 %ww

f1 avouri ngo 2b1e/spesenbodi nent, a solid conposition of tipeTigBrentdooss:f or
treating, aneliorating and/or preventing CRC conprises: (a) 70- 90 %ww
pol yet hyl ene glycol (PEG having an average nol ecul ar 10wei ght within the
range 3,000 to 8,000 Da; (b) 10 - 25 % w w of solid such as nmannitol; (c)
0.1 - 1.5 %w w nagnesi um stearate; and (d) 0.1 - 2.0 % w w flavouri ng.
15For exanple, a solid conposition of the invention for treating,
arrelioratingsand/or preventlgtg CRC comprises: (a) 75 - 89 %ww

pol yet hy|Sefiés ef oppppnenpttgpraeyeheraglyf aei’\‘)@%?@é gFﬁgF é‘(‘:‘fi’lb%fo'(/\i-ﬂné‘ﬁ?ptwntW| n the
range 3, oeogo Elga‘} 000 Da; (b) 10 - 20 % w w of solid such as nmannitol;
20(c)0.2 8 B Wi w magnesi um stearate; and (d)0.1 - 1.0 %ww f1 avour | ng.
For exanple, a solid conposition of the invention for treating,

Dol yoty| AR SeBTroPRER D RTEHEP THo22F S8 R sl SREgh M (i n ¢ e

{) aggg 2, 89&&&1 b dAReriDahe £oh>.hQ>f2&npohex41Qg) mﬁkeselblldt(sw/iawa@ofr&mmblhcbl (c)

07g | ubricant; and fI avouring. 30
I'n one erdB@PYEM preferally Besaienhgn %o v %’fto 1(2}%’9 ‘?ﬁ%ﬁ‘f‘ﬁ) 33%’“% Fpr eat i ng,
anel i or agé%gplgmﬂé QJndraff%mganeng(bs?l%‘;k&q;lmo'té 85, m aeréiaamp@admogpl yet hyl ene
gl ycol aving an average nol ecular weight within the range 3,000 to
8, 000 Da;w/w, preferably 12 to 20 % w/w, more preferably 12 to 19% wiw, 12 to 18% w/w, or 12
10 to 17 % w/w. For example, the solid of component (b) may make up 14 to 20% w/w, 14
to 19% w/w or 14 to 18% w/w 14 to 17% w/w of the solid composition such as 15 to

16.5%w/w- of the solid composition of the invention.

Preferably, the solid of component .(b) is mannitol. It has been found that a solid

15 composition cofnprising PEG and mannitol is more palatable than a solid composition
comprising PEG and no mannitol, even if flavouring is added. In particular, it has been
found that a tablet comprising PEG and mannitol has a much lower requirement for
lubricant or lubrication during tablet manufacture than a tablet comprising PEG but no
mannitol. A high level of a lubricant in a tablet generally makes the tablet have an

20 unacceptable taste. The reduced level (or absence of) a lubricant as compared with a
tablet comprising PEG but no mannitol brings about an improved palatability (taste and
mouthfeel) of a chewable or suckable tablet comprising PEG and mannitol. Such tablets

are thus particularly suitable for use in the current invention.

25  Typically, solid compositions of dry ingredients are manufactured using dry granulation
followed by punching with punch and die equipment. In a punch and die machine, dry
ingredients are compressed together. It has surprisingly been found that a solid
composition comprising PEG and mannitol in the specified proportions has better
structural integrity and is more convenient to manufacture than a solid composition

30 comprising PEG and no mannitol, or a smaller proportion of mannitol. Solid

compositions of that type are less susceptible to capping and laminating during punch and

12



5(b)0.20 - 0.875g of solid such as mannitol; (c) 0.002 - 0.0525g nagnesi um
stearate; and (d) 0.002 - 0.07g flavouring. For exanple, a solid
conposi t iwo 20f2/dsbasi nvention for treating, anelioratingpramdiB2o111dd1561
preventing CRC conprises: (a) 1.5 - 3.115g pol yethyl ene glycol (PEG having
an average nol ecul ar weight within the range 3,000 to 4,000 Da; (b) 0.20 -
0.70g of solid such as mannitol; (c) 0.004 - 0.016g magnesi um stearate; and
15(d) 0. 002 - 0.035g flavouring. For exanple, a solid conposition of the

i nventi onyf 195nutfﬁcﬁﬁ'é {2g solﬁm%lrrip‘éﬁlﬁbxﬁs%n‘%ﬁ%gﬁ sRAIRY pRipbAYn CRGatkitrdrses:  (a)
2273 to 2284ng pol yet hyl ene avi ng an average nol ecul ar

20wei ght neirhdmnitolt fSelid mlg@S(%lOO@@a‘tQ?C@newaﬁm 1911!‘})“3@9@“’%1’6‘% 2B solid such
as nmanni t gl BonResi d) 11 to 42ng of
f1avouri f§ ﬁ"d%ﬁ‘ gﬂésforeusﬁgrr]%ﬁﬁ §§)E§ rasp egéﬁﬁ}?é@%ﬁ@%ﬁgﬁ%&gyﬁg 25 The solid
conposi t i emposifior dvatartivewem Steapd B@%p@[@/k%gféahd {1 taﬁQWc\Wrwvremnetntha'Sas hi on.

For example a plurality of uni. of the sol osition of
the preséisten ARIgMTsyRS E%i"ﬁer’égc%hé"ﬁ)gﬂ‘f@lm T R in a way
convent i of8lw/Aybridie mahdifN for sxdPpled R Miah l0PKadnitgl. Juoh cmmpioes artehey may be
packed in a tube (such as a PTFE tube) 30equi pped with a renovabl e and

r epl aceatthes partisslany swigaktesior psgrin thegHpra "ave§'t“6’pper Alternatively, the solid
conposi tions of the invention may be provided in ajar or other container
with a renovabl e and replaceable lid, or in a bag or within a wapper (for
exanpl e aMhmiitol Mﬁmpba’\)p 1080 Sh wwnf thesolpst empositipy: laguelgredsent . .

the Bl ot ceRer e E it gt Ry fht Ry BsghBSduon. P BBiFASs 10

;)t Bler t C;)%g;ﬂtﬂgrmmle:s apuo togl’b}% \éw\afibi mmpreomd 25%ndwpxztfra¢btlp h:t tosZO(%t ﬁ t
abl ets ionally, individua solid.c 0sj tions e presen
i nvent i onvivaymarieicEY Holgildg With at%f%gé"/?’e(ﬁ lgﬁ%gﬂi};} SX%‘]PHI?S of the
conposi tign, b %QFleEeel&eﬂtto'ZO%e\W PP % wb@wp&@ylﬂ@wwwlv& 14 0L10% Wree tubes
(e 10 units per tube) or other packagi ng optionally toget

i nst ruct i efitle fobid compositioniof hegnvankien. pMerriol Mappepiovigad HeXprigp yﬁ‘ééﬁ‘pr ovi ded
N a jefifl, bag, enabllL ng,RiGYL AHgkMe ORLALAGH, LHBES A0 BdPor Sy | ed Wi th

uni t s of € i nvent I'on conp05|t|o the invention can be
t aken on dredifornovin aqsefprmb@mhoddnmdh@mglmml mrgr@ubkeMamywélSsubj ect. It is

not necessary for a t o take water the solid
conposi t | BHMEGALY %V&ﬁj%g!& rgmrf‘ﬁ‘f/er%SEPP]ieBS w]uﬁwg% rél?%g% p@k&g aglp luid 15with
or soon appgkettt.aking a solid conposition of the invention so as to

facilitate the intake. The conveni ent packaging and the |ack of a need to
take water or another drink greatly increases the convenience of the solid

COWpO?(% Ui png: e%oﬁl%?%eﬁ)ﬂ@a&ﬂmqtbﬁé?@pﬂ%énlﬂmoci | htfré)tid'@f PHG: Mbtmitoas ed
products currently on the narket. Compositions present invention may

be consunefd!gfilae tlde.eat:l tgP:b aral t0(9r1)smaﬁ§kablyt?ob@t%brpr%?rtahlyt“h‘etorpe]al or
or 4:1 to 8:1, for example 5:1 to 6:1. In preferred embodiments the ratio of PEG to

mannitol 5:1 or thereabout.

25  The structural integrity of the solid composition is retained when the mannitol is granular
mannitol. It is surprising that the solid composition of the invention is so structurally
sound with granular mannitol. In general it is found that granular mannitol cannot be
used with concentrations of other materials exceeding 25% by weight (Handbook of
Pharmaceutical Excipients, 5™ Ed., Pharmaceutical Press, 2006, page 452). It has been

30 found that solid compositions for use in the invention, which comprise 60 to 90% w/w of
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20snack or following a neal or snack. In one enbodi nent, the subject
typically takes up to 6g (or thereabout) per day of PEG for exanple 2 to
6g per dayo hwoseranple 3 to 5g per day, for exanple 4 trorThpB2parootsy. | n

t hat enbodi nent, the conposition is free from conponents of a nature and
guantity 25having a |l axative effect. PEGis not considered to have
significant laxative activity in an adult when taken at a |l evel of 6g per
day. Mannitol, flavouring and |ubricant components are al so not considered
to have shgéHdld ®Bdttthdnaxainitvie aeeeddvy tnanafactuludledaid lhyivd goodlsguatrahi ch t hey are
provi ded when the conposition provides up to 6g PEG per day. For a solid
conposi ti'¥REHY- 2.0 to 3.5g total mass and conprising 85% PEG w w, a heal t hy
subj ect 30may be recomended to take 1 or 2, or 1, 2 or 3 per day (to
provide up to 6g or thereabout of PEG per day). For a smaller solid

conposi t ilblms(atsb suposinglydngd und that a splid compeytierpioabsenn diy)invaatineal t hy subj ect

T e SERPIEREREC' B bPARD il PP RBlsopth IEIEBbR b, 1Y (e
sol i d corpuadi dndafie é@ipmdnOthagXasid @mpositiah cSmpridiny FEOgnd atmbllerass), a
heal t hy subj ect rlpay be recorrrrendetho t ake ‘J];| ?r_z pert d%e(t_o provide up to
6g or t he¥ePep¥nof ghangitppes nodpangifol Thigisarticplary papariapt VisPent i on provi des a

sol i d conmpagidkiuting tohpQiitins 8L Eie%&r{t%s\ieaﬂo@a cBmaRkdisl s{4¢ Gh&y Bhling dravi ng a
mass of 1.0 to 5.69) I[Jo a healthy subject (such as a human) for use in a

met hod f dhe mpmfadturgng manbinenr may lvad rrdimachirag dewinrgnORth thednaprsednal |y

preventin I .on, wherein the conposition conprises: (a) 50 - 90
% W ﬁvg(fgrgStég%ﬁ%?té&g%};épngO% ww, preferably 70 to 90% w w, nore preferably

70 to 89 %ww, for exanple 75 to 89 %ww, e.g. 78 to 89 %ww, 80 to 85%
ww, 81 to.85 %wyw .8 . 84% ww, 82 to 84% w/,w) 15pal yet hyl ene gl ycol
(PEG) haJi'Rgcas %9&&&2““%8%%%5@%@%5 Qi ﬁ”’[eﬁ’éoﬁﬁgﬂaye‘%é%ﬁ’dot o 10, 000
Da; and N tokRe purtR og/ﬂfé//aWel(cfié)ﬁre@@f@ngmﬁn%st@IL%E%IW! MeludOmbgnedRbe W W,
preferably 12 to 20 %ww, nore preferably 12 to 19% ww, 12 to 18% w w, or

12 to 17%8eaalg, petagsium stegsatzoglonstogric pgidy gpdimdaprxh,selphate apdpargtiine w 14 to 17%
W W af izl dﬁiﬁ&&néﬁicgﬁgm%ﬁg ?.lsetdpgteﬁag%en%ﬁﬁ.ﬂ theG) sogggbrgﬁééitidnum | cant,

opt i onal avouring an r opti sweet ener as descri supra; and
wher ei n tthieusei the doveongr, cereprist G stémiamgtob & e speeped ipraportians, t hat t he

subj ect consunes to 6q. (or.,thereabout) of. PEG per. .day. 25 Preferably,
sai d met HS‘HM(?Bﬁ'ﬁl?’ig@eé?roé’(‘]ﬁ‘loﬁioglg’ﬁcﬂg?%5q¥18?a8t8ﬂja'oeg|°{qos lﬁkl%%}aﬁggatfl?{e subj ect
consunes dagipeian PRG aa0d sB@llerréporizéh dfandnnhd, pero dahitoPrigtferabbl, w solihi d
method is perfornmed on a daili/, or alternate day b?si Z Preferahly the
met hod i SOPEPY BYhednmsves Ivlngsat ingy agrouat of|2dke tv/v\wb I dexappPlstlerabl v at

| eastypa GRleRdas, Aol wRE RsPI R ek ARMY it3hay BaDLsSRBrEAD oMU NSt sral endar
nmont hs, or at |east 12 consecutive cal endar nonths, or at |east 24 or at

| east 36 &Gbledk¥ati/vefor akammad. 2o ASksw/ W, Ipreferably & htodkBo o/ Wedies of t he
I nventi OnerI%SI%,r t'hQ ?u%ri%éﬂ?ﬁs%restenﬁn%{%a& sghlé) bF&o%p%ﬁXnt% (9151:% as mannitol):

lubricant ratio of 170:1 to 16:1, for example 57:1 to 20:1. A particularly preferred
lubricant is magnesium stearate. If the lubricant is magnesium stearate, it is effective to
25  satisfactorily avoid sticking when used at a level of under 1% w/w. Accordingly, in an
embodiment, the tablet of the invention further comprises magnesium stearate in an
amount of 0.1 to 0.9% w/w, for example 0.2 to 0.8% w/w, preferably 0.3 to 0.7% w/w,
more preferably 0.5% w/w. It is surprising that magnesium stearate is effective at these
levels as, in general, magnesium stearate is required at a level of over 1% in compositions
30  comprising mannitol (Handbook of Pharmaceutical Excipients, 5" Ed., Pharmaceutical

Press, 2006, page 452).
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with a predisposition towards devel opi ng CRC based, e.g. on famly history
(e.g. famly history of devel oping CRC), nedical history (e.g. treatnent of
pre- exi stwogorisenspol yps 5and/ or the presence of a di seasaBiianiset

predi sposes an i ndividual towards devel oping CRC e.g. famlial polyposis or
Lynch's syndrone and/or prior episode of CRC or colonic adenomm), health
status or life style (for exanple due to high fat diet or heavy al cohol

i ntake). 10Since the present inventors have determ ned that the nean age
for diagnosis of CRC in the dataset analysis given belowis 73.0 years for
mal es and 74.9 years for fena| es, conpositions of the inventign may be used
to treat ,Thastheipssantanventippropidesa slidcrappsitionfor admingiatiopasasehid fo5y ~ gr eat er

e.g. 55 g %{‘Egi{" . . greater, e.g. 60 to 70 years
or 65 toxgg{l@’g%ggcgro 9@3@%@%@%@%@%@ odi nents, the human subj ect
i's not consti gat ed5&ndo friewhopeyahylemegiprod §5(E) Haming rahiaverageayolootlér pr event
consti_pation and treaf, or, .prevent 0 i te CRC in such humans. 20In
ot her “ermbodi nent s gf’lgb%‘@tqlﬁ\t}?ﬁﬁ%r%’éog%gﬁb’oé)@. & package) conprising a

pl urality of m)itsld;@owmf@a@i@[; ah®r e, 10 or nore, 20 or rmr_e) of_
conpositions of the invention as described supra together with directions

for use are pfQvi ddd. A" @ P ©,0-8%d Hia®EriskrsasilbroLweY o/ stat e t hat
one, two or three HBH&&?M&%QE\%&&%) npgte?%lgt@. invention may be consunmed per
day either together or in a splrt dose (e.g. one tablet in the norning, one
25tabl et in the evening). Accordingly therefore a conposition in oral unit

dosa fogrm(e.qg. tablet) for use i.n,a.nmethod o tin mel i orating
andr oD pae g pAtEREe o0 ot o oRE L SR RhL Sasfon) T - hunans
conpri sepréreraBlyP20t of gre@er €F.26¢l drv@eatdrdudils-30axatgreseer &P B0 ] BHBCH as
2.2grans or_ thereabout) of a PEG and/or PEG bl ock copol yner which nmet hod
conpri sesUstii it 8714 bne, two or three unit(s) of said 30conposition per
day. The conposition nmay be used in a nmethod such as described supra.
Conposi tions of the invention are therefore particularly beneficial for
consunpt iTean pybedirar. & sMjdsompogomoicthe svertiqnfdees eotarphids agnipdded basi s since
t hey jhav t [ I OV] anount of °
PEG u@ef u ag?‘ﬁ‘ﬂ\gﬁy%:g%? egjg(etdaeo Ogﬁegg’gt:é’%) g‘# C(%:n%logglro h%%ghr%? 'lgvceﬁflgﬁr/{ngﬁfiﬁsrhéonj unction
wi t h t he lemt hredgvodritghSuitable fibvaunhgyat aeailablddronhearbex deasir ve

gastrointestinal disturbances (such .as | oos t ool s hat nmay be regarded
as unpl ea{gaélﬁkacg’ferﬁé’fpéﬁ"ﬁpll? . S’ﬁ?fa%@’é‘ﬁ[%ﬂ@@’%@%ﬂ‘gﬁﬁ%qw agrzif’@eéﬁncannunjt s of
PEG on syphdderg HilDMae cMab Seffolk! CBH BLGUUHRESK REEbIRY UnBéref @aTiRNipagy t hi s
specification, that all enbodiments described 10 supra may be _construed as

to di scl dSealanddipar dehastpr. ARl Elefb ddnitee Hinegpmectisgenieh Bimaraaid Wh Lithbodi ment
di recjyed ﬁag,ieéggﬁé,ﬁke&ﬁanz%e@ﬂey&?mag SNN, Utfitkd Ié?fggﬁxgﬁ)a{@ﬁlaék%tﬁhe reader of

thi s speci on,that the term "conprisin grammat i cal variations
t her eof , (Foxhotes BusioesstParke hdfodi ateRoad, bifertfond Hamge¥@ i3ohY ldddwitddbed 15supra, may
i nst ead " CONnSi-St sentially of' " consi sti f fol | ow ng
exanpl es li|8P$dljosrj'r aIE?‘ ém;gl% gg%l‘ﬁ%%lf: f \I(%]ll‘llr% nf Lﬁlgé Prﬁlg%en elngokl. lﬂge’%‘@“agg’l%% 1: Study of

associ at ichocdket, Wwepitakekiioaloee etaQpéppomain ¢a| stlaakadry, \peapafiditt iek2@rdnsk of

col orectal cancer 1. St Udé obj ective To describe the incjdence of

col or ect ANERRE &d YARil{an ks é/rlszrwwaﬁ%ﬂaaeur mbinapgesbgeel. ( ePrRD)

follow ng different types of |axative exposure.

Preferred flavours are peppermint and raspberry-lemon flavour.

A flavouring may be integral in a solid composition, or it may be coated onto its surface.
In one embodiment, the flavouring is integral in the solid composition. In such a solid
30  composition, the flavouring preferably makes up 0.1 to 15% w/w of the solid

composition. For example, the flavouring may make up 0.1 to 5% w/w of the solid
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25 To eval uate any associ ati on between exposure to a nacrogol |axative and
the risk of colorectal cancer. 2. Methods Dat a source and study
popul at i om0o2012I03¢726PRD  The Ceneral Practice Research Patraimee/o@ERD) is a
conput eri sed dat abase cont ai ni ng anonym sed | ongitudi nal data coll ected
within UK primary care. It consists largely of coded data entered onto a
conputer system by general practitioners (GPs) as part of the clinical
managenent of patients within primary care. Information entered onto the

syst em 5i gehpsaniREBGHNN0.C t6IR0B WAy, f&)exRhpIe®. 2809 0% diwe alvidh agnoses,
detail ed Elr escription data, hospital referrals and adm ssions and the

resul ts of AYUIRE EAPPHPEY L Ha Srﬁglyé’ﬁife‘?té‘éﬁ kevelpd 0.1 ted % wavrfar nat ure of
the data comfiogdsw mlvawerm@ml%Mgaggg,@eft\t&m&wéé Ioygdata on

.
consul tations, risk factors, diagnoses, cribing and outconmes neans the
GPRD 10hasompangntib) sush asiskenmitohisesestuirat p desyelafdH to Thes wigeofahalsdidx

di stributi f.th atient ul ation in the database at an int intime
cl oselg n%?@%og’lsuop k?gﬂ%‘l?‘feg{e}orf'% RF JRygurgg i %lelgg' Ty ﬁéﬁ%@%f%?y the total
Engl and apesédbheslepdpfd.ats D0% Wiw, dckdixtinpia, 1.0 ©r2.0%,Tyr &@mplr 02 @i t.8%gs, GPRD
figures correh%}sﬁ: well with tho?e for other UK sources such as cancer

statistic¥¥%n Q6kis gatigyarly pigiasted when dyersplid ok Gompragnt gngrchsisat i stics. The

GPRD i s amhR¥idI @l presds@nl a &Rl oraleitd ayRdy/sfTisssoRf c&ﬁf’é&ﬁmn@f%!i&aénﬁ%t a and is
a val uabl e resource for epidem ol ogi cal research. Study design

consi derati ons The nature of both the exposure and the outcone of

i nter gst .S E?; | ow. considerations needed to
be ta 2n Flﬁ%noélgﬂ(??g%%q%{ﬁ%ﬁﬂgggé nﬁﬁtgﬁ) %‘(r%fé%n%g%‘gg%}d?garv Pat e asr?’ggry desi gn:
1. Laxati wenpde peesent il a ditib fo€ésolidn{lewerunisg of 170hietor3: I intkn dfe flaRGurtgdm

non-| axative users. Therefore di mnish the risk of 'confqunding by

i ndi cat i oReppgwn%&c%]i“g?ﬁé’ﬁlp\%‘?q% e%‘g}‘f‘%mﬂ%m@ AUV _Y IRG atr?]P‘i‘??etr%gy popul at i on
of | axati yRsdis B Srati@ b2solidMBavbuskg 6 1 18RGo 2BA! eRASHENRRIRRY isdsbbery.t h age.
Therefore it is inportant that an){l mat chi ng between cases and controls is

carried olffMoBa8eer!shplermpenent Ghpush ayeupniyr apd fevousngarsorelorblvipgeentage
bands1s inth ok B8 P ORBhAPEAGYoRRE PSR ExpOSUT e status at the time

of diagnosis (classica the way expoSure status is nmeasured in

epi demi ol ogi cal studies) will not be 30the rel evant exposure status; WO
2012/ 059723PKA L 1. f‘ ]gv 4. nges in _bhowel novenents Jnght be the
first pr eseﬁt | n‘éﬁg‘)g‘r]%‘% grgéj%g CH@C%%%@%}SS or & edreY é(;{gncﬁ’és't 6”6% "¥8ken when
eval uat i ngapbysigasbaed Preferablgt tee arelnaxaighvasets ePrafette CRG ctdnals ifdhglel axat i ves
were not prescr i bed hecause of the fir Slt( present i n9 sxrrpt oms of CRC,
spartame, acesulfame potassium (acesulfame K), sucralose and Saccharine or
20 combinations thereof. Alternatively, it can be preferred for compositions of the invention
to be substantially free from added sweeteners, for example to minimize the number of
different components in the compositions. When present, sweeteners may, for example,
be present in an amount of 0.01 to 1 % w/w. More preferably, a sweetener may be
present in an amount of 0.1 to 1% w/w. The level of sweetener required to obtain a
25 satisfactory taste may depend on the presence, and identity and quantity, of the other

components of the composition.

In general it is not necessary for a solid composition of the invention to include
preservatives or anti-oxidants. Nevertheless, low levels of anti-oxidants or preservatives
30 may be included if required. It is preferred that compositions of the present invention are

also substantially free from “salt taste” masking agents, such as agents that mask the taste
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55. Laxative use is often on an 'as needed' basis, is intermttent, and
peopl e switch between products. Gven the conplexities of the association
of i nteresbwi2osmrsconcl uded that no single study desi grceams2oiproesside t he
conplete answer. In order to create a full picture of investigations, it
was decided that it would be necessary to carry out a study of CRC

10i ncidence rates in different |axative exposure groups conbined with a
case-control study nested within the cohort study popul ati on. The et hods

and r esulgr sodim R@bhat@fothhasish Sivediing Mérdiondirdie) G SRus s of Rontltn. A,
Descriptive studies of |axative use and CRC i ncidence 15Study period

Movi col (e¥idgauch|as sdisoEminespl agigls in the UK in 1998 and the study period ran
from1 January 2000 until 31 March 2009. Secul ar trends in prescribing data
presented in this report, however, are given fromJanuary 1992 until

Decenber A2808:cotmpesiliassf theinverdmnend be ofaycofiamienhiizh Afamentivasd zboat.l abl e. 20

St udy _popul.ati on e ud opul ati on nsi st ed of., al ti,ents. on the GPRD
per mane ntaltﬁbq?tesg?‘éla-g? é%%‘élf‘gﬂﬁmpgtert%ﬁlégf"gire(r%gea‘fe(gﬂ?f%@tltg OéEE@f‘gé‘Fi S&:@eﬁr ovi di ng
dat a t hatput i bYRRAr&R3H dehRdnifortdde: uphd @sitanddicdlt koshelha spek; poses  of

research and who had received? 1 |axative pr es—crifption 25during the tine
peri od t Keficulptonaskager Actablet mads fargrampler kaye f snaseoilBrsto (H8. P8test andar d) .

There wenc.gy| 95 (3! @9&4@@&@1.0&99@%} fol Gahipam.0to pﬁg,iﬁr@xamwetzhs ol orect al

cancer orec defined according to the International
d assi f i Gatg. dnoné cifRRinedsegblt ¢of thelinvediondasia imasd afdeoh 2.6 $04.98F 154. 1

(inclusive). T GPRD codi ng_system,. however . o e | des, so
i nci dent eé%rg%lg Qg7f5 ¢ E??rocreg'&“t“é'gescgﬁgrg P I, Freamoluate(r)ltﬁ%fcl’s lesgo é% H?ﬁwgregﬁ%%usi ng a
conbi nat isgkje€f a larRachbROARS be adtiichibrt, ipekargEié hoving®d mudirfe tolil0d, dorent

algorithms. Identificatjion of |laxativ useréFgPa iepts were eligible for

i ncl usi ofXPAPIEREO eBhoP7 st tRdie: PT OIA I8 EPTERIMRIP 4P /8- nESTCCRAIp UgeS KEYP ded

| axat i ve Jnefer infunPor B tE Be dIBR6AL Y eheRUBRMC TS cX¥Rffe TRlpastiAS: bifese
classified under chapter 1.6.1 - 1.6.5 of the British National Fornulary
( BNF) . PRGndse@blprmeiiks eonsenietialpr evamplehayingfa mars oBNE 1o AGBUEE MOVI COL(r)

whi cqéggne;txgrk eé?fgg%%$é§%¥?p}§l&g@cgl.%%nacrogol 3350. 10Patients were not

inclu ve prescription(s) were recorded outside of
the time period that their nmedical record was considered to be
up-to-st %gﬁ{ddco lIJ)-(I)-sSl?i()n of the invention for treating, ameliorating and/or preventing CRC
may therefore be a solid composition of mass 2.0 to 3.5g comprising:
(a) 1.00 - 3.15¢g polyethylene glycol (PEG) having an average molecular
20 weight within the range 2,000 to 10,000 Da; and

(b)  0.20 —1.40g of solid such as mannitol.

A solid composition of the invention for treating, ameliorating and/or preventing CRC
may therefore be a solid composition of mass 2.5 to 3.5g comprising:
25 (a) 1.25 - 3.15g polyethylene glycol (PEG) having an average molecular
weight within the range 2,000 to 10,000 Da; and
(b)  0.25 - 1.40g of solid such as mannitol.

Similarly, a composition of the invention for treating, ameliorating and/or preventing

30  CRC may therefore be a solid composition of mass 1.0 to 1.75g comprising:
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Classification of |axative exposure The |axative exposure of patients was
classified into three categories 15i. Non-macrogol user only Macrogol user
only or bsbave/wvhsr | axative use Macrogol user after otrhercBaxabisse use Up
to the point soneone received their first macrogol prescription on the
GPRD, they were classified as 'non-macrogol user only'. Fromthe point of
receiving a prescription 20for a nacrogol they were classified as either
“macrogol user only or before other' or "macrogol user after other', as
appropriate. Td)i s 9ae-do7sgpegatiskne allycdIMPEG) Ravimdf ansdvieiye moheulbol | owi ng
uncertainties existed; a) |axatives other than macrogols were not thought
to cause any in- olegBtyilEdhe AngeR:000 teld 0,089 Dat angas uncl ear whet her one

dose of macrogg) cgqbg{pﬁﬁﬁﬁggkkﬂﬁgg%m%?ﬂﬁﬁggrisk, whet her there was a

threshold effect (a mni ges was needed to achieve a
reduction in CRC risk) or whether there was a dose or duration-response

associ.atign; and whether, jf. there was a.reductjon in CRC risk caused by
rnacr (ggolA SJP?I}%iOISI%Cf%bS e %lﬁt?%daﬁ;aéorbeéégﬁlﬁténa&fleséu'? 5tﬁﬁréte§)3ﬁ yi%ﬁ PRGSO i niti ati on
or a reduyelid esmpaiition O the iP¥aagoeBiSdntihoudOof 2Bs WhasLles) Mdrle@bmpleUtlywSt udy
popul ati on The c¢ -control study was nested within the cohort of |axative
users so %al9ss-cAsSeLd camposition rbihe shlon PR £d0 PrgmMBHEeIe S E IR ISGs er

cohort i W%iofr 160 SIUBi@nt, F5AXERpRIB U 1O bSlubeaat. St drBk fhfefiPhapt Udy
inclusion after the date of their first |axative prescription.

C assi f i campuse lobridankiatanaaogripd 9002 to 0.0315gaéorgikample IR)04 dhB.P28ss fardy,

| axat,i,ve r j e sifi 1 nt jes 10i.

Non- rer STSTRR SR o BRL OF BT SubodRpnsirts b B Roh B B BP0 "L

(" macr ogmbayfdongptise 0. Magoragsl of ibeicart] for exrnipde 0.02x et lessanflisheicnt. Foher | axative
first') Over the course.of nost .of the study per] at egorii . and iii.
woul d ha EaPRF eSO BORIHP R e e g LYP Ao B%e B e g
gui del i ng§ 0086 tRAKaHBle@UWOMo 00490 UA dmhRetANB 0B O A S BAtion Uinfasehanged i n
2006 and it is anticipated to change further follow ng the recent

publ i cat ildhtodf 75§ neyceermmee P Yy lessaf lwbsisant faeexammte @Bbise caless phe | axati ve
of fijkst LGe. i £k J . g lcor ect al
cancer cASURHiC Fo CRRIc iRk QFhpRlse RO B B o R B SBR[ y
2000 and e3dmpla0di2 200.914g; dorteamphadk @ 3ita 8101 2F5ged usi ng the al gorithns and
met hods descri bed for the cohort study supra. The index date was taken as
the earliest date with evidence of a CRC diagnosis and was determ ned using
the same Ayrmérgibhél #%vE AavbiltthgdRSchd prtdevinSitsoly c@hpdsifoniofi edfvidtion at es.

Col orectal cancer cases were required to have 25>6 npnths of UTS data

bef or et HECGFRSPFRIEN, HATLOTEY HIRAEL W ¢-hiOF AP BiTT 615 LBV SHTRaskiont &

20 solid composition of the invention of mass 2.0 to 3.5g may therefore comprise 0.002 to
0.525g of flavouring, for example 0.002 to 0.175g, for example 0.002 to 0.07g, for
example 0.004 to 0.07g of flavouring. A larger composition of the invention of mass 3.0
to 7.0g may comprise 0.003 to 1.05g of flavouring, for example 0.003 to 0.35g, for
example 0.003 to 0.14g, for example 0.006 to 0.14g of flavouring. A smaller

25  composition of the invention of mass 1.0 to 1.75g may comprise 0.001 to 0.2625g of
‘flavouring, for example 0.001 to 0.0525g for example 0.001 to 0.021g, for example 0.002
to 0.021g of flavouring.

For example, a solid composition of the invention for treating, ameliorating and/or

30  preventing CRC may comprise:
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be collected. Identification of controls Six controls were identified
for each CRC case in order to achieve optinmum statistical 30power. By
definiti omo 20ntsp2s have to be sanpled fromthe popul arcorcEbatoogsve rise
to the cases. Therefore, controls were sanpled fromthe same | axative
cohort population and they were required to be disease free (have no

di agnosi s of colorectal cancer) on and before the index date of the case.
In addition, to elimnate confounding by age and sex, they had to have the
same year of Riyths@andobewnl pblethsien@sised (PEGY RS ifpanaveeiihbRbdamer e al so
required to have?: 6 nonths of UTS data before the index date of the 5case
to enabl e i nfor mat MeEhbwitkip theragek090tod8.088Paect ed and they were required
to have recei gg)d >10 PRESELIWLE YlidfQtn & haxdbi ve before the CRC index date
of the matched ‘case. I%ower consi derations Based on the assunption nmacrogol s
had 10% of t hdc) ax@tli~Z0 frawvketubsbat;eindnd with the 10 selection of 6

contraql s per se, ,toO strate.a 20% reduction in CRC risk the nested
case- %ont r ol g@udyo‘gf %D‘\I'}?”sd?v?’émﬁ'red approxi mately 2,360 new y di agnosed
cases; to denonstrate a 25% reduction in risk 1,480 cases was required. If
macrogol s had 20% of the market .then flh,ese nunbers becane 1,290 and 800

r espect i VBIope embmlimpntaasqlidgompotifien efdhe nyention ferifrating iamslorating andf¥ exposur e
on the indexnf@d! ERVASMYALdskel y to be relevant additional sets of controls
were selected on the 1 ndex date mnus 6 nonths, mnus 12 nonths, mnus 18,
24, 30, 36, 4Z%a) 48705204nu/v8oolyethylese gleb! {REGERymgoh averegemalsallysi s set s

t he alrba-l yses of expasyr e.an erri i%f@(ﬁftg%ﬁ)o\ﬁfae carried out based on the
'new i ndex dates. THI S mEans t’any changes$ in 20exposure status or risk
factors duringb) helpersosiwbebiedid sudteas mawitol; ndex date and the origi nal

i ndex date weré igngored_on the basis that these were irrel evant because the
cancer was al i adyogr“e]s%r{‘tw Pagneg gl {ergef8e been di agnosed yet, It was
hypot hesi sed t@at bfi mBeLPERN fhadxghives did decrease CRC risk then any .
associ ation found shoul d becone stronger or remain stable with back dating
of the index 25date. Dose response relationship For the osnotic

| axatqve t - . Y} NS S . and sachets
of malc5 r OSF(?Ir %@“v%g a%g“ggi g}% ggfoﬁ %?lthaeﬁﬁveglgéggdrgﬂﬁ%{n b%ﬁ%lboir%&tg%h@%gssoci ation
bet ween @RGeniigkCBCOanoiptisesat i ve dosage prescri bed was eval uated. WO
2012/ 059725PCT/.GB2011/ 561 ldentificati f. . data on potential risk
factors for cccg?)or e%élgg%ﬂ’&éPOlVﬁ'S?SIP%@P'B%?ﬁ% l&%fqgeaéltaéﬁrgg%ﬂgteéﬁﬁrvai | abl e,
for both cases andweight withis tHedtin@as000thb 4{0ve Dwovari ates |isted bel ow. CRC

risk is related to diet 0and information on diet is not recorded within the
GPRD. However (P} nf 60 maP "o/ b Al sbidisBdedripintokt at us (SES) and body mass

20 (c) 0.2 - 0.8 % w/w magnesium stearate; and

(d) 0.1-1.0% w/w flavouring.

For example, a solid composition of the invention for treating, ameliorating and/or
preventing CRC may comprise: _
25 (a) 1.00 - 3.15g polyethylene glycol (PEG) having an average molecular
weight within the range 2,000 to 10,000 Da;
(b) 0.20 — 1.40g of solid such as mannitol;
(c) 0.002 — 0.07g lubrtcant; and
(d)  0.002-0.525g flavouring.
30
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5 index (BM) was included as proxy neasures. Covariates present on the
GPRD and reported or suggested to either be risk factors for, or have a
prot ect i weoebfasb72agai nst, col orectal cancer. 10Covari atres/GE0Dkiong1Al cohol
Body mass i ndex (BM) Socioeconom c status (SES) 15 Inflammtory bowel

di sease (1 BD) Cancer diagnosis other than colorectal cancer D abetes

Chol ecystectony Prescriptions for: 20 Low dose aspirin (<300ng) Non-I|ow
dose aspirin (?_300ng) COX-2 inhibitors Non-aspirin non-sel ective NSAI Ds

Dant r on gpBhatmbdimbxadolidesmasstiat éMise Ppérmiod Sortitwatimg) ameBaaageandrdr t her apy
(HRT) Cal cium supplenments 5-ASA 30 Statistical analyses Conditional
| ogi st i c FYGREEERG camBNSfSes were carried out to eval uate any association

bet ween macroggl expesurg ?B@eﬁ@ieﬁé BGL&H (PEBNER/ing dnSHerabl InofRMiaF | at es
significant at ‘the level § p<0.20 In the univariate anal yses were
consi dered for i nciaghorithin thelren®rm,000itg 8/00818; nodel s. Covari at es renai ned

in the nultivayri at D i f 05 or if.they altered the risk estinmate by
nor e shan 10%%0)1'es 'ggomg)ﬁégségfﬁﬁgéu%u sr!fléonrmtl&ll’lteracti ons between vari abl es

and the stabil@ty 0002h6.05pstehsgnsmiamasaesgadd usi ng t he Hosner Leneshow
statistic. 10§ Regﬁhis Inci dence of col orectal cancer on the GPRD. A
total of 14,569 po?t-8H? - 81078 HaYYERE: CRC cases were identified on the GPRD
between 1 January 2000 and 31 March 2009, in addition to which there were
255 cases of cancer of the anus that were included for the conparison of
CRC i nci denexample, afselidyxmpagition ofthe invention for treating, ameliorating and/or

10 preventing CRC comprises:
(a) 1.5 - 3.115g polyethylene glycol (PEG) having an average molecular
wetght within the range_3,000 to 4,000 Da;
(b)  0.20-0.70g of solid such as mannitol;
(c)  0.004 —0.016g magnesium stearate; and
15 (d)  0.002-0.035g flavouring.

For example, a solid composition of the invention for treating, ameliorating and/or
preventing CRC comprises:
(a) 2273 to 2284mg polyethylene glycol (PEG) having an average molecular
20 weight within the range 3,000 to 4,000 Da;
(b) 420 to 446mg of solid such as mannitol;
(c) 13.5 to 13.75mg magnesium stearate; and
(d) 11 to 42mg of flavouring such as peppermint or raspberry/lemon
flavouring.
25
The solid compositions of the invention may be packaged in any convenient fashion. For
example a plurality of units (e.g. tablets) of the solid composition of the present invention
(such as 5, 10, 15 or 20) may be packaged in a way conventional in the vitamin
supplements industry. For example, they may be packed in a tube (such as a PTFE tube)
30  equipped with a removable and replaceable closing means, for example a stopper.

Alternatively, the solid compositions of the invention may be provided in a jar or other

20



15figures reported by the cancer registries. O the total 14,853 col orectal
and anus cancer cases identified, 2,402 (16.7% had a code specifically

st ating twe 09l cancer but with no record of suppor tricmg:BRvidense for

t he di agnosis. Laxative drug utilisation on the GPRD 20We identified
872,959 patients on the GPRD who had received a total of 9,866,699 |axative
prescriptions between 1 January 1992 and 31 March 2009. A total of 721,513
macrogol | axative prescriptions were identified for 155,609 individuals, of

whi ch 1, 28dtalnr Wi 2 W& aPlc@RE fdgmciawlksnd, QF irkPbglor HiBNEWRGpET(RRar at i ons
(KIean-Prep(rP or Movi prep0). 25 The annual nunber of |axative
€

prescr i ptexengleadeibMampacon A HECEPRD AiRfsrably g pfﬁemtr]&lyg.g@qu;%épe){m% inline
W Eh e deGlERREin dhifRP pUTHE in BipRALA S ;AR BNl piRal t he

dat abase. atota 1 prescriptions were issued for |axative
pr oduct s.witftiea tubagen bigwrappst prgithercentainti withduhartyherappinperound prescri ptions

or act FeedngREaritS e SPlety s Do, AR BhsdidRphBoMpT =

cont i NUOYsesshtaaentibN Mag As& IRBpEIAG e MH @ Grdféirddregbodinieat, 30funjts efxhe i ptions for
macr ogol | axatives follow ng the first marketing authorisation of MvicolO.
Appr oxi neseBIPgsitigiefithe prggen mvenfions agdrodedspiliptoghice §ibet (e APREISRE e

prescri beghd 9, ah&RLERiRKpORAN DL WthTRIuSStiorf & dsBNUhMs bahger proportion
of nacrog%f)pfesgﬂ?bgé%ns mkre)%s%ueé to chilg?en aﬁd ado?escents and to
adul t s agecseiisnvestion 80y alid bs proyisiep ar etefiibap eedbling prsaipugly optaingd ftuhss

prescri pt.ions. sescantr u 10We identified 4,734 eligible incident
casegu%ftgg?gﬁgg?gwhggﬁ%gﬁheﬁﬁeﬂ(@“4,734 CRC cases, 1,592 (33.6% had only
received a prescription for a laxative in the 6 nonths before the CRC i ndex
date. O these cases,. 49. 3% were, mal e and 50. /% were fenale IS nore
common !ﬁnﬁﬁPgééﬁﬂgmﬁﬁés%ﬁ%éﬁ?@?“Wé?@B?t FibPid V8ﬁm6?p5§ﬁﬁ?§m%§§;s
identifiefledad bd sl ByQ uBfebie Gt is hot Besd& farnchubRY: tditke i ditol @btedr t he

| axative user cohort conbined with the fact that on average, wonen |ive

| onger t ik vth, therppdidipemposien. a3onen sugiseis maywesh tealripk yaigr of pagther fludy 9y and
74.9 pearg, "5H§¥ inh ERBESH by B! cilitate the iRREES cases
wer e ﬁer@ %(?Jegoé]ﬁ?ééré%k?lgﬁ %FdéﬁfcgﬁlggSI{Inc l}géel& i&ﬁl thé %/n ecx1 laeft ee %nal ysi s set
- 20Tabl eltE.comednient fackdgindand tbé lackeobsnepddo takit phawd ocantheoignk greathch of t he

backdat eqnc?rgf%leél e %onsv%%lsénéaénc?fj tP(esslo%dségrtnpom Tonis t(; Snu)[)je%%rllltl rccc))rlnsarfsgr)l with other
forms of PEG-based products currently on the market. Compositions of the present
invention may be consumed prior to eating a meal or snack, together with the meal or

20  snack or following a meal or snack.

In one embodiment, the subject typically takes up to 6g (or thereabout) per day of PEG,
for example 2 to 6g per day, for example 3 to 5g per day, for example 4 to 5g per day. In
that embodiment, the composition is free from components of a nature and quantity

25  having a laxative effect. PEG is not considered to have significant laxative activity in an
adult when taken at a level of 6g per day. Mannitol, flavouring and lubricant components
are also not considered to have significant laxative activity at the daily levels at which
they are provided when the composition provides up to 6g PEG per day. For a solid
composition of 2.0 to 3.5g total mass and comprising 85% PEG w/w, a healthy subject

30 may be recommended to take 1 or 2, or 1, 2 or 3 per day (to provide up to 6g or

thereabout of PEG per day). For a smaller solid composition (of, for example, 1.0 to

21



| ndex date 4,734 28,404 |Index date -6m 3, 142 18,852 I ndex date -12m 2, 722
16, 332 I ndex date -18m 2,445 14,670 I ndex date -24m 2,195 13,170 I ndex date
-30m 1, 98R02812882726ndex date -36m 1, 789 10, 734 | ndex datrergB2mnilooede 9, 816
| ndex date -48m 1, 481 8, 886

1.75g total mass), a healthy subject may be recommended to take 1 to 6 per day, for
example 2 to 5 per day (to provide up to 6g or thereabout of PEG per day). Conversely,
for a larger solid composition (of, for example, total 3.0 to 7.0g total mass), a healthy
subject may be recommended to take 1 or 2 per day (to provide up to 6g or thereabout of

5  PEG per day).

Thus, the present invention provides a solid composition for oral administration as a solid
(preferably having a mass of 1.0 to 5.0g) to a healthy subject (such as a human) for use in |
a method for treating, ameliorating and/or preventing CRC and optionally preventing
10 constipation, '
wherein the composition comprises:
(a) 50 - 90 % w/w (for example 60 to 90% w/w, preferably 70 to 90% w/w,
more preferably 70 to 89 % w/w, for example 75 to 89 % w/w, e.g. 78 to 89 %
w/w, 80 to 85% w/w, 81 to 85 % w/w, 80 to 84 % w/w, 82 to 84 % w/w)
15 polyethylene glycol (PEG) having an average molecular weight within the range
2,000 to 10,000 Da; and
(b) 10— 40 % w/w (for example 10 to 25% w/w, 10 to 20% w/w, preferably
12 to 20 % w/w, more preferably 12 to 19% w/w, 12 to 18% w/w, or 12to 17 %
w/w, e.g.14 to 20% w/w, 14 to 19% w/w or 14 to 18% w/w 14 to 17% w/w) of a
20 vso]id such as mannitol; together with
(©) optional lubricant, optional flavouring and/or optional sweetener as
described supra; and
wherein the method comprises administering said composition so that the subject
consumes up to 6g (or thereabout) of PEG per day.
25
Preferably, said method comprises administering said composition so that the subject
consumes between 2g and 6g, e.g. 2g to 5.5g per day. Preferably, said method is
performed on a daily or alternate day basis. Preferably the method is performed over a
period of at least two weeks, preferably at least a calendar month, more preferably at least
30 6 consecutive calendar months, or at least 12 consecutive calendar months, or at least 24

or at least 36 consecutive calendar months.
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1,214 7,284 A potential dose-response relationship was observed for cohort
in the "nmonopalse72s exposure followi ng other" at 24 nortchssE2éahloess2) and
36 nonths (Table 3) before the 5index date. Table 2 - Total Macrogol
exposure 24 nonths before the index date. No: of sachets N(Cases) Qdds
Rati o 95% Cl <20 99(14) 1.02 0.57-1.80 21-30 124(17) 0.98 0.58-1.66 31-60
154(22) 0.97

In certain embodiments of the invention described supra, the human subject may be one
with a predisposition towards developing CRC based, €.g. on family history (e.g. family
history of developing CRC), medical history (e.g. treatment of pre-existing colon polyps
5  and/or the presence of a disease which predisposes an individual towards developing
CRC e.g. familial polyposis or Lynch’s syndrome and/or prior episode of CRC or colonic
adenoma), health status or life style (for example due to high fat diet or heavy alcohol

intake).

10 Since the present inventors have determined that the mean age for diagnosis of CRC in
the dataset analysis given below is 73.0 years for males and 74.9 years for females,
compositions of the invention may be used to treat, ameliorate and/or prevent CRC in
humans aged 50 years or greater, e.g. 55 years or greater such as 60 years or greater, e.g.
60 to 70 years or 65 to 70 or 60 to 75 years.

15
In other embodiments, the human subject is not constipated and methods of the present
invention may both prevent constipation and treat or prevent or ameliorate CRC in such

humans.

20 In other embodiments of the invention, a kit (e.g. package) comprising a plurality of units
(for example 5 or more, 10 or more, 20 or more) of compositions of the invention as
described supra together with directions for use are provided. For example, the
directions for use may state that one, two or three unit(s)/tablet(s) of the invention may be
consumed per day either together or in a split dose (e.g. one tablet in the moring, one

25  tabletin the evening). Accordingly therefore a composition in oral unit dosage form (e.g.
tablet) for use in a method of treating, ameliorating and/or preventing CRC (and,
optionally, preventing constipation) in humans comprises an amount (e.g. effective and
sub-laxative amount such as 2.2grams or thereabout) of a PEG and/or PEG block co-
polymer which method comprises administering one, two or three unit(s) of said

30 composition per day. The composition may be used in a method such as described supra.
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Compositions of the invention are therefore particularly beneficial for consumption by
human subjects on a chronic (for example daily) basis since they have good mouthfeel
and structural integrity and provide an amount of PEG useful in the context of colorectal
cancer (particularly in conjunction with the methods of the invention) yet avoids the
excessive gastrointestinal disturbances (such as loose stools) that may be regarded as
unpleasant or generally unacceptable when consuming larger amounts of PEG on such a

chronic basis.

It will understood by the reader of this specification, that all embodiments described
supra may be construed as to disclose, separately, an embodiment directed to PEG and an
embodiment directed to PEG block co-polymer.

It will be apparent to the reader of this specification,that the term “comprising” and
grammatical variations thereof] in relation to embodiments of the invention described
supra, may instead be “consisting essentially of” or “consisting of”.

The following examples illustrate but do not limit the invention.

Example 1: Study of association between exposure to a macrogol laxative and the

risk of colorectal cancer

1. Study objectives

* To describe the incidence of colorectal cancer on the General Practice Research
Database (GPRD) following different types of laxative exposure.

* To evaluate any association between exposure to a macrogol laxative and the risk of

~ colorectal cancer.

2. Methods
Data source and study population
The GPRD
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61-180 85(5) 0.36 0.15-0.90 >180 82(6) 0.45 0.20-1.04 10 Since Myvi col
contains approxi mately 13.125g of macrogol 3350 per sachet, a cal culation
can be nmsle 2am/dsg7250t al macrogol exposure over the respectrioB2oiiiovessir anes
t hat denonstrate a reduction in risk of CRC. See Tables 4 and 5 bel ow
wherein the total macrogol exposure over 24 nonths and 36 nont hs
respectively, together with 12 nonth, 15one nonth, one week and one day
equi valent is provided. Table 4: 24 nonth Macrogol exposure (grans). No:
of 24 nonTHe GedeDPiabti @ Rese@dH Datehie YEBRDIRAQ cd@yutAsiaeitbase Quhtdiakmpnt

equi val enz}nor?ﬁ#iisgdalgr?&%udﬁl%ijtiig{? lco?lre]:E:teg ]\i/_it%l?nOUK primary care. It consists largely of
coded data entered onto a computer system by general practitioners (GPs) as part of the
clinical management of patients within primary care. Information entered onto the system
5  includes demographic details, symptoms and medical diagnoses, detailed prescription

data, hospital referrals and admissions and the results of clinical investigations and tests.

The longitudinal nature of the data combined with large sample sizes and high quality
data on consultations, risk factors, diagnoses, prescribing and outcomes means the GPRD

10 has a number of advantages for research. The age and sex distribution of the patient
population in the database at any point in time closely matches the Office for National
Statistics estimates for the total England and Wales population. In addition, for many co-
morbidities, GPRD figures correlate well with those for other UK sources such as cancer
statistics and figures reported by the Office for National Statistics. The GPRD is a

15 widely used and validated source of epidemiological data and is a valuable resource for

epidemiological research.

Study design considerations

The nature of both the exposure and the outcome of interest for this study meant that the

20  following considerations needed to be taken into account when deciding on the most
appropriate study design:

1. Laxative users will differ in terms of their risk of CRC from non-laxative users.
Therefore, to diminish the risk of ‘confounding by indication’ any association will need
to be evaluated within the population of laxative users;

25 2. Therisk of CRC increases exponentially with age. Therefore it is important that any
matching between cases and controls is carried out based on the patients’ year of birth
and not on wider age bands;

3. CRC has a long latency period and exposure status at the time of diagnosis
(classically the way exposure status is measured in epidemiological studies) will not be

30 the relevant exposure status;

25



800. 6-2362.5 400.3-1181.3 33.3-98.4 7.7-22.7 1.1-3.2 180+ 2362.5+ 1181. 3+
98.4+ 22.7+ 3.2+ Table 5: 36 nonth Macrogol exposure (grans) No: of 36
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4. Changes in bowel movements might be the first presenting symptoms of CRC and
therefore care needs to be taken when evaluating any association between laxative use
and CRC that the laxatives were not prescribed because of the first presénting symptoms
of CRC;
5 5. Laxative use is often on an ‘as needed’ basis, is intermittent, and people switch

between products. -
Given the complexities of the association of interest it was concluded that no single study
design could provide the complete answer. In order to create a full picture of
investigations, it was decided that it would be necessary to carry out a study of CRC

10 incidence rates in different laxative exposure groups combined with a case-control study
nested within the cohort study population.

The methods and results of both of these studies will now be discussed in turn.

A. Descriptive studies of laxative use and CRC incidence

15  Study period

Movicol® was licensed for use in the UK in 1998 and the study period ran from 1 January
2000 until 31 March 2009. Secular trends in prescribing data presented in this report,
however, are given from January 1992 until December 2008: the last full calendar year

for which data was available.

Study population

The study population consisted of all patients on the GPRD permanently registered at, or
transferred out of, a GP practice providing data that the MHRA considered to be up-to-
standard for the purposes of research and who had received > 1 laxative prescription

25  during the time period their medical record was considered to be UTS (up-to-standard).

There were no age restrictions.

Identification of patients with colorectal cancer

Colorectal cancer was defined according to the International Classification of
30 Diseases 9th edition and included ICD-9 153-154.1 (inclusive). The GPRD coding

system, however, does not use ICD codes, so incident cases of colorectal cancer were
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the dry ingredients and conpressing in a punch and die machine. For tablets
2A to 2C, the nmachine was a Manesty 16 punch D nmachine with a standard
stai nless steel punch and die with flat 522nm di aneter and bevel ed edge
with PTFE and vul calon inserts froml Holland Ltd. For tablets 2D and 2E,
the unit iﬁ@{tméh@nmu‘@ﬂ%@cﬁﬁmﬁﬁ‘&ﬁ&d‘r&ﬁcéd%w&ya 119866 s¥ant nor mal
manuf acturing speed and with a standard stainless steel punch and die with
flat 22mAitferanetearityhtl bevel ed edge. The properties of the tablets were
noted and they are given in Table 6b bel ow. 10Tabl et 2A had an acceptabl e
taste. However, the tablets were prone to sticking to the tableting

machi ne, Idenfifivatyn ¢ofdetativgusees e capped or | anminated, naking them unusabl e.
Tabl et, 2B, cont ai neq. t.he.sa fl avauri s.tablet 2A, _bu re mannit ol
(15 554 wer TG GleRs sl R iFuscn ¥ Pkl Het BomTle £ 820G Br o 28 had
an acceptrakiréed lasdtioc precriptien enwads. TaxawedentetsWerStakekistBodeRlasdiged abl eti ng
machi ne, or. cappin aninatinq of 15the tablets. Tablet 2C contains

|
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the flavoypdfs ét%hefi)?a‘?ﬂgim)ﬂhe BN il 158 ﬁgnigébﬁfiﬁlwﬁ}ﬁch%afa?ﬁtaﬁ,éoﬁﬁﬁaq yto tablet

2B. Tabl et 2D contained no flavouring, I I splayed no

>

10% manni t ol .
cappi ng oB.@opekinagrogeld3d®l y a smal | anount of chi pping. Tablet 2E

cont ajnhe QuLr & % mannitol . l.t.displayed goopd nuf act uri ng
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The taste was, however, not unpleasant. Tablets 2F to 2H all displayed good
manuf acturing characteristics and an acceptable taste. It is seen that a
tabl et canb@iMihich TR0 eok@e89. 5% W w PEG (in particular 82.7 or 82. 9%
ww PEG and 10 to 40%/w nmannitol (in particular 15.3 or 16.2% w w

manni t ol ) ThEdas Ve etnosyre ehraicar wesslapaledipt thisacaiegwsicbsti cs than a tabl et

cont ajsni NINGRA%ERRsashiy

il. Macrogol user only or before other laxative use

iii. Macrogol user after other laxative use
Up to the point someone received their first macrogol prescription on the GPRD, they
were classified as ‘non-macrogol user only’. From the point of receiving a prescription
20  for a macrogol they were classified as either ‘macrogol user only or before other’ or
‘macrogol user after other’, as appropriate. This was done because, at the time of study,
the following uncertainties existed: a) laxatives other than macrogols were not thought to
cause any in- or decrease in CRC risk; b) it was unclear whether one dose of macrogol
could have an impact on CRC risk, whether there was a threshold effect (a minimum
25  number of dosages was needed to achieve a reduction in CRC risk) or whether there was
a dose or duration-response association; and ¢) whether, if there was a reduction in CRC
risk caused by macrogol utilisation, this was because of a reduction in tumour initiation

or a reduction in tumour progression.

30
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B. Case-control study

Study population

The case-control study was nested within the cohort of laxative users so all cases and
controls were recruited from the laxative user cohort identified supra.
Cases and controls were eligible for study inclusion after the date of their first laxative

prescription.

Classification of laxative exposure

As with the cohort study, laxative exposure of patients was classified into three categories
i. Non-macrogol use only

ii. Macrogol use only or before other laxative use (‘macrogol first’)

iii. Macrogol use after other laxative use (‘other laxative first’)

Over the course of most of the study period, categories i. and iii. would have reflected
common practice in accordance with prescribing guidelines, whereas category ii would
have been unusual. This changed in 2006 and it is anticipated to change further following
the recent publication of a Cochrane review that concludes macrogols are the laxative of

first choice.

Identification of colorectal cancer cases

Colorectal cancer cases were all patients with CRC newly diagnosed between 1 January
2000 and 31 March 2009 and they were identified using the algorithms and methods
described for the cohort study supra. The index date was taken as the earliest date with
evidence of a CRC diagnosis and was determined using the same criteria as for the
descriptive study of CRC incidence rates. Colorectal cancer cases were required to have
>6 months of UTS data before the CRC index date to enable information on covariates to

be collected.

Identification of controls

Six controls were identified for each CRC case in order to achieve optimum statistical
power. By definition, controls have to be sampled from the population that gave rise to

the cases. Therefore, controls were sampled from the same laxative cohort population and
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they were required to be disease free (have no diagnosis of colorectal cancer) on and
before the index date of the case. In addition, to eliminate confounding by age and sex,
they had to have the same year of birth and be of the same sex as the case.

Controls were also required to have > 6 months of UTS data before the index date of the
case to enable information on covariates to be collected and they were required to have

received >1 prescription for a laxative before the CRC index date of the matched case.

Power considerations

Based on the assumption macrogols had 10% of the laxative market share and with the
selection of 6 controls per case, to demonstrate a 20% reduction in CRC risk the nested
case-control study of CRC risk required approximately 2,360 newly diagnosed cases; to
demonstrate a 25% reduction in risk 1,480 cases was required. If macrogols had 20% of

the market then these numbers became 1,290 and 800 respectively.

Back dating of the colorectal cancer index date

As exposure on the index date was unlikely to be relevant additional sets of controls were
selected on the index date minus 6 months, minus 12 months, minus 18, 24, 30, 36, 42,
48, 54 and 60 months and for each of these analysis sets the analyses of exposure and risk
factors were carried out based on the ‘new’ index dates. This means that any changes in
exposure status or risk factors during the period between the ‘new’ index date and the
original index date were ignored on the basis that these were irrelevant because

the cancer was already present but had simply not been diagnosed yet.

It was hypothesised that if macrogol laxatives did decrease CRC risk then any

association found should become stronger or remain stable with back dating of the index

date.

Dose response relationship

For the osmotic laxatives, the total dosage received (millilitres of lactulose and sachets of
macrogols) was calculated for all cases and controls. The association between CRC risk

and laxative dosage prescribed was evaluated.
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Identification of data on potential risk factors for colorectal cancer

Information was collected, where available, for both cases and controls for each of the

covariates listed below. CRC risk is related to diet and information on diet is not recorded

within the GPRD. However, information on socioeconomic status (SES) and body mass

index (BMI) was included as proxy measures.

Covariates present on the GPRD and reported or suggested to either be risk

factors for, or have a protective effect against, colorectal cancer.

Covariates

Smoking

Alcohol

Body mass index (BMI)
Socioeconomic status (SES)

Inflammatory bowel disease (IBD)

Cancer diagnosis other than colorectal cancer

Diabetes

Cholecystectomy

Prescriptions for:

Low dose aspirin (<300mg)
Non-low dose aspirin (=300mg)
COX-2 inhibitors

Non-aspirin non-selective NSAIDs
Dantron containing laxatives
Statins

Opioids

Hormone replacement therapy (HRT)
Calcium supplements

5-ASA
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Statistical analyses

Conditional logistic regression analyses were carried out to evaluate any association
between macrogol exposure and colorectal cancer risk. All covariates significant at the
level of p<0.20 in the univariate analyses were considered for inclusion in the
multivariate models. Covariates remained in the multivariate model if p <0.05 or if they
altered the risk estimate by more than 10%. Tests were carried out for interactions
between variables and the stability of the models was assessed using the Hosmer-

Lemeshow statistic.

C. Results

Incidence of colorectal cancer on the GPRD.

A total of 14,598 potential incident CRC cases were identified on the GPRD between 1
January 2000 and 31 March 2009, in addition to which there were 255 cases of cancer of
the anus that were included for the comparison of CRC incidence on the GPRD with UK
figures reported by the cancer registries. Of the total 14,853 colorectal and anus cancer
cases identified, 2,402 (16.7%) had a code specifically stating the type of cancer but with

no record of supporting evidence for the diagnosis.

Laxative drug utilisation on the GPRD
We identified 872,959 patients on the GPRD who had received a total of 9,866,699
laxative prescriptions between 1 January 1992 and 31 March 2009. A total of 721,513

macrogol laxative prescriptions were identified for 155,609 individuals, of which 1,297
(0.2%) were prescriptions for bowel cleansing preparations (Klean-Prep® or

Moviprep®).

The annual number of laxative prescriptions recorded on the GPRD was found to increase
over time in line with the increase in the number of patients contributing data to the
database. In 2007 a total of 836,391 prescriptions were issued for laxative products. The
reason for a slight reduction in the number of prescriptions recorded in 2008 is likely to

be the result of the delay in some GP practices uploading their latest data collection to the
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MHRA. A continuous steady increase was observed in the number of prescriptions for

macrogol laxatives following the first marketing authorisation of Movicol®.

Approximately two-thirds of laxative prescriptions on the GPRD were prescribed to
5  females and one-third to males. A slightly larger proportion of macrogol prescriptions
were issued to children and adolescents and to adults aged between 30 and 59 compared

with all types of laxative prescriptions.

Case-control study
10 We identified 4,734 eligible incident cases of colorectal cancer. Of the 4,734 CRC cases,

1,592 (33.6%) had only received a prescription for a laxative in the 6 months before the
CRC index date.
Of these cases, 49.3% were male and 50.7% were female. CRC is more common in
males but the slightly larger proportion of female cases identified is likely to reflect

15  the age and sex distribution of the laxative user cohort combined with the fact that on
average, women live longer than men. The mean age at diagnosis was 73.0 years (SD =

10.9) and 74.9 years (SD = 12.2) for males and females respectively.

These cases were therefore only eligible to be included in the index date analysis set —

20  Table 1.
Table 1: Number of cases and matched controls in each of the backdated analysis sets

Analysis set Cases (n) Controls (n)

Index date 4,734 28,404
Index date -6m 3,142 18,852
Index date -12m 2,722 16,332
Index date -18m 2,445 14,670
Index date -24m 2,195 13,170
Index date -30m 1,982 11,892
Index date -36m 1,789 10,734
Index date -42m 1,636 9,816
Index date -48m 1,481 8,886
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A potential dose-response relationship was observed for cohort in the “macrogol
exposure following other” at 24 months (Table 2) and 36 months (Table 3) before the

index date.

Table 2 - Total Macrogol exposure 24 months before the index date.

No: of sachets N (Cases) Odds Ratio 95% CI N
<20 99 (14) 1.02 0.57-1.80
21-30 124 (17) 0.98 0.58-1.66
31-60 154 (22) 0.97 0.62-1.54
61-180 144 (13) 0.57 0.32-1.02
>180 140 (11 0.50 0.27-0.94

Table 3 - Total Macrogol exposure 36 months before the index date

No. of sachets N (cases) Odds Ratio 95% CI

<20 76 (7 0.61 0.28-1.34
21-30 70 (8) 0.75 0.36-1.59
31-60 94 (1 0.80 0.42-1.52
61-180 85 (5) 0.36 0.15-0.90
>180 82 (6) 0.45 0.20-1.04

Since Movicol® contains approximately 13.125g of macrogol 3350 per sachet, a
calculation can be made as to total macrogol exposure over the respective time frames
that demonstrate a reduction in risk of CRC. See Tables 4 and 5 below wherein the total
macrogol exposure over 24 months and 36 months respectively, together with 12 month,

one month, one week and one day equivalent is provided.
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Table 4: 24 month Macrogol exposure (grams).

No: of 24 month 12 month One month | One week One day

sachets equivalent equivalent | equivalent | equivalent

61-180 800.6-2362.5 | 400.3-1181.3 | 33.3-98.4 7.7-22.7 1.1-3.2

180+ 2362.5+ 1181.3+ 98.4+ 22.7+ 3.2+

Table 5: 36 month Macrogol exposure (grams)

5

No: of 36 month 12 month One month | One week One day

sachets equivalent equivalent equivalent equivalent

61-180 800.6-2362.5 | 266.9-787.5 22.2-65.6 5.1-15.1 0.73-2.2

180+ 2362.5+ 787.5+ 65.6+ 15.1+ 2.2+
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Example 2: Tablets containing different w/w % of mannitol, useful in the invention

The tablets described in Table 6 were prepared by combining the dry ingredients and
compressing in a punch and die machine. For tablets 2A to 2C, the machine was a
Manesty 16 punch D machine with a standard stainless steel punch and die with flat
22mm diameter and beveled edge with PTFE and vulcalon inserts from I Holland Ltd.
For tablets 2D and 2E, the unit formula amounts were compressed on a Manesty D
machine at normal manufacturing speed and with a standard stainless steel punch and die
with flat 22mm diameter and beveled edge. The properties of the tablets were noted and

they are given in Table 6b below.

Tablet 2A had an acceptable taste. However, the tablets were prone to sticking to the
tableting machine, and many tablets were capped or laminated, making them unusable.
Tablet 2B contained the same flavouring as tablet 2A, but more mannitol (15.3% vs.
9.1% in 2A) and less flavouring (1.5% vs. 5.4%). Tablet 2B had an acceptable taste and
there was no evidence of sticking to the tableting machine, or capping or laminating of
the tablets. Tablet 2C contains similar amounts of PEG, mannitol and magnesium
stearate to tablet 2B, but the flavouring is peppermint. It displays similar characteristics
to tablet 2B. Tablet 2D contained no flavouring, and 10% mannitol. It displayed no
capping or sticking and only a small amount of chipping. Tablet 2E contained no
flavouring, and 40% mannitol. It displayed good manufacturing characteristics. Tablets
2D and 2E had a bland taste as compared with tables 2A to 2C. This is most likely
because of the absence of flavouring. The taste was, however, not unpleasant. Tablets

2F to 2H all displayed good manufacturing characteristics and an acceptable taste.

It is seen that a tablet containing from 59.5 to 89.5% w/w PEG (in particulér 82.7 or
82.9% w/w PEG) and 10 to 40% /w mannitol (in particular 15.3 or 16.2% w/w mannitol)
has better ease of manufacture characteristics than a tablet containing 85.0% PEG and

9.1% mannitol.
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Total wt Exanple 4: Conparison of various flavours of PEGtmannit ol

tablets, us the invention Tablets analogous to the tablets of Exanple 2
with a vawopebvy/sh726l avouri ngs were prepared by conbi ni ngctrfes20riyo1561

i ngredi ents and conpressing in a punch and die 5 machine. The machi ne was a
Manesty 16 punch D machine with a standard stainless steel punch and die
with flat 22nm di aneter and bevel ed edge with PTFE and vul cal on inserts
froml Holland Ltd. The tablets were provided to a panel of tasters. They
wer e askeBxdriplt 3sCompagibornéf thbletstcahtadiifg aGn&604mR] differeneih %aRf enphasi s on
the flavour, scoring from1 (unpleasant) to 105 (pleasant). There were 22
tasters aBagnesium stedrate usefuliy the myghtioget her. It was found that pepper mi nt
flavoured tablets (score = 65) and | enon-raspberry flavoured tablets (score
= 87) werphhsib®UERHDEVATbRMRvdré PRpArE@ VIR BateltiAblvBleHipsfRA Bndthes 7) _and
orange fl avoured tablets (score = 23). Exanpl e 5: Conparison of Tablets
cont ai ni nRpe\piended, sThs unitrforela agounis wergicompressed onmi Menestyild machime#| et s

cont aiqi ' it re: ' nner as
Tho. bl aresm RSl b AR A g e ™ e
t abl et s at2mmdiasetdr and bblekedBdgaand BiFHietata Thaploper@ias of thiotupktsiveme of
Al ternati ve dSol iﬁjs CorrBone il'a%l et 5A Unit anount/ 5Kg bl end Tabl et 5B
Uni t amoutfi9d BREGIERE VTR PIsE RSN anount/ 5Kg bl end PEG ay. MW
3000- 4000 2276ng/ 4. 145Kg (83% 2279ng/ 4. 145Kg (83%

It is seen in Tables 7a and 7b that tablets containing PEG and 15% w/w mannitol and

0.2%, 0.5% or 5.0% w/w magnesium stearate have good manufacturing properties and

10 acceptable taste.
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I
11ng/ 0/ 02Kg (0.409% 11ng/0.02Kg (0.40% Tot al

14ng/ 0. 02A5EQ0{(s6%)

2280ng/ 4. 145Kg Solid Sorbitol

(114
MN19¥0 P Lty A0 T1-4°S ssoupJel
Jisey Jepeg | eroynIe APYSLs ‘9ise) puejg J)8e) puelg Jxse |,
Juiddes W31(g poos s1a[qe L Suiddes ou ‘poo3d sio[qe] | 2In}dEJNUBIA Jo Iser
D€ 03 VE s1Iqe], jo sontadold — q 3qel,
3w 000¢ 3w 000E 3w 000¢ M (B0,
- - - - - - Surmoaepy
33200 | (%$°0) 3w 34670 | (%6) Bwpg] 3100 | (%7 0)3wg | 2)eILd)S WNISIUTEIN
(%ST1) (%S1) (%ST1)
3NSL0 3wsy 3NGLO Sw OGy MGLO gy [oyuueIA
(%S +8) (%08) (%8°78) 000t-000€
METY JuIgesT L (0% CLi0) 74 My Suppsz | AN d3eI9A® DH]
pusiq pusiq pus|q
3eq 8¢ | Bmuwo] JTUN) 3eq 836 | TnuULIO yU) 3eq Sy¢ | BMULIOY Nun)
D€ WiqeL a¢ wige L V¢ wiqe L juduodwio)) |

D€ 01 V¢ $9Iqe L, Jo uonisodwo)) — gL d[qeL




2753ng/ 5. O0Kg 2750ng/ 5. OKg WD 2012/ 059725PCT/ GB2011/ 001561 1. Lactose /
starch conpound, StarlLac(r) (Roquette Pharma, Northants, L, spray-dried
conpound wonsi®isineg of 85% al pha-| act ose nonohydr at e ( PecTB2011(d0881NF) and
15% mai ze starch (Ph. Eur. /USP-NF) dry matter. 5 Table 8b - Properties of
Tablets 50} 8 RG. €356, 0l NIPVLAGLUAR ol2PbPhEBRRSALAGFARAOGs N0 Cappi ng
Tabl et app'em-ﬁ'rrce—g ; ; cappi ng Taste
Tast ed oktheuhvdmiplkied enhanced nout hf eel of mannitol tablets Good hardness,
tasted bl and Tasted ok, but tablet too soft Hardness 6.97-10. 09Kg
4.13-9.4Kg 4.67-7.99Kg .10 anplLe 6 - Canparison of Tablets containing
further vg?hiﬁﬁénaé%gquag‘?thﬁé@%? g?ﬁx&trwée?wgﬁ% Yaisty of flaygpnagsVe®nt ai ni ng
solids otﬂ;a%garwapcm&ﬂiﬁg%e IR HRARGAM cbﬂp&ﬁg@ngﬁ%@ﬁaﬁa di@s the tablets

of exanple supra. The conpOsition and properties ese tablets are

not ed 315i madtaix. eTi@anamiheSbaseVonestyT dbpwrcBd) madonpwith sstandirdalaidessat i ve
solids Companent, raiehid et bmHIRNAL! 289 PLEN dige with PTFE and

vulcalon inserts from I Holland Ltd.

The tablets were provided to a panel of tasters. They were asked to taste each of the
tablets and score them with an emphasis on the flavour, scoring from 1 (unpleasant) to
10 5 (pleasant). There were 22 tasters and their scores were summed together. It was
found that peppermint flavoured tablets (score = 65) and lemon-raspberry flavoured
tablets (score = 87) were preferred over lemon-lime flavoured tablets (score =37) and

orange flavoured tablets (score = 23).

Example 5: Comparison of Tablets containing various other solids, useful in the

15 invention.

Tablets containing solids other than mannitol were prepared in the same manner as the
tablets of Example 2 supra. The composition and properties of these tablets are noted

in Table 8a and 8b below.

Table 8a — Comparison of Alternative Solids

Component Tablet SA Tablet 5B Tablet 5C
Unit amount/ 5Kg | Unit amount/ 5SKg Unit amount/ 5Kg
blend ‘ blend blend
PEG av. MW | 2276mg/4.145Kg 2279mg/4.145Kg 2280mg/4.145Kg
3000-4000 (83%) (83%)
Solid Sorbitol Lactose/Starch' Xylitol
445mg/0.81Kg 446mg/0.81Kg 446mg/0.81Kg
(16.2%) (16.2%)
Magnesium 14mg/0.025Kg 14mg/0.025K g 14mg/0.025K g
Stearate (0.51%) (0.51%) (0.51%)
Flavouring 11mg/0.02K g 11mg/0/02Kg 11mg/0.02Kg
(0.40%) (0.40%) (0.40%)
Total wt 2746mg/5.0Kg 2753mg/5.0Kg 2750mg/5.0Kg
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Tabl et 6B Unit anount/5Kg bl end Tabl et 6C Unit anount/5Kg bl end PEG ay. MW
3000- 4000 2279ng/ 4. 145Kg (82.9% 2279ny/ 4. 145Kg (82.9% 2263ny/ 4. 145Kg
(82.9% Sebididuzetzese Dextratel Cellul ose2 445ngl0. 810KgT(CER 029601561

440ng/ 0. 800Kg (16.0% 442ng/ 0.810Kg (16.2% Magnesium Stearate 14ng/ 0. 025Kg

1. Lactose / starch compound, StarLac® (Roquette Pharma, Northants, 1. _ _
spray-dried compound consisting of 85% alpha-lactose monohydrate (Ph. Eur.

/USP-NF) and 15% maize starch (Ph. Eur. /USP-NF) dry matter.

Table 8b — Properties of Tablets 5A to 5C

Ease of Tablet appearance good, no | Tablet appearance Tablet appearance

Manufacture | capping good, no capping good, no capping

Taste Tasted ok but lacked Good hardness, tasted | Tasted ok, but
enhanced mouthfeel of bland tablet too soft
mannitol tablets

Hardness 6.97-10.09K g 4.13-9.4Kg 4.67-7.99Kg

10 Example 6 - Comparison of Tablets containing further various solids, useful in

the invention

Tablets containing solids other than mannitol were prepared in the same manner as the

tablets of example 2 supra. The composition and properties of these tablets are noted

15 in Table 9a and 9b below.

Table 9a — Comparison of alternative solids

Component Tablet 6A Tablet 6B Tablet 6C
Unit amount/5Kg Unit amount/5Kg Unit amount/5Kg
blend blend blend
PEG av. MW 2279mg/4.145K g 2279mg/4.145Kg 2263mg/4.145Kg
3000-4000 (82.9%) (82.9%) (82.9%)
Solid Lactose Dextrate' Cellulose®
445mg/0.810K g 440mg/0.800K g 442mg/0.810Kg
(16.2%) (16.0%) (16.2%)
Magnesium 14mg/0.025Kg 14mg/0.025Kg 13.6mg/0.025Kg
Stearate (0.5%) (0.50%) (0.5%)
Flavouring 11mg/0.020K g 11mg/0.020K g 11mg/0.020Kg
(0.4%) (0.4%) (0.4%)
Total wt 2750mg/5.0Kg 2746mg/4.99K g 2730mg/5.0Kg
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(0.59% 14ngy/0.025Kg (0.50% 13.6ng/0.025Kg (0.5% Flavouring 11ng/0.020Kg
(0.4% 11 ng/0.020Kg (0.4% 1 1 ng/0.020Kg (0.4% Total wt 2750ny/5. 0Kg
2746ngl14.\WWeKg122&808015. 0Kg Endex , avail able from JRS PoargmoiiRossmber g,
Ger many. 2 Avicel , mcrocrystalline cellulose, available fromFMC

bi opol yner Pl | i ablbe 9b - Rroperties of Tablets 6A to 6C
Ease of N&E}@F%’{:ﬁt’ ﬁ?zgﬁjfja%mog? Jggggg‘}éan?é’s%&%ﬁ% ﬁ%?%lgppi ng, hardness good

Tabl et ap{)ear ance good, some cappi hg Tabl et appearance good, no cappi ng
Tast e Tast aviell®, hidroarestyllint agithlose, available from FMC biopolymers, Philadelphia,

USA.

Table 9b — Properties of Tablets 6A to 6C

Ease of Tablet appearance good, no | Tablet appearance good, | Tablet appearance

Manufacture | capping, hardness good some capping good, no capping

Taste Taste ok, but very bland Pleasant taste but quite | Taste unpleasant
soft

Hardness 5.2-13.6Kg 5.4-11.9Kg 7.1-13.4Kg
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Pl easant taste but quite soft Taste unpl easant Hardness 5 .2- 1 3 .6Kg
5,4-11.9Kg 7. 1 - 1 3.4Kg Cdains |I. A conposition for use in a nethod for
treati ng,wereldmpasi ng and/ or preventing CRC i nprowrgB811vd0€s6ei N t he
met hod conprises adm ni stering approxi mtely 800 5grans or greater (such as
bet ween 8gQ..grans and 2365 grams) of PEG or PEG bl ock co-pol yner over a
period of onsecutive cal endar nonths. 2. A conposition for use in a

nmet hod for treating, aneliorating and/or preventing : CRC i n hunmans
wherein the method conprises adm ni stering approxi mately 800 10grans or
great er (%-uéwoagméwfg@wsse‘oa geded fereatingmmligping 3pd/pEeseysntivEG bl ock

CO- pol yImer QMER iPhRddsQsheldin ﬁ% dﬁgﬂé@&d&e%qfsi%% g@h%%néﬁgﬁ&aﬁnatglg /8/99

conposition for use in a net or tr I ng an
preventi ng @R@ns or grearansuckimbeiweeh 860 genscohd 2316 ipraness oABBEGrir PEET | ng

appr oxi mat el 00 15grans or greater (such.as between 800 grams and 2365
grans) of Pé%’cgrcoﬂze Frek! %Bgma(ifﬁérch%Ptl‘éF 6rdn8?t§&8 to 36 consecutive

cal endar nont hs. 4. A conposition for use in a nethod for treating,
amel i orating and/or preventing CRC in hunmans wherein the nethod conprises
adni ni st e?i Agclrepestiom for usega peneidahidr 8edings amsliahtirpRE@AdaT pREGIHIDCK

co- pol ymer .dai ly basis. 5. The conposition.of.an recedi claimfor
reati ng CRORG ihiphs Mekdln tinc R CRRREEL MR s bR EAEY Mpai me 1. o
4 fori@nel i giahd Giprédtés (stichiisMRiveech 8Y0 2Rasthndr 2898 giangk) bhPEGRE iPGience and/ or
growm h of aberrant crypt foci (ACE)). 7. The conposition of any one of
clainms 1 toblcksp-nohalamvengperd 9fF4sansesutive cal@darmpenthynposi ti on of any
preceding claimfor treating, aneliorating and/ or 30preventing CRC in
humans and for the sinultaneous use in preventing

3. A composition for use in a method for treating, ameliorating and/or preventing

CRC in humans wherein the method comprises administering approximately 800
15 grams or greater (such as between 800 grams and 2365 grams) of PEG or PEG

block co-polymer over a period of 18 to 36 consecutive calendar months.

4. A composition for use in a method for treating, émeliorating and/or preventing
CRC in humans wherein the method comprises administering between 0.1 grams

20 and 6.0 grams of PEG or PEG block co-polymer on a daily basis.
5. The composition of any preceding claim for treating CRC in humans.

6. The composition of any one of claims 1 to 4 for ameliorating CRC in humans (by

25 e.g. reducing the incidence and/or growth of aberrant crypt foci (ACF)).
7. The composition of any one of claims 1 to 4 for preventing CRC in humans. .

8. The composition of any preceding claim for treating, ameliorating and/or
30 preventing CRC in humans and for the simultaneous use in preventing

constipation and/or maintaining normal gastrointestinal transit time in humans.

9. The cbmposition of any preceding claim wherein the method comprises

administering between 266 and 1181 grams (e.g. between 400.3 to 1181.3 grams
44



consti pation and/or maintaining normal gastrointestinal transit tine in
humans. 9. The conposition of any preceding clai mwherein the nethod
conpri seswedvimisst2sri ng bet ween 266 and 1181 grans (e. gpchaiBryeaimodd@. 3 to
1181. 3 grains 44 WD 2012/ 059725PCT/ GB2011/ 001561 or between 266.9 and

787.5 arams qf 400 S (B S SLATR) 46f 3 BEGEFs BLogk cpepol ymer over a

period of 12 consecutive calend nont ﬂbosition of any

precedi ng cl dlotk eheoBiner bhe aRiibddf CDORistaRSe daemian nfbhgiki Ng bet ween 22 and
98 grans (e.g. between 33.3 to 98.4 grans or between 22.2 and 65.6 grans or
65.6 granms and 98.4 grans) of PEG or PEG bl ock co-polynmer over a period of

one, mant 1o, The colrbosiThieoFAARSIHANIAL ANGRIRIAGLILSHALM therel n the

nmet hod conprises 10adm ni s t wee ans (e.g. between
7.7 to522. 7 gimmstainghdtiveen 23 add 88 drahs. (& ggbawsend3. het 9oL prais o and 22. 7

gans) of PEG. agr P | o o- pol r. over a, period of one week.

The conposi &%We%E%%?n(gF%g@mD"ﬁg&ggaﬁ SRR AR ?%4§F?@Sﬁ€fﬁ%@ o St bleds

15adni ni sterb@golmwa%ﬁédaﬂ&léngﬁhgram (e.g. between 1.1 to 3.2 grans
or between 0.73 and 2.2 grans; or 2.2 to 3.2 grans) of PEG or PEG bl ock co-

pol ymer over a period of one day. 13. The conposition of any

pr ecedi ng Gl ai Sl between 0.2 to, 6.4 gra f 20PEG or PEG bl ock
co- pol ymarﬁ' "H}E@ %%gﬁ%élélﬁ%gg?ﬂ %rﬁc%fn%ﬂvnbvg‘?@&itﬁegmgﬁti‘ﬁgﬁ?‘BB‘fﬁ‘fFi si ng between
3.0 td05. 0 gadmiiftefigbawedEG] bh@ek 7 ¢ample)TBstwedP L5 to TG LRMPGSI i on of
any precedi n%scl ai m conpri sing between 1. O)gtn'g 4.0 granms of PEG or PEG bl ock

co- pol yner. DPstwepha lcidpSsl grrems obbetwren - 1anddhperasisngf BEGWeERGL. 5 and 2.5
grams of PEGHa-kRE! GKVEDs r 7. The conposition of claim16
conpri sing bet \feecn(ég%ﬁanc\i/ 2.@845?%311%%%%6 or PEG bl ock co-polynmer. WO
2012/ 059725PCT/ GB2011/ 001561
12. " The composition of any preceding claim wherein the method comprises
15 administering between 0.73 and 3.22 grams (e.g. between 1.1 to 3.2 grams or
between 0.73 and 2.2 grams; or 2.2 to 3.2 grams) of PEG or PEG block co-

polymer over a period of one day.

13. The composition of any preceding claim comprising between 0.2 to 6.4 grams of

20 PEG or PEG block co-polymer.

4. The composition of any preceding claim comprising between 3.0 to 5.0 grams of
PEG or PEG block co-polymer.

25 15. The composition of any preceding claim comprising between 1.0 to 4.0 grams of
PEG or PEG block co-polymer.

16.  The composition of claim 15 comprising between 1.5 and 2.5 grams of PEG or

PEG block co-polymer.
30 '

17. The composition of claim 16 comprising between 2.0 and 2.5 grams of PEG or

PEG block co-polymer.
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18. The conposition of claim 17 conprising 2.2 grans or thereabout of PEG
or PEG bl ock co-polyner. 19. The conposition of any one of clains 13 to 18
whi ch is wonmmisbesed daily over a period of 24 or 36 ceosamB0ime1sal endar
nont hs. 20. The corrpositi on of any one of clains 13 to 18 which is

adm ni ster entl [0)%; er..,od.of 24 o co tiy cal endar
mont hs. 10P821ITH%'§e COS t1O(I)lsolf lag %TC omﬁnsuﬁﬁ g-gegaq%orgfx%{paﬁqo ‘éfspg—?c ot FeGPEG has

an aver age nolbhmklcarpowm@,ht of bet ween 1000 and 8000 Dal tons. 22. The
conmposition of claim?21 wherein the PEG has an average nol ecul ar wei ght of
bet ween 3000 and 8000 Dal tons. 15 23. The conposition of claim 22 wherein

the PEG hag) afnayvgh r from.the or consi sting
of ;. 3350, 4000, 60(}?‘@&@@%%‘% oofs@”gpb & %‘”B‘?ﬁés aéiBH?J‘B‘ﬂef‘%&ﬁy B¥tel ai m 23
wher ei 5 t he PE@ensd s eatctohscomi tehalgdaupodlgonsi st i ng of macrogol 3350,

macr ogol 4000, macrogol 6000, macrogol 8000. 25. The conposition of any
precedi ng clai mwherein the human i s predi sposed towards developing CRC

(e.g. due 300 T@J@dtﬁ;ﬁkltlbh%?Q{yyorﬁr?ﬁ/c%mm{ ﬁ#wﬁhl’? QaFXm’ﬁF&g as a prior

epi sode of CRC or col on polyps, Lynch's syndrone, 25po| yposi s

and/ or healt h@@m@@tﬁnﬂﬁmpm(ﬁeﬁﬂﬁloe% c%ecuﬂvecﬁamaﬁmhth@n of any

precedi ng clai mwherein the human is aged 50 years or greater e.g. 55 years
or greater such as 60 years or greater e.g. 60 to 75 years or 65 to 75

years.1030 27. Tlﬂaeompcrmwdflaﬁylp@te@ﬂyclmne@ﬁ%ﬂl%@bEGrHaéQnQJe@A edosage form
28. The conposition of any precedi ng cl ai m wherein the corrp05|t| onisin
fiL

the form of aMmoMskist Wetﬂ&b‘éﬁhe@’*’ee@d@p nd §¢09dPadtonpowder , granules, liquid. 46
WO 2012/ 059725PCT/ GB2011/ 001561 29. A conposition for use in a nethod for
treating, aneliorating and/or preventing CRC in humans whi ch conpri ses:

(a) 50 - 96. Y vompuisitenivf cirime 2¢ Wwhedin (hBlEEb hdaanmangagmma}é@lﬂa,g@el | ecul ar

Swei ght within.the r g 10,000 Da; and (b) 10 - 40 % wWw
of a solid; Ofbetwee %ﬁ%g&%’r@? If9psf urt her exci pi ents such as flavourings,

sweet @gers and | ubricants 30. The conposition according to claim29
which is a_solid conposition for oral 10adm nistration as a solid. 31. The
conposi ti 34 ofhecroripasigion of cldm Ahehakin thBEG dipasivierapn nicleduter highf or m of a

any one of 0! S Ig BUFodl s USIRTHE LF B, ol A EREorE) i s sel oot ed

fromthe group, sorbitol, lactose, |actose and starch (e.g. a conpound

conpri si ng4 gﬁose monohydr at e _and mai ze starch such as Starlac )
dextrat es; CGP’G‘%S“‘?(‘Wﬁ M 23eherpinshe REd insshasied dtom the group

20 consisting of macrogol 3350, macrogol 4000, macrogol 6000, macrogol 8000.

25. The composition of any preceding claim wherein the human is predisposed
towards developing CRC (e.g. due to familial history and/or medical history
such as a prior episode of CRC or colon polyps, Lynch’s syndrome, familial

25 polyposis and/or health status and/or lifestyle).

26.  The composition of any preceding claim wherein the human is aged 50 years or

greater e.g. 55 years or greater such as 60 years or greater e.g. 60 to 75 years or
65 to 75 years.
30

27. The composition of any preceding claim in oral dosage form.

28. The composition of any preceding claim wherein the composition is in the form

of a tablet, capsule, caplet, troche, powder, granules, liquid.
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20 33. The conposition of any one of clains 29 to 32 conprising 82 to 84 %
w w PEG 34. The conposition of any one of clains 29 to 33 conprising 10 to
20 % w wwb 28ddse2ef conponent (b). 25 35. The conposi t ipom/gH20clomiswm 34
wherein the solid of conponent (b) is mannitol, for exanple granul ar

manni t ol . 36. The conposition of any one of clains 29 to 35 wherein
the PEG has an average 30nol ecul ar wei ght of between 3000 and 4000 Da. 37.
The conposi9.i Qﬂc@ﬁp@dﬁ‘t}’orﬂﬁﬁu@fm@n@dtlﬁfﬁi ﬁQtré&m@%rﬁ&Wﬂnﬁ'aH@mr fednfe 90 %W w
pol yet hyl ene gla_/tcol (PEG having an average nol ecul ar wei ﬂt Wltﬁl n the
range 2,000 t d-A% Dpgnams;whihaopprizen59725PCT/ GB2011/ 001561 (b) 10- 20 % w w

of the SO|Id a w L ubricant; d 0 - 2.0%
w w flavouri nggf%b%%'%a\g Pr(%geth :é)(l)%gl 3?0](?;?%?{%\1% N8 A AT HES rﬂ%‘ (aald
mannitdl in awmg]gM1thn1aﬂ1|e®arfg‘e2REGto re,000 Daj anaf 3:1to 9:1. 39. The

conposition of, a g of clains 29 to 38 conprising a lubricant in an
amount of 2. 0% M%&AI@%OIL?%}‘exanple 0.2 to 0.8%ww, for exanple 0.5%

10w w. 40. The )Ctﬁﬂﬁﬁzﬂl f'uﬁﬂerac%cg)leﬂ’ts@%gl hde o H%]S?\vé@?e%r %Iarr.lfithﬂ)e ciugg“ cant is

nmagnesi um st earate. onposition o one 0 to 40
conprising a fl avour| ng 42. The corrp05| tion as claimed in claim4l wherein

the fl avo .S, ermnt r resent t alevel of 0.1 to 1 %
ww (e.g. %he ?Or}%%fg&%rt Faﬂﬁﬁ*@%@@p 90%?(@§@ﬁtf°%ﬁrala | evel of
0.5 tol® % w wd(rﬁlgrat16ﬂa§8/%dﬂ'dN) . 20 43. The conposition of any one of

claims 29 to 42 that is substantially free fromelectrolytes (e.g. sodium
chloride, potassiumchloride, bicarbonates such as sodi um bi carbonate,

sul phat es ﬁucﬁh@%oég it 4%%212& 8,r30 wiosPhat, 6’)9851 ‘?)’ﬁ‘%d’é-li’eefB rrgom tion of

any one of clains has a mass of 8&%Anple 1.0
to 5.0g. 45. THket¢orpash chavabbsorghelabtttablet)any one of clainms 29 to 44 that
has a nass of 2.0 to 3.5g and conprises: 30(a) 1.00- 3.15g pol yethyl ene

gl ycol (PEG having an average nol ecul ar weight within the range 2,000 to

10, 000;5  32. The composition of any one of claims 29 to 31 wherein the solid of component
(b) is selected from the group; sorbitol, lactose, lactose and starch (e. g a
compound comprising lactose monohydrate and maize starch such as Starlac®)

dextrates, cellulose, xylitol, maltitol and mannitol.

20 33. The composition of any one of claims 29 to 32 comprising 82 to 84 % w/w
PEG.

34. The composition of any one of claims 29 to 33 comprising 10 to 20 % w/w of

solid of component (b).

25
35.  The composition of claim 34 wherein the solid of component (b) is mannitol, for
example granular mannitol.
36. The composition of any one of claims 29 to 35 wherein the PEG has an average
30 molecular weight of between 3000 and 4000 Da.

37. The composition of any one of claims 29 to 36 comprising:
(a) 70 - 90 % w/w polyethylene glycol (PEG) having an average
molecular weight within the range 2,000 to 10,000 Da;
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(b) 0.20 - 1.40g nannitol. WO 2012/059725PCT/ GB2011/001561 46. The
conposition as clainmed in claim?29 which is is a conposition substantially
as descriwedoirarseize with reference to any one of Exanpl eeTZ:H20118001561 47.
The conposition according to any one of clainms 29 to 46 for use in a method

5according to on f..clai 1tn.28. 48. A kit conprising a plurality
of units gf th r}%:/ornl)@ﬁ ﬁ%Hﬁggﬁgﬁfogﬂé“%vmé?%?ﬁgh29 to 47 together with
directions for (4se. 010 @3 .wk 10Bidaad afd or for treating, ameliorating and/ or
preventing CRC in humans according to the nethod of any one of clainms 1 to
28. 50. The metdod 8f Z0%iwwabvaming conprises -administrating the
conposi tion according to any one of clains 29 to 47. 51. A conposition or
met hod according to any precedi ng clai mwherein the conposition or mnethod

conpr i $es 38 PEGhbtanposittonadlclaliar 7sstifpristng M EG ol @afinitdF&Ba weight ratio
of PEG: mannitol of 3:1 to 9:1.

39. The composition of any one of claims 29 to 38 comprising a lubricant in an
amount of 2.0% w/w or less, for example 0.2 to 0.8% w/w, for example 0.5%

10 w/w.

40. The composition as claimed in claim 39 wherein the lubricant is magnesium

stearate.
15 41. The composition of any one of claims 29 to 40 comprising a flavouring.

42.  The composition as claimed in claim 41 wherein the flavouring is peppermint,
preferably present at alevel of 0.1 to 1 % w/w (e.g. 0.4% w/w), or raspberry-
lemon, preferably present at a level of 0.5 to 2 % w/w (e.g. (1.5% w/w).
20
43. The composition of any one of claims 29 to 42 that is substantially free from
electrolytes (e.g. sodium chloride, potassium chloride, bicarbonates such as

sodium bicarbonate, sulphates such as sodium sulphate or phosphates).

25 44, The composition of any one of claims 29 to 43 that has a mass of 0.5 to 10g, for
example 1.0 to 5.0g.

45. The composition as claimed in any one of claims 29 to 44 that has a mass of 2.0
to 3.5g and comprises:
30 (a) 1.00 - 3.15g polyethylene glycol (PEG) having an average molecular weight
within the range 2,000 to 10,000;
(b) 0.20 - 1.40g mannito].
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46.

47.

48.

49,

50.

The composition as claimed in claim 29 which is is a composition substantially

as described herein with reference to any one of Examples 2 to 6.

The composition according to any one of claims 29 to 46 for use in a method

according to any one of claims 1 to 28.

A kit comprising a plurality of units of the composition of any one of claims 29

to 47 together with directions for use.

A method of or for treating, ameliorating and/or preventing CRC in humans

according to the method of any one of claims 1 to 28.

The method of claim 49 which comprises administrating the composition

according to any one of claims 29 to 47.

A composition or method according to any preceding claim wherein the
composition or method comprises a PEG block co-polymer such as Pluronic®
F68.
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