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| evel s o5 senglipwing gweeligblh!t delaying iablet digintegrrtions The eoptindrhas ¢ raqlting| poist of; grprpximately
persons usi #jCr88U¢i ne experimentation. ‘As described above, the process for
maki ng chol estTys Bayplfeatia @?rﬁﬁf'é?saff%abﬁ’\‘tcmﬁﬁ HEIP%‘SP yelght er“qﬂé"a@'d ff°€t §b°“t 5-40

wherei n sai BP"%?@ Yo WRighS 1o Botyally §'é§f'bf"P( 8" |V §° "%
(a) passi ng p°15‘§’ 'P"e’f‘?ghtt 8 iR aﬁd%ﬁﬁl A f¥nd
mon

e B R ] i b P i
lpre\(;\e/! dgf cﬁo gl mt%b \Qﬁ& QF%;; % le from
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tabl ets, a%« fffdg%f f’é;?e?oeﬁ%'a&ﬁhy h%ﬁlﬂj ybe Prd a@&ﬁ{l @gﬁ%ﬁ% ndBl
relati Velsé/ € 1can, of Shhirfe? Edhtain oLttty 5CMoNRY, ALBring IR BloBsxsing agents..
toget her Wé&h%&%v@éidllbé@ﬂ@l aaadaahﬁsluﬁéusﬁueﬁmebhende ‘and tabl eted using
convent i onal trAdyétetal Grob@s st appriRd 1l dokting @ Gafbbd Yo PURRRS €8] Pdtéht 13385287, incor-
skilled in pdrstecBlidroin by refdrbiite, MU \tOnbists ot @Itivg aid Ming the ADatE liighedionts, mileating the
c hoke'st yr amablets,i aad laptdyigSte pisled aalingrusig 4 SpedyabpuraushatiGomidient cdadistapplied to provide
.swal | owalat ethe dodired tabletidisibtygration time. rfdnemilyl a @ating ioh gppraziciately 0S80 (hgpecgras tabled is
or gani ¢ sol satisigctyy withn aroveiage (¢ead dveight of AQ{10Q g | peetanpd.cfhe rbesid) ewinmsat foh tisreeress
‘has a hi gh edniprisestaycopting pem (prefestbivebaffied) with @crouromigt Yeated pragess| aircd baated epbrsgiustiere n
~di scover ed ping a8d pumbeingiispifcilaling dhe qgating mmalpesls. ancy SPraingrsyeier |utilizing Hedtademtomizing
wax- | i ke coditPaeplt hecoafingipaterialss es 25 swal | owi ng by slightly del ayin
201 et Gt RS of andi Il . Rarai, At (o (RPSHAA R R GRIETY of
lerr]. The HSEEYaBe pagRerss it % Y hi$BYPMI9B0- 95 percent by wei ght of
‘Stearic aci g)mm from about 5-40 percent by wei ght of polyethylene glycol,
whi ch providés”water mscibility: Preferably, the coating com prises 80- 95

percent hy pgi ; ;', oStyramin® & ! Q/Tlet Milling

about 10- 20_p'€T'C'€TI't—b'y wei ght of partlal |y hydrogenat ed veget abI e 0|I such

as soybean, CohtRpRRRA wal Condulilde tadskbﬁrrrfar\h@fnnaeh& biorhdigire lcbiidn® Sh GY cdpRbisHES
a coated tablaRitefiBdd 1 dhebitfimile fdgiiBrleratba e REHIRG0 M this Skvdnfidpl GrBii ] Idaéd y
hydr ogenaé echoketylaRms was prepSreditéth IwWa Hehdiid hllddsErbod-QUAS THO BRdistutdEdniehtowts IsaTe
DURKEE 17. Pergent dsi detelrainddybydess 8n aigiag (18 Gows) ART0, SBuntden)t A Bétida@F the fiateil ras held
aci d, about ads. Trernatstire pentent ¢fl okher poritbn® gasatbred] toskide aarged inlojstusanebniafite vt atbut 5.0
per cent pol peedny |7énrergghty 320 pergdit, or 15.0 percent athisrwps aasomplished: by dwing theomateriahin a
ot her additives such as coloring, flavoring and processing agents. Such
additives will be readily apparent to thgse skilled in the art. The general
process for applying the coating is described in Tuerck, US. Patent

3,383, 237, incor-




pot at ed. herein by reference, and.consists of melting and nixing the coatl ng |

ingredients, preheating the tablets, and applying the nelted coating usi ng
a spray apparatus until sufficient Eﬁéﬁ}k’ @F plied to provide 40 the
desired tablet di'sintegration tine I w a coating of approxi mtely
50-150 ng per gramtablet is satisfactory with an average coat weight of

80-100 nU Rkcah @i b (22T RiRrsRR 83 T MGH8 RIUR Yt 65 Q) of by 8ryiRg MCEVaBUADEBA BISRSCdor 5.5
coating pano&d%rafy%a.hé Yalduiafoh [am@ints bt iwlte WK WEISr Wl adB&the Ghaldkifl Was Bleddel! for &
heat ed " appainafesi 4 0.67 6iblct fodt Godigetmike EP210G P Sith e Wehdpbértlf. THeeweteRinbtaghl was then
mat er\lﬁ_l S, handdcreens{ theouging) 3G meshastieart dntl bishdad fdn @dbdeliiossd B minates dn aiditior], the apRlu
t he cOatd ngontamt e thalvecuur Sdried mafexrial ek dwought chiack © thé lotginal abistutsheniintabyaddding a
ef fect of pakuiatedramount ot wakr apth blerding @o praviauslyidesdribady Alb$amples were thpid éma clesed glass
aggl oner at eentainar facat deast & beursricitouse s | nventi on. EXAMPLE 1 50 Effect of
Moi st ure on Trabptehlendpwers prepared-py M eommpn Diend of i gg;mepmtwmwmq‘ oy
Vet M | | i ngholssiemingdn dlediodionmixes foe £ migHins %0 R ilie fhe eherpergcatie The blends iywere

i nf | uend® SIMAIESFSa 9Ny a0 ipshppentpd Manestn, O3B %‘S%ﬁ%ﬁ'@fﬂﬁf’%ﬂ’??‘%?f%%“sﬂﬂg 0.835" x
chol estyra

igg-The %’t?gfsﬁ%{ﬁ msw rdedTBR bridness
dried 55 CHHP@E'P%?%’QWFH@”M?“W&'H%? halinuoii %&MT?Q descri bed
above. TheEm)' Stldl’e cogtent was 8.8 percent as determined by |oss on drying

(16 hour oven). A portion of the material was held as is.

The moi sture &l 139%&% f35kfon &Jdtrssfuﬁg&oﬁﬂ hé¥ for E%%Fet bl
noi sture C%tm%ﬁ an Vﬁ? st}-%n o Ridistafe Hontert faffeers O
percent. TiHeScoMBrassiAfROHth yasnlge iaBAPdRiohiAhcréaBedt hirder tatidts bbudthb
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dryi‘eg isn Qimiiuhsy, FowverNwivh tletmdidiuré Binteht dxcds@sl 2.60erdast andifb rohakaticiffaéntslwas
amount s of obvit€ betwddh BBndsabrtsinivgEcholastiilstine 12/6ertaritdf 1421 pevuast nivistneiettehtar 5
m nutes in a Te odly cabhbiig fradim badiegavhai dapraasing’the blepditantaining tchasstyrenipenith afef .
The wet t ed highest mbisturevwstedt (©411 hercmit) s Thise Blereldcauised Othe) teblat 80lingds Ihind do therdiesnthe
bl ended f omagnesierd Gletriatevahce@rationwesdwreasad tadaig pey ablet, wbichreliminatadepuhich hingling dontt
of the eacadmesely piisdtodraenenrdssipn. Faeshidhes heytinesdrtiekatieowas18.58€Vgi nal noi sture
content by ad¥hendheameidtire gprianbef teanerigpitchelestyrpming podien (3} Basesnh) yanitpsiaied iq pRgsisy
descri bed. otginal meisiye eantafiP 8 pareend). theyregulting Bleedhag IaéPS@PfE%HB a"Pf'fé pealy,fhe §3mq a8 dhe
24 hours pPﬁeBPr mf‘i? "(!'@éhe °I"&'B?‘éf‘°‘?ﬂy@ﬂ¥i‘§ W?r@e ? ?rf"xF' %a'lf'd?ﬂ'ﬁﬂﬁs B‘F‘end
L; Ies

of inact] v8ve H% oRriie
* e "°é‘i weﬁwmém@n'e;p B g T i
Compr efssed i a? %ét e 0 ?f@g‘? el

me w:ll resu

conpr essi O %ﬁsn&s 'ﬂP |l|u %Bén%l &nt% :j;alz Imgrattes in
conpr essi ogc ‘;egh

resul ti '}9 r&‘s"suén z?c:eﬁaﬁé % |eé"4ol % r&@ a‘ést ) sﬂl%eéoﬁte .ﬁJre

HT- 300) . 6 PorohtSEef driba bateHER bfchale&itarmihdédn b@%al@aﬁé@ﬁir thriHd of compres-
conpr essi OQ'biiqul“!%déiﬁb% @gﬁ&etdnggm;&b}a@; hardness for each tablet blend are
illustrated in Figure 1. These results clearly denonstrate 'that

chol‘zeétyrammpm sture content affects the conpressibility of the tablet
bl end, iwe., as the noisture content increased, harder tablets could be
pr oduced alEﬂect orp Sabisd Hprieess pioiding MoistuiacTo OWJIDrIed ChblestpaiinecAgglonersa Obkined by
tabl et har WetMilling DOWEX Beadldtssct 20 di mi ni shed, however, when the noisture
content exceeded 12.6 percent and no renarkable dlfference was obvi ous

bet ween bl end=aerihi #phiepepted veing:a F"WM of POWEX beadisin to gptermine yensiueiifiy of the

noi st ur & c HEklEnThe mojsiure goptant wasi)- bpargent asrdetomainaddrydess o drving 416 ROBmPTIS EsYary™ he

bl end cont avﬁ'ﬂ pﬂ?ﬂl%é’tey?‘ﬁ?ﬂahga’\/\ﬁ'el%aﬁﬁfeegl ‘P@%’P °H’ﬁ?'§ PUP‘Beg%R?ﬁ'P'ésn‘f’asga_i%ﬁgas
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Or i g1 nal G o 6810nS & iy kAl A WoRSHAld h Do ﬁsfnaformleast

conpr essi omp&pg‘,g,ﬂoﬁ.omg@r y t he” sane as t e bl end nade vmtﬁ the original
chol est yssanm NeabletThibrids MBRNNEHRRA by inSixing 4 Bt KRdhdiof inBttgs! BxipidniS With B SortioR Sf
t hat over dichatsdtybaiineie SheOLodigh MRS fdy I5aMinites &a210 Em with IRy EdpRANGH. TRS bishds vaye
addi ng approppresabdoncantastrirsentsd Midestycd3Brtablel pieseeit bitbraiticortpréssidiforces Gding\OEB35 inch
det ect ed f =60 lireh cersnie rshapeld ooiirige Trieytomptession (farcéd ysed Gemékp tableitseweld/Fecardett, ah
for the 5.2 percent material was 41 ppmand 17 ppmfor the original
material. Thus, overdrying of cholestyrgrnine will result in higher TVA
concentrations.



En,-'concl usion, this exanple illustrates how the noisture content of
¢hol estyram ne aggl onerates in accordance with this invention influences
the conpression characteristics of ta&lﬁéﬁ’d@ therefrom The 35
conpr essi on characteristics of tablet b i nprove as the noisture
content is increased up to approximately 12.6 percent Overly dried batches
of chol est yr agikes Siadbultey Bty RERbasirdll wifh laMharbtedt PEMAESS Tostik (MddéltHT:300)y addi ng
appropriate anmounts of water. EXAMPLE 2 40 Effect on Tabl et Hardness of
Addi ng Moi st Wesultd and@iseadsipn Dr i ed Chol estyram ne Aggl onerates Obtained by Vet
M I 1ing DONEX Beadl ets Exanple 1 was repeated using a different batch of
“beadb et 5 Gamprbesicnr profilag comparioglcrmpksission fgrce aind iagulting tablptdhargness for Bagh tablet blend
moi st ur e contaenilusiated & Figyse B¢ Ehe prafleiwere similpcie thes elf@@s%ﬁplﬂr’écﬁg e( 6and lsady,
[err], vacuuienenstae thal ghelestyraspineymoistyya cafient plfosts th-comprapsipilitysof chole FEninerriogleme e
content of off§érn pespraeh yithdis iaventions ho.c 85 the ioistee gogpe t'cnfmdst’err’%t dsbe
of about 5. opgx‘i?@ﬁt‘d '9?3@ %‘P’WI'ZS E?q @F‘é‘b '°"%‘P° B'a‘tP

g mmte
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hand scre versaiyS S Hagrﬁ&urﬁ eof@ th hlghest
mnutes. In g .thé a&nasr asr@'s%dwr ﬁesamtomn o he.caraﬁuam ol HeP BbIBEHIRInktB pUiErS
brought back pinging) 8&" colbrassitn! s kitbctéiPioSd HoferCddio8Mthaldl, shYdd RaldrdsE ol 108 SEI1P Was

anount of watsfdinggl®d bl endi ng as previously descri bed. AII sanples were held
in a closed gl askenGRNnhGstie contént obthe URERE tholdtyriifing Poridh (08 péréont) Was rdsfored to near its
Tablet bl esladsrigher Roigture porit@ (8Bypercent), ihg reultvgriand hds! acodipredsion padis neetly tocame asthe
wi t h each poiblend madsf withithd erginglr ahotbstgarine. Theeprbftei ageeillustratert in fFigureSt amid raret ie sigraément
210 rpm wi t h witin Exapipdep p dFigure f2) whigih indisitesthet overdded: balghes ofsehdleslyramine can be rendered
i nst rument ed civbpressible bp3Bding: Pppecprigie emeuntstof wiatbr: dMA redorcwaagains detested fiigmctbes oveddried
0. 835 Inch x ctplsGminad$i8 pargestt The INAserient topthp A perranbmelerighvas<i8irem apd1ree farctbe)
to rmake t | etiginajympteriah Jbis: geepservgrin dxamplerts oper-dgying gheholpstyrarpipg) nill sesulyin h'ghe" TMA
resul ting talsPeeyraios®s neasured with a Phar mat est Hardness Tester (Mode :
HT- 300) . Resul t'8 cgpelysipy. foamulp n'“'!?“ates thet P@?E’[eo’ﬁ’" ?to‘t’f ‘(‘fﬂrgp%ﬂdr losty ramine
conpr essi on 6‘?'6?&? 9 fgeqrdanen t” 5%‘?" ‘t" Btrh sy plel t r"l?d
il | ustrat ed ither mpﬁ’?§° '“ (#m;m orPr?' S
me can d, in
(Figure 1) ateém c%ﬁ\ %ﬁn te é cg gnagarable
affects the ¢ 'p ne a - a es I N aecor dance
W th this i nve e& rét@mepehawrr&n.ﬁ@gggmwe@waemn@ VRIS Invention are
tabl ets coul g %ﬁs@ﬁd&ﬁ Sstyr&hTRY raritloPiat! R fofin\ABc3rdaft With §d ivéhtion do not
achi eve cogpagaiy nﬁ,a,t@,;ye,qgs hardnesses This effect 10 di m ni shed, however,
when the noi st U Ghesd RkplosS AMBERLEE: Brod RéshCids EORFPardd witte wés@tehﬂ\e agglomorates
di f f erence Wabtaiddvacot8ing & e Gistahi frodvls MG SshéwNi STABLEN U bR | tRS particRN3idCof\thd bF the
12. Q per cent DoOWEXagBlomerates (H0620R | AMBEREITE @fgidiiviates ahdt GMBBRIYTE pinderbd Regin[(RIISH)E41
occlxs ed whe rpmodntasthe segnet he bl end cont ai ning chol estyramne wth the
‘hi ghest nolesture content (14.9 percent). This blend caused the tabl et
tooling to bind in the dies. The magnesi ufB&dar at e content -was i ncreased
up to 6 ng per tablet, but did not elimnate punch binding. 15 Moreover,
conpressi on was advel sel y abﬁm@mﬂslﬁyosmggngm@,ﬂe%m@@g)um ste rate,

i.e., the hi ghest hatdmess—attatrabte—was— 12 5—SEgd—Resutts—from anpl el
i ndi cated fhat 7 ng per MesBPB? - elini nat ed nunPc?ﬂ’eHrﬁiﬁj"?ﬂJ but _conpregsi on was
affected to a greate degree Th ht 20620 or[ AMBERLEENggIaserabs [L0. B175CU| was
att ai nabl e When the TOT f UT € CONTeNnt.—Of [The darfegr chol esfyrangne portion -
(5.8 percent) was regtor to negr its 2( ori gi nalg moi sturg co tenf (8.8
percent), fhe resulting end ha$ a @npiession profile negrlyst he jsanme as
the blend made with §he gpi gi nal | chodest yram ne. ‘ghe profijes gre
illustrated in Figure¢ 4 gigd are {n agy eefent Wt hygExanpl e L (Fqgurg 2)
whi ch i ndicates that |overti $sd biﬁtchﬁs off chol est«mr am ne cpn kg rendered
conpressi bl e by addi rg—appropriate anounts—of —water— T vA—odor wac gain

det ected fssom t he overdrr ed, chol G n& The eont eegt n
for “the 5. ¢ mg ot :ﬁ:\tr 2;; Eti.gwm 18 iy s
material . Th 7;; sra.?ts.ze PG 75 %?f Fafy G than

w1l result 4 X’NI ere(LBsﬁ 'ilgl ERM ERLITE agglomer-
Il lustrates that the nnrsture content round ried chol estyramne
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§-part icles in accordance with this invention influences the conpression
characteristics of tablets nmade therefrom The conpression characteristics
of tablet blends will inprove as tt&w@grﬁ content is 30 increased up to
approximately 12.0 percent. Overly tches of chol estyram ne can be
sal vaged, in terns of conpressibility, by adding appropriate ampbunts of

vat er. The {8 esHsistSof Sail Pdriicies laitddiedtth @ 15§UNIREHE PRHide. 148 sbdnan FR&d 11, 9nd RYEa Fowabp! € .
1. Exanpl esesia préuonﬁiaﬁlce%f lakgo W15 Birfoids AR ver) IRMEBb NGB MataRy IDBBTRAGE @Sshigd are
accor dance alsb siowh it the privwRiirdghiphsa TR ZbesEaticlss (FRjiferep a:3iifbgaiar iasichpd, atare particles
chol gs L YT améom ehedathéri teb @ewdehsa However, 0120620 paeticies Havedjagged bdyet laad refathelyt fo® targbo
not 35 havaemedtimiak surfagssoThe rAMBEBLITE paricle (Riguex@npb oore lik/BERDSH Eogonaiaesdoanitiesi n
was conpar @d734ippderddobsisiivy stawievidence lsomeepasticles haying anentidlabaudanesliThe R1784 povaler

i nstant pr (Gees 11) Awedahivantly icensiFieBE parlicles dinving, relatively Jeige, istpaihiit swrfaggs. I fpcevigient: he
DOVEX agg! dhersfam. dhat pariiss Gyitabla (mEiract qumpeag ytmm'amlﬁaaﬁagmmlm%mWww
resi n (R173%l dregularyshaped.ripgoed-gdopd gariciese Theae) Parligigs parg mprgreppesjve: ang thus have the

DI STRI BUT! mpt'ﬁ%%ég@"é%e Apsh apsily (pend dying compression, fo prodyge Jyrable,fablets at low

Eer cent Retogp'ﬁ\%i?)ulk d sﬂy of th%& EAMA%QQ EEagg?c;[mee%tes am;Q 2(I\7A§ ?I% powdered resin was

6 determined f?5 parison purposes. Typical re in TABLE Il below show the Z0620 is the least

2 dense, folio cglaate AMBERLITE agglor?jpfa and finally the R1734 pg r which has the highest 30
325 ‘“""°"’°‘§ 46. 34 Thru 325 17
10 33 55 However, scippEfRg el ectron phot om crographs
(250x) (Figures 9, 10, and 11) of the aggl oner at es and R1 734 powdered
resi.n taken at a magnifi cgttromof—2560X—tdrcate—strynrfrcant differences in

appeéarange of the particlgs. As illusPPRRENHNY Figure 9 Fhe overall size
of the Z0620 particles is |skowdérar to or slipht bynsipgeey than the AVBERLI TE
aggl onerates or R1734 powdered resin. FigurE T 'r’a%glaa s that AMBERLI TE
aggl onmer- 7 EP 0 387 835-Bl-atesconsist oP%enall artd cles attached to
a larger core particle. A &6&h in Figure 1J.,0368e |R1%48 ppwder has a
predoni rrance of | arge si ngl AMBRRLUITE epglomeraiash| v&I7) 11 19488 apgl oner at ed
material. Differences in 4h@é4 are al so showP38 t|hel-§%ot pni cr ogr aphs. The
Z0620 particles (Figure 9) gigent WelBNbAfeter N Shape, as are particles from
the other two powders. Howevigp-paktvaRméRH620 partlcl es have jagged edges and

(F| gure i/\}?' i ke t e go at es thahn ij7n3; Qy\/\q%rag
resin but g%l) m SPEE% ?lr m ss1on nge lf -

resin bu Wd%flbgﬁn é"‘?"t e§bu. Jj(gn éo R R b s a7
relatively Ia ge } srmoth/flat surfaces IS evi dent t her ef ore, that
particleg suppl# for direct conpressi on shoul d consi st of aggl onerates
forned frommany small, irregul arly-shaped, jagged-edged particles. These

particles o @wbmwccﬁmheée ofABeALIE F1A34ePdwisted. Rosit 4\B ThSIbdtyfaniifs Aditmeris of €
and easi | y ghOne@nsbdl 1 Ng CONpPr essi on, to produce durable tablefs at Tow

corr[}wesm on forces. The bulk density of the DOWEX and AMBERLI TE

aggl onerat es Pwodditiidstlcts! of AMBRERUTE @d734 govderatassiol @@ used) @dprémare tvorhaizhdssadn g
pur poses. TEhokstysminectahiéts. SThe irsT aBLdntainbd b2 pbroeut bin aveightvaoistip® 21 the sedoed lot

| east denseontdinsd|abonb8l4 bereanhley WAdBERIstFe: The hibhestattaivable handobsé fon the ftaplet batche¥iver
powder whi @19 $&kand (& SeUgtnddhe talglets grodupqsiwdre rpbdusiie/becapapihey friled BIbiakilitpitaqtsy 180 20
Powder drops. In contrast, when parfigles dn qoyor@qu:qmp thig isnention wepg, dn mearhnidontical composi-

0. 363 45  (jongy @ tablet hardness of 21 SCU could be achieved. Tableisrepmprass g‘mimﬂgp inrRsacess rgngs o
0. 485 18 SCU to 26 SCU passed the friability test.

Another lot of AMBERLITE R1734 powdered resin having an average moisture content of 9.0 percent
by weight water was used in an unsuccessful attempt to manufacture 1g cholestyramine core tablets. The
highest attainable tablet hardness at compression force of about 7 to 9 kilograms was only 10 SCU and the

so ftablets were not durable. In contrast, several batches of core tablets were successfully produced with
cholestyramine agglomerates according to this invention having moisture contents ranging from 7.6 percent
to 10.5 percent by weight. The tablets were compressed to 22 SCU (considered optimum hardness) and
- were sufficiently durable to pass the friability test and withstand a coating process.
- This study demonstrates that selection of cholestyramine agglomerates according to the instant
85 invention is critical to providing directly compressed tablets of suitable hardness.




§\,RJ.734 s 0. 382 0.525 *Sargent Wl ch Vol uneter **Tap-Pak
Vol uneter 30 Thus, the chol estyram ne aggl onerates suitable for direct
conpressi on have a | oose bul k densitﬁP f 8&; o 0.37 g/nmL and a tapped
bul k density of 0.45 to 0.5 g/nL wit 38? Pl ed t apped bul k density of
0.47 to 0.49 g/nL. 35 EXAMPLE 3 Conpressibility Conparison of AMBERLI TE
R1734 PowderpgimPesian and Chol estyram ne Aggl onerates of this Invention 40
Two different |ots of AMBERLITE R1734 powdered resin were used to.prepare
two bat ches Goipibssipilith Chasdriyonash the Efedd|oe tiMistulenen frabletd Plepdreds BiotnaAMBERLAIEORT734
9.2 \P&{ cent HRowdexed Rasih and Cislestyemipn Pati¢las of thisdmveintboot cont ai ned about 8.4
percent by wei ght noisture. The hi ghest attainable hardness for the tablet
bat ches were 7AD eg@timemn (vaf . IBri@mesl tocomparee theatompressiqnr propedies] ofvdabletsnpreparadr fidwh e
because t heyholestirasinegagplomaraies ot ‘}"St'@@!ﬂ%ﬁa\d’@@zérmmm hyrweighhmeigiye withGdets of the
particl es i AMRERBITE B34 Rewveesed 1epin "?We‘ﬁtqeﬂ’ﬁ“tvﬁfsepe{@@d’"? 15 Rereant by welaht moisture.
conposi - 45 Repiigare sﬁ"“t"d'bf'ﬁ'{'e ﬁardness oyld be achieved. Tablets

co resseU wi t Aty o‘?ha'i &E’édmf' ed resin
fl‘lngbl lity taé T"a°° %W@% AT A §CY s
average erI erel ﬁgm obtau

d ng
f I rami
ﬁp;ﬁgg;es;;%m h ;ng 18% o0 cHal %@%esdﬁ f@m

ki | ograns was on anc? the S0 tab ts vvere not guraolg I n contrast,
several bat céj@ﬁ.pgé5core tablets were successfully produced W|th

chol estyram ne aggl onerates according to this invention having noisture
contents r an@mp@sdiuillTCImEbrisuRT ot ORbledtitantifb Agdhriefuisst OBRiINedIFrdi DOWER antl AMBERBITE
| Wer 8- onpioe Soadlets Accardindtodhis NGsntionEnad AMBERLITERITSSPowderedBisinand Wer e
csufficiently durable to pass the friability test and wthstand a coating
process. This At eqerinkatwassierfartned ta doaipars @breméssiom poperiish of cwlestyramine eggiomerates of
. aggl oner at edhisinwantieh with AMBERLEE| powdenont redit (R1794 rithp sholgstyragiinetaggierhergtes gndoWIRBERAQ
directly corihiEcRIZ3powddredresin bad ayndisturd Contehtof 8ri@eescent. EP 0 387 885 Bl
EXAMPLE 425Conplas gurpeses ot roesepisananylgeiuring, tabies mpgtdieve $GU aypiage tardoessrvalpagpfcido
Prepared Fr %MHN_?OI"EZ npigeostRgierablv 82 123 fovitheirnd hpndiingduting-centine ambracking: es
of this InventT#e %sﬁﬁmé%lgé?ﬁ“h%?ftt“ev%@ Ff‘dsr?ﬁé‘ﬂ"t st i eé’taP'ﬁé'a’E faé%%P

properties d °PQWIEeta§9?“ ﬁ&% ff\ tﬁ} o
. h ef Iustrates
R T ﬁf%& o e Sy o
t b
Efzasndenznwe' i g R e e
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 powder ed regj Ojeo? cont ent hest
‘attai nabl g tabl et ha ness of 12-13 SCU was achl eved onIy by using
_excessive cexampaséon force. In contrast directly conpressed tabl ets

;manuf actured with chol estyram ne aggl onerates (herein designated DOAEX

5206,20.) obt aiPngpdrafion @ADIRMECONPRBSHIECSated CREIEstirdMine! 10 dréh Fablevent i on easily net
it he€onpression criteria of 18 to 26 SCU, and in fact could be 15
conpresseq t o TehleGvepspregaraddy compressihgragmitiBre SCeholestylaming (29,78 8l magnesium stearate

’ conpr essi on (9.3 )deto 0.850NNMRX0.835 DolpapetesshiapeditabletsOmeighing iagmexinuately(H80 mg egshani ne
 Aggl oner at es (Headnqiten] ceatingneampoiticn.agesisting piRiteanic-ack) (885 h grbrbially hydregenatedngpybegn oil
t hi s | nvent i(ie)cand Svptyrthyiane glyrol S350 wmaleayias (veighisange ARH5E8§5: maspaparedy combining

- per for med t SMcHBENeats ib mmsprialner gad Raatigehem Bsa BmpeaP & P4/1081F. rr@-'egfgmrr@rfame%

of this |ﬁvé’ﬂ‘f°F’Bﬂ'° "t"ﬂ’“';KR/BERLI TE povvder ed resin 2%?’33%134% l The chol est yr ami ne

. aggl oner at e§ ’°’ ' 2089 o8 P‘ﬁ‘r%" c ghio @
1 9-10 percentem n at B % ‘?'g g‘@é??’é "the
nust have S%t‘e a I u' s‘g %ioa y Bs ranﬁzame

nmost prefgr é@,ﬁi e

Fi gurte Sl sehﬁ%a% st ﬁ &Ré%%} nE i8d
acceptabl e ] r@,&sﬂeﬁgﬂmg pr a¥e| li 5 utes &
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process. can be directly conpressed to provide tablets having the desired
hardness. Figure 6 also illustrates 30 that DQ/\EX beadl ets are preferred
over AMBERLI TE beadl ets as raw mat E‘%’P at relatively harder tablets
are obtained with DOAEX particles. I'S corrparatlve study clearly-
dermonstrates that direct conpressed tablets made with AMBERLI TE R1734
powdered raaiime are distinctly inferior wth respect to tablet hardness and
dur abi | i t yClaimsparthelfollowing IContractingiSiates £ AT)BE,CH,OE, DK,FR, GB, 1504 ILUyniL, 8Ees of the
i nstant invention. 35 EXAMPLE 6 Preparation of Directly Conpressed, Coated
Chol gsf yr ai Achdes@raminertabled borerrisingd O Tabl ets were prepared by conpressing
a m Xtuse of clabk diacty eamprasseddaner7oge ofrpiioletyaning agglomereles, Heid 39930'(‘.5?16& having a
0.360 inch x Oamee bylk densitygf 94 do Bha/mb and ampisturg, com frﬁtﬁga( rfermed from 120
ng each. The n'mrtvma'waawaﬂyﬂ@mpegqet’m? Pa@?l?%’f"é‘t’?‘ﬂ'&" olew Q@aﬁm&“‘ achiatsurfams |
partially hydr cl19 6915%‘%%1“"191‘ F"?&Wpresasﬁﬂtp@“)ﬁ'?ﬂ 'V@f?ﬂﬂ‘é%‘t'@ggf“;f@ws %3%0

| | 5- 685 b
(rolccuer veig gbm;é;@ﬁ S BB T Y
I

whil e stirring {8 ES’ert??u Appr oxi mat el y 6000

tablets (6, 775.9{}:%@?« %A?Jnaf]t%ﬁa&lﬁ‘m% c?-é‘lﬂétﬁ&.lﬂ f&q%ﬁln@ra@?ta?eh&ﬁd%eﬁrﬁ}%’g%ﬁé‘ég \Jhgh

tenperature uci n eat e Into t

tabl et s,nere éawmt afaewfattt@bmee thkdabiPd hagneatn.umcranmnzeae Qritdd the bealit
heated ai r to ilftfle §r8kHdbaatisaf4a - BRY $3- 844 Mistife lidvelloN® 101 |pbiRSht 6P RéigHRGind
material . The @ying¥iethiedmadrial 0 prRNiBS e bhbRsRMIne bgyidnisRatdsabl et s consisted of
a heated punp/transfer line so systemconnected to a 4-nozzle pneunatic

spray systa&nmwheHasiétes claim 2 aherelrl fie ialestramine beddipfs! dregbnbrallyt spRerisg) firfishageysithesfew O
heats he nozbéaeteisamhgamnhwe:onabsedrsudabeassnmatm Figurardt erial. The coat
application continued until a coat weighing approximately 130 ng/tabl et was
coat ed. TH. s Thepiablptceftdtaimm 1r whgrsine thel mbiturbSconfentLaf dhe ¢holegiramine egalonPratesde Stte d4
tabl ets wereperépdhh al |l owed to tunble and cool for about 10 m nutes. 65 EP
0 387 886 Bl Clains Clains for the follow ng Contracting States: AT, BE

CH, DE,25Di5- B tabigf of clim 1 whemeiny the\moistusp: contenh o g (chisslyraaye AgoiPapRtat is 12 0 13
conpri si ng: !‘3"""""t (a) adirectly corrpressed i nner core of chol estyrani ne

aggl oneratse Ionerate Vi q‘%% ﬁed b l of 0.45 to 0.5
7nL and " QI b Rerath Y il
?rregﬁlngr ?y S0 396%%“' gg’%'ggé‘ag"e“"’a? Y 2pt ﬁth %’\e Yely few | ar gz smoot h

an T'nﬁtersé"éﬁg‘jeé‘;gﬁ“ﬁﬁf;ﬁ 1 Wil ﬁﬁg B BIB S WY SRR ot AR ORI ¢

solvent-free coating c tafrning rom about 60 to 95 percent by weight of

‘stearic acg, drh@blet o QEInf Wibref thePould? sfnERIBLcokling \Mritditatabbift 8D Podsérit by IwWaight of
glycol . s52.  Tbaric abili, bl 15 pbrodntbyl wiiihe biQjarially NGdr6ddRatESdoytieaATbil) BndEebout G PRFcart BF
are obtai nedwawaf@ryemmgmb h conprises: 15 (a) passing wet
chol estyram ne beadl ets through a hanmer’ mill mecr opul verizer to grind the
beads; (b)9. dAyprogss e mremarisyd the cchdisstyaimifes tabletst of ¢laims |1 008 awhithi ®imprises | diveatly Of
8 tb--14 per cemtpréssing\eaidyttivlestgraviing eggloieion ¢p thitlets ahnd sbisenwentty applying caig saentei@o t he
chol est4r am peatingggl oner ates. 3. The tablet of claim2 wherein the
‘chol estyram ne beadl ets are generally spherical in shape with a few 20
beadl et s tﬁ#ﬂﬁd""é“?ﬁﬂ“i"l”'&ﬂ@"’éﬁ'ﬂ%ﬁ@?& Egrq"ace as shown in Figure 7. 4. The
t abl et of cI aiml V\/nerel n the m)l St ure content of t he choI estyram ne

aggl oner at SAIP 'et of cI d 3] vvhere the

moi stur® cont e ‘Ta at '%'f
The tabl et of lm 8 " il I'8f?)out
. atwe

80 to 95 perc
wei ght of poI é 6 . alnt re|n t

outer sglvent- ﬁ\eoﬁé?%ﬂréﬂgfr&%m %ﬁ(‘t{ oﬁxbaBUJt 66Qo §§)p§&n’p@r &Gt oPMeahE E\&ht
of partially h%ﬂ"fr@ﬂ%ﬂéﬂt s W@Bﬁ ﬁenﬁHt polyethylene glycol;
which process comprises directly compressing said cholestyramine agglomerates to tablets and
subsequently applying said solvent-free coating.

s5 2. The process of claim 1 wherein the cholestyramine agglomerates are prepared by a process which
comprises:
(a) passing wet cholestyramine beadlets through a hammer mill micropulverizer to grind the beads;
{b) drying the ground beads at 48C to 58°C to a moisture level of 8 to 14 percent by weight; and
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:8.. The tablet of claim1l wherein the outer solvent-free coating contains -
‘about 80 percent by weight of 35 stearic acid, about 15 percent by

wei ght of partially hydrogenated soyﬁg ?A B{;md about 5 percent by wei ght
of pol yethylene glycol. 9. A process f eparing the chol estyram ne
tablets of claims 1 to 8 which conprlses dlrectly conpressi ng said

chol estyram ne aggizpgHealiebtmitétial 13 blodlicGthé tiidleStramme igivimelsteg Ppl yi Ng sai d

sol vent-free 40 coating. Clainms for the follow ng Contracting. St ates:
ES, CR 1. A 3r Deqsaessaif clpimeeheteingheccholastyraaibe/ieadiets are iperiofalily spbevicg iin shepegwith43ew
(a) Q/di r ect | ybeadiats haing @daitially eellapsed eurfate astsbdvendn figwe¥.ne aggl onerates, said
aggl oner ates having a tapped bul k density of 0.45to 0.5 g/nm and a

moi st ure corfk efite pecess of lamy 1 whpreia the Mpigiure Gpriend of he ARoleaMPmBagglomerates is 8 to 14
irregul arl y- shegseet j agged- edge particles with relativel y few | arge srmoth
or flat surfaces wherein said aggl oner at es when d| rectl essed, provid

an inner corfe MARPRGSSOTGiaimyH whereip the moistyre oonteal ¢f; the ghalestysamine ggb'(‘ff?teﬁﬁ 1840 é‘?
sol vent - f fPee cB?i‘f"f'hg contai ning fromabout 60 to 95 percent by wei ght of

stearic aci and frommacl;)ofhlt1 Qheto 49 PEI SELRY H&hd Mntald
gl ycol ; gsh @%g,ss%eagco% ﬁlﬁi g’% 3 Uﬁmg éagﬁ'* ngt?yrgé}gene

agg| orrerat es to I'et's and su sequ vent free

coating. g5 g 2qpgly ,tt&e&r&eﬁi&% ifordi b Bltdr M&tmmsc&m{s%msﬁmm 20 percent by
aggl oner at es  apgigh bSiakify thydr¥geRatbt shhi ch conprises: (a) passing wet
chol estyram ne beadl ets through a hanmmer m || mcropul verizer to grind the
beads; (b) b yirkOprédass @ clivi Nt whedéitl the dlite] Siverdt-irbé Edatirig] cohtbinsiabloitisn tpeiicent by weibht @t
8 to 14 percenstodiy atifhishdit 15 percbntllsy weight of partially hydrogenated soybean dil, nd about’5 percént by
M NS 20 * weifPolpoly@yl@8lyBil (c) sizing the dried material to provide

t he chol estyram ne aggl onerates. 3. The process of claim2 wherein the
choest yr am rRatentaneprii¢h® are general |y spherical in shape with a few beadlets
havi ng a parRateatangpriiciiel fanfolganda Nertagsstaaten hATMBE] @H, DEGRIF, ER./GB, I, 1L, LI $F ocess
of claim 1l wherein the noisture content of the chol estyranm ne aggl oner at es
is 8 to 1% per Chaipstyragin-Taplatte,prafassend: of ¢l ai.m 1 wherein the noi‘st ur e cont ent

of the chol esty r@rﬂ"ﬁéd' °B‘H@P'8"E°@é"“P‘§“ E?“ta'd? %'ewamm- qlofy wobsi dierfigg '°m°fa'
process of cl ai ntP df;ite VR 0 t°' %uct‘,t@ 't V8'P1?z§’fs 154/?}\

to 95 percent b)/’ ‘]”a‘e u? gwﬁt‘(’\%mn-
‘'of pol yet hyI ene emen mneren b?s Pt

qq-é
sol vent - fee co )I i n &&mrﬂ Cﬁ: dLre ?sr %E;vla néﬁﬁﬂsﬁ%uﬁietwa

partially hydroq;gt i ie process of Wher el n
outer solvent-free coatl ng cont I'ns about 80 percent by weight of stearic

aci d, about JlSTfe Gatn ANspiEl AN wobti dRAChdidlylaihinAgdiomerald aias! eime NRAENEH brhaltdd d
about S PRI ceniyerBdh, wébei man: Wei ght of pol yet hyl ene gl ycol. Patentanspruche

Pat ent anspr uche (&) fbuchi|cBEEHRaniIPKigoRESHSduRA biAB HarArhormBite-MikidpuliaFsiortaiichtinng gikERum

I T, LI, LU NL, didkidsichen z&dnafidnyr am n- Tabl ette, unfassend: (a) einen

di rekt konpr i m ab) die vermaidénen Kiigaicherabiel 481his S8 CYHIHAD Binohg Goudttigkeitigahalt woo [Bebis d4 e
Agghenera- te eiGaw-Risotimbtlirant e von 0,45 bis 0,5 g/m und einen

Feucht i gk®i t sgehlal Klassieran @slgstsocknblen Maferials, v die (Fndlestyramio-Agdiameratd bsraiteustelien.
irregular gefornmen Partikeln mt gezackten Randern und mit relativ wenigen
groBen gl at tnTekate nathefsprue 2cmebel die ihplastyramin-KEpelehen ifopllgpmenea sphiiisehacfosiel
bei direkter KBEffiFen.wobe einige Kigejehery qifiedeliwpisrokplisbiprie PReriacbmbesizen. sierie Fidsdiaeedidkon

18 bis 26 SCU eben; undrgi(hb%i ei nen auBeren | 6sungsnmttel freien Oberzug
cer et 80 b1 S e, Aottt g el g Py e et
Pol yet hyl engl'y Otant halt 2. Tablette nach Anspruch 1, wobei die

Chol est yr am - 2gel 0 Bk HnGonkA G whitel 857 AYGnd &Q&S&a@ﬁ&%&g&ﬁﬁnﬂgmm‘éﬂe Phis 13%

wobei man: betréigt

50
6. Tablette nach Anspruch 1, wobei der HuBere IBsungsmittelfreie Uberzug etwa 80 bis 95 Gew.-%
Stearins3ure und 5 bis 20 Gew.-% Polyethylenglycol enthiit.

7. Tablette nach Anspruch '1. wobei der duBere I5sungsmittelfreie Oberzug etwa 10 bis 20 Gew.-% eines
55 teilweise hydrierten Pflanzendls enthilt.

8. Tablette nach Anspruch 1, wobei der XuBere I8sungsmittelfreie Uberzug etwa 80 Gew.-% Stearinsiure,
etwa 15 Gew.-% teilweise hydriertes Sojabohnend! und etwa § Gew.-% Polyethylenglycol enthélt.
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(a) feuchte Chol estyram n- KUgel chen durch eine

Hamer nChl e- M kr opul veri si ervorrichtung gi bt, umdie KUgeI chen zu o
vermahl en; (b) die vermahl enen KOg(EJ, @9?9; 48 bis 58 * C bis zu einem
Feuchtlgkeltsgehalt von 8 bis 14 -% ocf<net und 40 (c)

Kl assl eren des getrockneten Materials, urn die Chol estyram n- Aggl oner at e
ber ei t zuste!l Memnhres zukHats@lidng d@ﬁ@ﬁleém&ﬁihtrﬁﬂlaﬁgn denphephiichl £bis 8, wobei man die Cholesty-
Chol est yr am ranticRiglomeram disktal TaiRdten ReWbridion and arstitiosond denl Isulgmitlolreion UbdARE
ei ni ge KUgel eifizingiel ne tel | wei se kol | abi erte Qoberflfche besitzen, we in
‘Figur 7 gezeigt. 45 4. Tablette nach Anspruch 1, wobel der

Feuc gkel?qtmalﬁphqj@rfomeoﬂegelyamtantel\ggwﬁﬁerate 8 bis 14% betragt 5.
Tabl ette nach Anspruch 1, wobei der Feuchti gkeitsgehalt der

Chol est yr ahi NerRgg N arlersteiiung pingr; GholestyarpjesT abiege. uBESENATah| et t e nach Anspr uch
1, wobei der a@l%'feé direld knmpatmiertendnneres |Ké"‘65% 'E’l? ramifefoglomespten. yobeidinAggigmera-

St ear | nzo aur e ugd"a'gi) '19?'?:"‘2‘@? @\H 45%8%"? WF%EHEE@ Yon @'}%F@Y’Q’%;;
nach AnSpruch \ﬁ; 20
C£W % EIpI'IES |eru nm ren ﬁm 4 ﬂglgg %:rhe%? g QZT

nach Anspruch %
St eari nsgure m}e‘ ﬂé%jﬁ ?FI ertes f\ée{%g d'ﬁg)?'\%
Gew. - % 0' ye ekou te di zQ %&Zué%&ﬁmﬁ&m.%n u}(& L&n.reséa.d%

Her stel ung et en er Anspr Uche bis 8, wobel

di e Chol esty- ram n Aggl orrerate i rekt zu Tabl etten korrpfl mert und

anschl i eBend véifaireh @athBfspiubh @) WoiRi 818 CHoBstyrat@in-Agtidierdid hach ineaV&ahra Sihbilds N e
f Ur . f ol gendewdaed, wagbmaraat en: ES, GR 1. Verfahren zur Herstellung einer
Chohest 3or ami n- (@ptaiichiet GholestyrirainKagbtthen dujch @ina elamelbrmekié-Mikmppiverisibresriichiang gl are n
Kern aus Chol edi¢ Kigakhen-zAggimetier, at en, wobei di e Aggl onera- te eine

RO t el di cht e viohdi@ véatlensn (KigeighenbeiA8bise 581€nbis-ew einem Fhushtigkejtegehblt vondhbig 11Hi s
14% auf wei sen @#v.-% trocknet;pefl aus vi el en kl ei nen, irregul ar gefornten

Parti kel n mit (gefiseiRrpedesrastiohmatan Mitorals, umelecGholpstyramin-dagionrase Eﬂﬂei@lﬁ@!'?'bn oder
ebenen i | chen gebil det sind und wobei die | onerate bei direkter -
m erung eitheMerfd ﬁ@zr"@?’? Aasprigh 2 veobejcdio FM%‘V%H%Q"'@P% i gligameinery ﬂ“@ff@ﬁ“’ ‘5‘??5’

ei nen auBer eHesf'%?gdﬁ’gg‘rﬂ"tgﬁépﬁ"@fa'éﬂ"ec‘ﬂ@’ﬂi%ﬁ’"ab(fé? OBYrU?&h%'E?s'fﬁe% “@5’" 5996  gpgeigt.

obei | ngn i 10 f;ﬂfsv e e b s Aieaa it 91 bt %?P‘m%und

anschl i eBend I 65ungsm tteI freien Qoberzug aufbringt. 2 Verfahren nach
Anspruch

rhelten 3\% rw#&ﬁlemﬂégglﬁx%kgdcﬁ% Qé&b%{‘&e F&Q%&F%%@f‘a Mﬁl&g&%ﬂﬁ%&f%&ﬁbﬁ@&s 13%
Chol estyram n- K?gel chen durch ei ne Hammrer nChl e- M kropul veri si ervorrichtung

gi bt, ug . eviddaen GEANABrudE | TRdbbiedbr sUfdle BhRgnidiRll B1RGg KiWdadoCkie Bs legiy-+48
"bis 58 C bi St@msakmmsmw%gmgyw a8 bis 14 Gew. - % trocknet;

und (c) Klassieren des getrockneten Materials, umdie

Chol est yr ami Nerfatygh Aath Maspeuch @) vobbizdesiuBbrb msungaﬁu&re\édiﬁa&hyaﬂa TSI 20°Ge-PeLidirkes 2,
wobei di e Chiivedse \hydrieten R@lpehdlhenihait m al | ger nei nen sph~rische Gestalt
besitzem, wobei einige K~gelchen eine tellweise kollabierte Coerfliche

besit zen, 8&i Verfahrer) Wew@@l den HuBgte igseigsmoitiolineie Bbaraug piwa B Gow.-%Steaiinsiie r
Feucht i gkei t Bgeinarg se dydrierasiSaialhnandiivad ewa 5 Gewr% Polyeihybmglycol enhiitr ~gt .
5. Verfahren nach Anspruch 1, wobei der Feuchti gkei tsgehal t der

Chol est yr diavendieationther ate 12 bis 13% bet r agt Ver f ahren nac
Anspr uch Tevepsigeionsous es Exats Fﬂgﬁﬁﬁgﬁst“f’@l'ﬁg-r‘é‘i BB b5 K. ER 5. B Lo £ My

Gew. - % St e‘ar aure up ﬁﬁm °8 pr % Pol yet hyl engl ycol enthalt. 7.
Verfahren naC &}‘:‘}j& en mpnm agglom% %n&sénoltegtg?rlar];urng IIeesdl éagrgl%ma' gt vwa

10 bis 20 CGew Gﬁh Hehsité de masse tassée de 0,45 3 05 g/ml et une tensur en humidité de 8 & 14 pour
50 cent et formés 2 partir de nombreuses petites particules de forme irréguligre, 3 bordure dentelée
avec relativement peu de grandes surfaces lisses ou planes ol lesdits agglomérats quand directe-
ment comprimés donnent un noyau interne ayant une dureté de 18 4 26 SCU; et
{b) un enrobage externe exempt de solvant contenant environ 60 & 95 pour cent en poids d'acide
stéarique, et environ 5 & 40 pour cent en poids de polyéthylénegiycol.
55 R
2. Comprimé selon la revendication 1 dans lequel les agglomérats de cholestyramine sont obtenus par un

prooédé qui comprend :
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teil wei.se hydrierten Pflanzen8ls enthalt. 40 8. Verfahren nach Anspruch 1,
Mobei der luBere | bsungsnmittel freie Cberzug etwa 80 Gew. -% Stearinsau- re,
‘etwa 15 Gew.-% teil weise hydriertes und-etwa 5 Gew. - %

Pol yet hyl engl ycol enthalt. Revendl ca&%ﬁgpwvendl catlons pour les Etats
contractants sulvants: AT, BE, CH D, DK, FR GB, IT, U LU N., SE 1.
Conprind de chol @3 pésedre a8 p&%tbﬁsmm.nées(aachu&mwm trdvbr® maucebpmeawém%yeur
conpdi nd d' aggl anmarskspdiebreyeplesbilesy ani ne, | esdits aggl ondrats ayant une
densi te de nasseb)iasédisgectias BillstSordyééls D 48r/0Nd 58IC AIaenivean @tiamidité deLBd T4 poar ceat 8n A
14 'ou_r SO poleye et fornbs a partir de nonbreuses petites particul es
de fofme Brregul CXe eglibragetiumuitérian sbehétpolircionreey les agolpimétats\de chatestyppminede gr andes .
surfaces lisses ou planes 00 | esdits aggl onerats quand directe- ment

conpfi mes ddhnEererrind splgry ladevenriicatins 2agans feauh ies gefitestbillegide chglesiyranginesion géadralgmpnt
un enrobage exfeforee aahéiiqye awe auslayesrietites Bllleaxint Wie\aurish Petiellgment afisissée eammme
en poids amﬂ@“"@@*&‘fg‘ﬁ%é et enV| ron 5 & 40 pour cent en poids de

i yfthymne‘ﬁe S dgg : 1R il " e e P K e R cpote

aggl onbrat s
EP 0 387 885 BI'"P&Y §g‘5§%" de petites billes nouilles de chol estyram ne

(0) To soghdcCartids Ef* e o 3*“0 46 i b Rl b 38 bl

de 8 a 14 pour cent en p0| (C le calibrage du materiau

sech6 pour GONBGhpri@SeBdR) ramﬁ&&o% 1d@an§ [3GeP Penbbbatfd! dkfdme SxeripP B SolvilR coriRbrR Bnvireh
revendi cati on goa 0BEr éeRAPbids SBcideSalidRS ol 4 HFSoUFRNCIRQORS e/ FolBnIShoGIRd.

gentral ement de forme sph6rique avec -quel ques petites billes ayant une
surhace par ti eComprinBtselod faabvesdiatichonaEas aul 'edroBageddxising éxetnpt de sbidart corfGertBirdid
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3. Procédé selon la revendication 2 dans lequel les pstites billes de cholestyramine sont généralement de
forme sphériqus avec queliques petites billes ayant une surface parhellement affaissée comme montré
3 la Figure 7. '
55

4. Procédé selon la revendication 1 dans lequel la teneur en humidité des agglomérats de cholastyramine

est de 8 & 14 pour cent.
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