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25 U. S. Pat. No. 5,026,560 discloses a pharmaceutical conposition and
met hod of making sai d pharmaceutical conposition) wherein the
pharmaceutical conposition conprises a Nonpareil seed core produced by
coating sucrose with corn starch, spraying the core with an aqueous bi nder
_in ~a solution of water or ethanol and with a spraying powder containing a
30 drug and | ow substituted hydroxypr%Pylcellulose f gl nert 3602
application of an enteric coating. U Pat 4,524,70 recites a sl ow
- rel ease pharmaceuti cal conposition which provides a sustained rel ease
conposi tion for treating hypertensive patients, and which conprises a
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pharmaceutlcal composition requires numerous coating steps to apply the
subcoat and then the enteric coat.

25 U.S. Pat. No. 5,026,560 discloses a pharmaceutical composition
and method of making said pharmaceutical composition, wherein the
pharmaceutical composition comprises a Nonpareil seed core produced by
coating sucrose with corn starch, spraying the core with an aqueous binder
in a solution of water or ethanol and with a spraying powder containing a

30 drug and low substituted hydroxypropylceliulose, followed by the application
of an enteric coating.

U.S. Pat. No. 4,524,060 recites a slow release pharmaceutical
composition which provides a sustained release compaosition for treating
hypertensive patients, and which comprises a mixture of micronized

35 indoramin or a pharmaceutically acceptable salt thereof, a water-channeling
agent, a wetting agent, a disintegrant, the mixture being in the form of a non-



for oral adm nistration in single-dose packets containing 100) 167 or 250
nmg of di danosi ne. Packets of each product strength also contain a
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respectively, and is to be mxed with €omrercial anta
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microcrystalline cellulose, Polyplasdone®, mandarin-orange flavor, and
30 magnesium stearate. Videx® Buffered Powder for Oral Solution is supplied



25 Most of the enteric coating materials known in the art are acidic in
nature and hence may cause chemical instability when in contact with acid
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hum d conditions experienced during an aqueous coating process. To mnimze

~ _this acid caused instabili ty, a protective coat or subcoat is usually 30

appl i ed between the particles, beadlets, pellets, tabl etc
enteric coat. This protective coat phy&cally separ ate tnsc%@ 3@@\% e
"drug fromthe acidic enteric coat, and hence inproves stability of the
formul ati on. The process of appl yi ng such a subcoat, however, often entails
mul tipl e burdensome and tine-consum ng steps. Furthernore, the subcoat can
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35 prior to reaching the intestines.



5 such as within the small intestine and therefore permt release of the
phar macol ogi cally active substance in the regions of the snmall intestine
and not in the upper portion of the G tract, such as the stomach. The
pol ymer coating material is selected such that the therapeutically active
~agent will be rel eased when the dosage formreaches 10 the small intestine
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car boxynet hyl ﬁ‘%%twe e Avicel TM PH101, Avicel T"~ RC 591, AvicelLTM CL-611,
8 30 Decenber ((% MC Corp), CeolusT~t (FMC Cor,E. ), ProSol vi~" (Edward
Mendel | Co.) Met hocefqeordipgly, thequtarmaseyticaseamensiticnef thegnwantion willt d. ) |
Ely:ir oxyplr apy | udkdllyyinclabe WrogewhidiNzE dhehiicalit dstdBiein aa‘bic@nv,iroghjld_aﬁ)s. f
ol yvi nyl pyrr : [ : e core o
t he conpositi 3#%%7%8?%@%%%@&%&13{ @gﬁﬁ%fﬁ@ﬂﬁ%é&%%ﬁ%@gt di si ntegrants
or swel | ing aBenedtionsipuenaacidis@nyifPamantsrirll 5D vhilenatselavingdhaiarid t he
trademar k EXPréiBad: (nEdgind dfiprigidatdeahan 4AahBihebthis berths spbémikadtinedi um
car boxynet hyl S?Mé’hf?éfgnﬁm Corp), croscarnellose sodium corn starch, or
cross |inked polyvinylpyrrolidone. A |ubricant such 10 as nmagnesjum
stearate, 2fmy al so bé‘oé elthe entetis gradiparmateoals snowRdn thecrhasyagidisiet |
specifically agtielandriehastmapeaddeccmibalchstabilingném edntag withoasigs. The

core enpl oyed i.n the pharnmaceuyt.ical Lt £t i t] will be

formed of a té%ﬂ"&',”g&?@é%"éﬁ-aﬁﬁ&?‘a e?Bﬁﬁ%Wﬁﬁ%&H@%&RFQBF@P ?%@Qa%@rqoxi mat el y
3116 of an i néwmidisenditioas ekesrianced sturingcegayeous g@atiag Prereshe 151 ze of the
tabl et and talhifinsiz€thiy dcld disElZRRabimly, BproRdeve &mldraubsdates ubadilyet s are

advant ageqys, _how r, since the ss .t hrough t onRc i re ease
than larg siafgﬁgggﬁm? t%%p&é@f%%%egpfe& H‘?ﬁ?‘%ﬂ%ﬁgwﬂgf gpﬁnéﬁ%]gg%élt% of the
present inventcosh Tbigipigtectiveecaas mbwysicalyseftirates theracid dabitedireadiont thehas t he

same_bi oavai | afjdi biteie doBE FBHENRE iMbrieaSesbility of tePBRALAgor): Bhe
Appl i cation No. 09/08 'E?/E Dependi ng upon

3,597, which s filed on 22. .1998..
the size of tHEOPEHH %ft%qp?x'mum %@cwgbgws&eﬁ %ieat?é‘ﬁ'vﬁ“%? a plurality
of tablets suftfirdémstme andttinea-comsuming istepsar Faisargwremsipessibenatagadiul at ed in

a di ssol vayy ﬁ &arsy ﬁ’elagﬁ'\ Bml’ga@léaés%'e][ native enbodi melnt of the present

i nvention, the core can be prepare roma wet gr ti rocess, using
any of the wet gr anul%?i%ﬁsglsn@é!??%F'ﬁ“ﬁeﬁé%ﬂ?@%ﬁ%ﬁﬁ(}tgspcfgefsn the art)
such as pregelaid/oi paticksasontainipglacid fapileydrugd calbe subERdsfidlycaqueaous

car boxynet hycel | ul ose, potassium or sodium al ginate. The wet granul ation 30
process conprises the steps of preparing granules suitable for tableting by
bl endi ng a m xture conprising the nedi canent, a binder, and optionally, a
disintegrant and filler; adding a predeterm ned anount of water or

granul ation solvent to forma wet nass blend; sizing the wet mass bl end
into granules to aid drying; drying the wet granules to renbve excess



35 noisture; sizing the dried granules into granules suitable for
tabl eting, and adding lubricant, one or nore fillers, one or nore dry

bi nders, optionally a disintegrant, and other excipients necessary for
tabl eting the granul es. g 30 Decenber 2002 The enteric coating according
.to the present invention will include nethacrylic acid copolyner,
pl asticizer, and a sufficient quantity of NaOH to ad] he 0
suspensi on. Other al kalizing agents, sfich as potaSS|u#ﬁiﬁé?g?ﬁgérEgb&C|um
" carbonate, sodium carboxynet hyl cel |l ul ose, 5 magnesi um oxi de, and nmagnesi um

hydr oxi de can al so be used. In formng the enteric coated pharnmaceuti cal
conposition of the invention, an enteric coating solution of Eudragit

IC_j 30-D 55 wil lentmlcemjptamy\mﬂ':c?dfladbﬁ??tbnlof% Qo’ﬁé_ttll/é coat @\TH%QH& aﬁ{¥|d' c Lels' n
i spersion, i acr ic acid an et hy
r?ﬁ\Fbi\?e%p% %frqi{he §|r-l o\ﬁg? en?eélc coa SHEPENSIY) sglptio

acrylate with a rat r'box
appr oxi mat el y by: Uﬁ'“Qaﬁbala’-"Pﬁaagleﬁfbl débgl rit omegmat!@g Salﬁpemﬁ(tbmﬁt wlised250, 000, is

Sugpltl ed as abemum@mml\@mé%nmmﬁre@ﬁtmmge 20/ Wo ol th! Msi, apgIer based
subst ance, an an aqueous- base
coating, nd dgrdﬁsgﬁﬁsﬁéggr{w@%w ﬁﬂsyonh%qﬁ o?ﬁcﬁ?%sg%'f"%nts are
utilized. 15 ABE M@ﬁtwla@sﬁ f_UQQr DIBEas suerneryptadiner eadldiaseat i ng pol yner,

the invention disﬁnt@?ﬁants ButR Gl sfbdﬁd?h%tér@ﬁ@%bla@é‘chr@t&ﬁér Si?énﬁl%hf‘s cQéh i ng
pol ynmers known in ul ose phthal ate

t
HP50 ( HPMCP- HBS A1 rli%ii{arirhﬁ Oé”z"lf% arﬁﬁ%@?(%ﬁ@%{ P@B’S??%&ﬁal'wﬁ‘? ype 200731)
and HP55S avaiférabligidnssxhcstesintnsied Gheentedt coligt eRaisifiyltae ptoof thei ny|

acet at e phphal-gheld g@éﬁrﬁ% %Qrdles aSH'To‘?é ‘%fdb wgf Pﬁi ?fc‘/r'l Wlth@%ﬁcﬁa‘ﬁlle

pht hal at e) ( Col or con ose, acet

pht hal at e) ( FMVETEhingthe °°5ﬁ1dA§ ﬁé’eF&EZ ?r@y‘s b’@ 'QH'WTﬁ%d Bﬂt”@?ijéo"c%at i ng
wil'l al so prefeotablive subebat betwephds¢ iacidzebilemiruganidsheaefdir aiteyic doat hy |

phthal ate, al tT*P\@éJEchE@anMQQ?llﬁ{hétésmc&étmé idnfl &mc%iagﬁ? sffqo%%i and

th | ast
? ri g::elto i ﬁs Itf:aﬁg‘["glqrgaéﬁéﬁed%%e Mﬁcﬂr%tsﬁiﬁiegh% a&F%SFbceﬁﬁ ¥&htdsiave coatl ng

enpl oyed ilh t Weugrelsese. i nvention is substantially easier to process than

previously reported ?Rétp'r&ﬂas%yo?tt res%ﬂ@n!v?nt‘?oﬁpﬂﬁ tfétéé’ t@mffféﬁ%?ﬂ%ﬂ% for

coating small dianete | ow nma artic ni nal
processi ng pr GWbfHP ‘Psqq ek Hﬁte&% KP?«&N% ttﬁB‘mS %CH@CHL@@'@ GFugs: gaeh as
sol vents. In grileusihg amueouﬁ@rmse N spelsialized drquipméntcib reguirgtcaspat i bl e

W Lh the ent eldfEARaBIehAHEY comoBlie holke an LT e limarRad S0 of

one or nore fi physical 35
barrier b@lwedpundio ke adeqate fordabiet iamaliorAng coaliid-ng | ayer will be
enpl oyed. However, uiM theedipestiviectrsit ythe epatddedbletapassodralghithastérhath

95510520 1 3, a4 nE oL RERRREHE S RREP 1 1
process ut ~l ~z<3dhlﬁﬁe@ﬂﬁﬂl'$lapﬁfl¢é'"w{§ﬁ¥o1stq?*oﬂ'héfe“fq{@ Gaebiag fempepent 2lBwsand t he
pH adj ust ment thé ridticarnent dige téle@rpainQiubseatiaNeintact ahdapds ;srav@atstﬂne need for

h | af, | i
g
the enteric cdheiasig ﬁﬁ?.fplne@atratlngﬁmgugj'etqﬁhpgalplgt earey dihg tﬂﬁlﬁiﬁthsnmaom 2
the intestine tﬁﬁouyhl te &nfdlBihtestA® Wherdlh tﬁé‘ﬁ'lajcbrﬂvl@f trel &dtbtid cbatings required

Lﬁcg;'t 23 :2& e{érﬁ%orgeé\? wdlﬁggsgvgvgrn%d@leoars%hgt h%ﬂnggélo&cgl@aﬁétm a 50 ny

substance therein. In normal flow direction therethrppiginrthe ismetiootestiery) per
Tabl et 30 consists of the duodenum, jejunum and ileum. Transit time through the

small intestine is approximately 2-4 hours and the pH of these regions is

approximately 5 to approximately 7.2.

As used herein “enteric coating”, is a polymer material or materials
which encase the medicament core. The polymeric enteric coating material
35 in the present invention does not contain any active compound, i.e. any
therapeutically active agent, of the present invention. Preferably, a
substantial amount or all of the enteric polymer coating material is
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___ T~LET CORE - __ Drug (di danosi ne) 50.00
15 i~licrocrystalline Cellulose 17.00 Na Starch 3 ycolate 2. 10 Magnesi um
Stearate (for conpaction) 0.60 Magnesium Stearate (for tableting) 0.30 20
Uncoat ed Tabl et Net Wi ght 70.00 A preferred formulation for the

_ preparation of an enteric filmcoating suspension to coat the uncoated 50

ng tablets is set out below. 25 N ateri7al Amount (Q) |%00 §8§TI NG
. 2
Eudragit L- S%ﬁ) %C%ﬁp%V t hyl

- Phthalate 3.00 30 Purified Water gs (pH adjusted to 5 0.1 with NaCH

sol ution) The percentage range of the ingredients in the above formulations
35 for the uncoated tablet and the enteric filmcoating is set forth in the
fol | owi ng ch&issolvad befarethgangsieamertrordberaprutically Active aganige releas®ORE

- from the dosage form, so as to achieve delayeddidgolution of the

(di danosi ne) 1- AUVaH [ SrOCHY S ' jsw 8 - .48 %t rch Gycol ate0 -
6l ~I agnesi um Stear a? é(‘}: - 3% ﬁ%éu r'a'g ? 'E D 'g\ggv -'C%W I et hyl

Pht hal at e0. 5dissgivg in Mtgptinad jiieas at theigher phidlerels dntigrantes 1gmo4bY.i on in t he
farm of tabl eush aay\lmlmm ﬂ’fe_e@rﬁé$d\t@é¢in%bé}fdd3m@;ﬁe]§pqé?;b€rhﬂiﬂ@l€r§sie5&‘%hé he st eps lof

m xi ng an aci , ica inderl filfer uc S rocrystalline
cel | ul ose, apg?ﬁ%%%r‘g%, %g'g%%bggtaa%%imu SRR "Jﬁﬁ%&r’éﬁq‘éf‘@éﬁ% A"fi r st
portion of anptiprtheanper Berdinn #§ theaghtastusaht asathgtsdomaeh. conpaction, in a

tunbling 20 type bl enslpblynic? RatRRRt&idYsdbaad sufhendttggd is then
screened and

T esul ti ng bl ARIAPEEATE Aetis,po byl BedheaRes FoBR 16F Saged B imeghas
gr anul es 10A shacomdll destinenorod regieih sswoieh dheepHds greater theamtH #& tableting is
then cal cul atregfeprad dalaaﬁggw-'éhsntw;e thEtERhisD GhichPRridie 8¢t iithd |Jwte Screened
granul es. The resul tnl %t PI eng\ bs \}vn'eﬁ f‘or rrepl | gha tsa]bl ett (uncoat ed)
having a desiPFeen\oNgi i §iOmach RUEWHICH JISNIEPTate OfHisspiNg ? B@E‘gat ed with
an enteric ficommaray foupdsiodbe ssiadnintesting okthagatiaot. dgetenterB0pdymer and
It0| astici zer gééﬁﬁ@wl?témtl hbfseth: dissingintar biidb ReshiGRA LSH HRRESH Us with
Op ST aylsrm a%butsy.% to about 5.5. The pH-solubility behavior of the enteric polymers of
the present invention are such that significant dissolution of the enteric
polymer coating will not occur until the dosage form has emptied from the
stomach. The pH of the small intestine gradually increases from about 4.5
to about 6.5 in the duodenal bulb to about 7.2 in the distal portions of the
20 small intestine (ileum). In order to provide predictable dissolution
corresponding to the small intestine transit time of about 3 hours and permit
reproducible release therein, the coating should begin to dissolve within the
pH range of the duodenum and continue to dissolve at the pH range within
the small intestine. Therefore, the amount of enteric polymer coating should
25 be such that it is substantially dissolved during the approximate three hour
transit time within the small intestine.
The pharmaceutical medicament present in the core will be an
acid labile drug such as ddl, pravastatin, erythromycin, digoxin, pancreatin,
ddA, ddC, and the like. The present invention is not limited to these drugs
30 and other drugs may be used as well. The invention is particularly adapted
to pharmaceutical compositions, such as tablets, which contain dd! as the
medicament. dd! will be present in an amount of about up to about 95% of
the composition in the coated tablets.
One or more binders or fillers may be present in the core.
35 Microcrystalline cellulose (PH-101) is the preferred binder most suitable for
use herein. Examples of other binders which may be used include sodium
carboxymethylcellulose Avicel™ PH101, Avicel™ RC 591, Avicel™ CL-611,




30 as an Aeromatic STREA-1 table top unit, and then dried. During
preparation of the filmcoating suspension, a NaCH solution is added to the
suspension until a pHof 5.0 0.1 is obtained. Adjustnment of the enteric
filmcoating suspension to pH 5 elimnates the need for a subcoat or
. insulating layer. The advantage here is that an enteric coating at pH 5

permts relatively rapid 35 breakdown |n the intestin ce 0 mal |
anount of alkalinity is required to brPng the pHto SE‘?S Ii?’?l Eg'ygﬁgﬁon pH

~adjustnent to 5 0.1 is not critical. The pH could be adjusted up to 5.4 as
may be necessary of a specific formulation. Although a top spray node fluid

ond any sui t i MEEBE! L8 shOTAE LR FabSnabladwat htel dar uat ng one
with a bottom Mﬁﬂ"&?e'“bﬁ (0 Coympl SBarahdib00 rﬁﬁyloeﬂ%\oL@é tiyditoxyerdpylDependi ng

on their size,mbeickalib | I I er
enbodi nent of H’I,é.l}e?lcnve @é@HPﬂY) l?ShIh@i%@\@rrII%ngﬁ_ggo I\?‘}%IgmelbgfrﬂI&% Qshel I

capsul es, such #85YEM ﬁwaé%ﬁgg%é’sd'w AI}%'P?I ng sizes depending on the dosage
of medi camént desi r edheldore étheatrrepasitinneofitbe lirveatiom pwyl als @ theluehyrdr ophobi ¢

1l m coated 1t Araor aikeyens ’W'W%é%@’“ caltinas Sl YalR Sldatee 1 he
enbodi ments of™ ?ﬁ‘@%ﬁf et hq_g ‘S‘I"Wé %ﬁé (FeweehMggd %‘EQ%I R L%t her

descri be the nfatessHakedasodiume tchdobxymatityI¢aiiuae) YFMG Oorp) t drescarmmanbseon and
are intended tscbdlﬂ.ﬁnf%rn'étér’dﬁt5@6rb¥§Ilwd%’&ﬁﬁnﬂﬁ\{r@hdéﬁg A" 1B nt sUEI‘?ndEd to

limt the scope or spirit I nvent Al

t enper at ur ¥k aﬁ‘%“’@;@ﬁ?%@%ﬁeﬁwt%éﬁiﬂ%@@o@lﬂﬁﬁ M@e&w%@h@m HEFIW se i nd| cated
and all mesh sirmeated mblétSspetiicatipadaridbAGivforEXaNBirbattidh dald tdtostmgl at i on
for 50ng tabl CE/@,%\Eng the follow ng conposition was prepared as descri bed
bel ow. 20 VEI | GHT % OF OF FI NAL COVPGOSI TI ON COMPONENT FORMULATI ON
25 A. TABLET CO ddI 71e/cHs emoyddindberhpanassisicakrorppesitiomaf Be22 359 Na

8}3 ar cId1 a yc(())/l aiheedidh \QlIlb@ZoI’vbgﬁgSé waIQI pasferablyla &)ué:dl@éorﬂ%x%bl@@ﬂl NG
I(Dh?ISISI a'?g 0 CQ@%@XIW 2%/%6 %T’ % mgn 5‘8(3(?{5\)6 lﬂé‘@égs%ot goﬁe\ﬁe% IIrHtgc} PIytI'le

size of the tablet and tablets of varying snzes may bevﬁgd@r §gmllg{ siged of ddl
tablets was comrisack buvﬁd@lgétﬁxsddbwe%mem@éyﬁéyabésmmr@.@hl mé@@haaﬁ)dl um

Piteca furors o e W AR IR 5o P 3RS 7
m nutes. Priort ist afithegpresent inventing hegingrmare apmpﬁglnadidéﬁs dhenhi ch were
| unpy, wer gy pageditahitn®Uigds theednd@Bidavallafiy - as the beadlet disclosed in
co-pending U.S. Application No. 09/083,597, which was filed on May 22,
1998. Depending upon the size of the tablets, they may be ingested
individually, or a plurality of tablets sufficient to attain a particular dosage
may be encapsulated in a dissoivable capsule.
25 In an alternative embodiment of the present invention, the core can
be prepared from a wet granulation process, using any of the wet
granulation binders (if necessary) commonly used in the art, such as
pregelatinized starch, polyvinyipyrrolidone, HPMC sodium
carboxymethycellulose, potassium or sodium alginate. The wet granulation
30 process comprises the steps of preparing granules suitable for tableting by
blending a mixture comprising the medicament, a binder, and optionally, a
disintegrant and filler; adding a predetermined amount of water or
granulation solvent to form a wet mass blend; sizing the wet mass blend
into granules to aid drying; drying the wet granules to remove excess
35 moisture; sizing the dried granules into granules suitable for tableting, and
adding lubricant, one or more fillers, one or more dry binders, optionally a
disintegrant, and other excipients necessary for tableting the granules.




13 30 Decenber 2002 The bl ended m xture was then passed through a #40 size
mesh screen and re-placed into the tunbling type bl ender and bl ended agai n
for 10 2 mnutes. The resulting blend was then slugged using a 314" flat
face punches. The slugs were then passed through #10 and #20 size nmesh 5
screens for s~z~~g. A second portion of magnesi um stearate needed for

tabl eting was then cal cul ated and pl ac§d into the tun%l 939%‘%%'?%?@5@6 er

with the granul ation prepared for the Sizing of the sl nded for
- 10 2 minutes. The resulting blend was then tableted to obtain the desired
tabl et 10 wei ght and hardness. To prepare sufficient quantities of film

coati ng suspensi on : : ’ aqit L-30-D 55 s filtered
t hr ough a #60 nesh ;r@re%g‘?lérf%gb%é‘hg\%ggéﬁfﬁ%g%ﬁé%@ér’ﬂvetnﬂg? YIHINCHAR filtered
Eudragit was MRNgAYHC 3pd qoRelymadde @lasticiners and | sufficentguaatityed Nagis el

cont ai ni ngI orte-dalst tﬁ&ﬁHadTth@tsuéﬁen%fom\/a@?{elr %ﬂ@uiihgégeﬁﬁ?s?&%wre was .
conti nuously es or,until_a.uniform m r s visually
evident. Wt rg%té%%sﬁﬁuﬁa@éo@?%nr%ﬁﬂ% %ﬁr%?rfﬁ;?’ ?)%ﬂ"ﬁ%cﬂ@%@%ﬂ&%kﬂ‘ma% t he
vessel an@ stMagnasdeaidended magneiumi hydreddeocanatsol beused.f or m mi xt ure was
\éi fS:gal ly 3\}/; ﬂent-tAIrDhbrﬁﬁg?fhe}"@‘&eﬁi@@d&%t%%%\g%g%&?i@aﬂﬁrﬁﬂo%drﬁcé@t{ﬂg fﬁ 7
uffers. coptin 1 rring, a sol. s added to the
vessel until 'ﬁveﬂﬂlogf g@%(g?erﬁ.cfa\wgg s8l‘ﬁt'8f‘ﬁé%?dﬁé‘ttf'gﬁ'hjgg‘”{)\lggﬁm of the

coati ng suspeamployedvatudtgaitst-88-u§h g ansquecun dcylic resimgispassioran nued for
an additti Onalar:ﬂ&imc?pﬁl?ﬁler a@mé@aﬂ%rﬂtn&@taa&ﬂynwaaagﬁa%;ﬁ a!éEQl%tiaW%ff‘ I' uitd bed
appar at us, Wi th,.a op_Spr nmode, and appraopriate distyibutjon plate to

Al Low f1 i 7216 6h1rS? CFFSFE’%WB%E?@PE&S%%P}’W"i’f”‘i‘%@ﬁyc{z?n 2 2 s, o

coating, the malecelas weighd qfrappreximetely 85,060 ciestippiiedias ntagueouenper at ur e
bet ween 45 - BfisfersiBR dopkBhink 0L WAl WiirPlacallef subdta@s aﬂ@tigfﬁgrﬂ&ggto be

adequate. The spr at e S usted to allow uni form coati ng and adequate
dryi ng of th}ycgaﬁ%'%?@qv@@v %%W@i"éht’o‘sg%ﬁ AQYRRYSIRASEALO8HNG i 19 coat was
determ ned t cddngesafst oremitonmiEntaly faoatfu!mgyganibeotvablisedre widiced.dri ed for
approxi meiely 10 m Wl ah_ . J | 4.oD0 C. The
so for medif):nt,eri C, co?%ggqgglua&dégﬁgtb %g@ﬁﬁt%@%ﬁ% %%égiﬁgmﬁt %Sr ot ection
agai nst gast riN¥ERHIANGS (et limiied fn B)'s fraPerhane fEer eaIRNCRPAtRg PRYE'VE ddl at

pH s above 5.krio¥AVRLtRe 2rt, siidh 38 hpemapbrepy2tethykeulose phidlatd HRE0dd!

for mul at i on i Gyfeof )é;s‘?ﬂ Prz'z@sﬁgg%sggwéﬁwﬁ RS e 25
sescrs beabel S0 TG N R e A BB 0 e

for conpa2l i ofpo(yRingDacaatevehtiealpleyCatbreon btds), Surdtedid™ (Bolyvinydlacetate ype

bl ender and 1 Lar: | if

i ngredi ents %@ﬂ?@%&tgﬂ?&%& %’SW tB héﬁﬁ‘\l"@p‘éﬁﬁégi@% ﬁc?eéaﬂgehplgﬂgggfg)% screen
The bl ended nFRtus @nddbe fikemayhesedpioNedugh a #40 size nesh screen and

re-pl aced ihnt 0 the tTHEEMmtEEC EMW@&HM% praterablyesutiesin agptastidizer wrlichl0 = 2
punchos to obld &g sRfieniat, At RE TR Endt e BuklcTc g
SCU, respétt i BSpgct antbotier glastigizerstman bpaissd such as daethyhieitratid #20 si ze mesh
screens. A se@ifgle)| tabcstin, FumE sebseaé entiyetiylend @ycdlor tabl eting was
15 then placed into ${iechidfBlcoBind ¥RBIdYEE M He Beslint ettty and bl ended
substantially easier to process than previously reported coating systems,
and is especially advantageous for coating small diameter, low mass
30 particles (tablets) with minimal processing problems (sticking/picking)
without the need for organic solvents.
In general, where the core includes a drug which is incompatible
with the enteric coating layer, a subcoat iayer which may be comprised of
one or more film-formers or plasticizers, and which acts as a physical
35 barrier between the core and the outer enteric coating layer will be
employed. However, unlike previously reported coatings such as that
disclosed in U.S. Pat. No. 5,225,202, the novel pharmaceutical composition



" 10 2 nminutes. The resulti ng bl end was then tableted using 316" round,

pl ai n, deep concave punches to the desired weight at a tablet hardness of
3-6 SCU. A quantity of filmcoating suspension in an anount (g) per 100 g
for 20 coating the 50 ng ddl tablets was conmenced by addi ng approxi mately
50 g of water into a suitable container having a stirring nechanism Wile
the water was being stirred noderately,. 33.33 g Eudragj S
slow y added thereto. Before adding t0 4 he wat er, the@gjo[r&%ég)é??g)iﬁgggég 55

- was screened through a #60 size nesh screen. 25 Wth continued stirring,
1.50 g diethyl phthal ate was added to the waterl Eudragit m xture until the
di ethyl phthalate was in conplete solutiogn. While stirring, a sufficient
quantity of %?E‘P%H{?ﬁ?&i WFB@%@P& feéHH(o(f).“'F PRYel PRgcesp stidedinymaldeed i n
order to adj ubé cotmpopitioofof tireepmsspeinsemtiont andbthe. pH\atijustroetiofitiesl stirring,
vwater was ad%%ng%i sdendiftBalitd SUBIR Sike 18MbdE: S0cPURRRNRLOR Was

stirred for an a 1 onal J@ .nut%s. g abl et coatl ng procec utilized
an Aeronati ¢ 4|8 BNt RiEA2EING Gi R BEH e FPEONE F92LING USRS Ipr ay node
and appr opr i édiscalitst codimgiivdepiace td breaktown fak pHA .3 atheantaic ¢dwingr oduct

(tablet) int : ' | Il i d Ly Qcess
were: 35 Char%z’“%? g“@ggﬁ@gﬁéﬁgé’g’%@%ﬁﬁg@% lﬁ‘gﬂhéjﬁeg% %%O%&cagnber
2002 Inlet TemlanaHabe @ﬂﬂt@ﬁﬁéaﬁﬁwtwﬁ%@"rﬁdrtp@d'rnathrbtp §Prst 5 mn. 4
g/ mn. Spray rate, fisplefergddionmblatios 2dreprepaingng 50ImgmALsatyetametlig0Cut | et
Tenper at ur e3 e%igglbv‘pai n8%-i nal drying at fan setting 1010 m n. 10 Before
coati ng, e tabl'ers were pre-warned in the coating unit to a tenperature
between 45 - 50 C AT nITet" tenperarare “of 50 -2 C was~determmed t o be
adequat e. The splatpricdte was adjusted to drhowmtumgoyenTadde ng and adequat e
drying of the.coat__An_8__0 5%weight _gain due to the 15 film_coat_was
determned to b@ABEETEORE  After coating, the tablets were dried for
approxi mat el y 1Prugrdi¢ancginedn inlet tenperature of5%@broxi mately 50 C. The
so fornedl®nt er Micresayealliirg Gellyderet was found to pto¥d de excel | ent
protection agai At StpgshGlycalated (at pH of@% but had-Hkcellent 20 rel ease
of ddl at pH s MrfEnrespim Stegrajg ( c@rﬁE@?Ct 2 daind¥% claim 1. An
enteric coated plagmearuntStearate fiosdabletsg) conprisind3¢a) a core in the

formof a_tablet conprising a j i l.e medica ~—provi ded that said
core does2hot contain JiP%a&%‘FT%%#?gNﬁg%gh%nd ma;%—m
A preferred formulation for the preparation of an enteric film coating

suspension to coat the uncoated 50 mg tablets is set out below.

25 Material Amount (g) per 100 g
TTCOATING Tttt/
Eudragit L-30-D 55 66.67
Diethyl Phthalate 3.00
30 Purified Water gs

(pH adjusted to 5 £ 0.1 with NaOH solution)

e ———— - ———— — — ———— ————— i ————— " — i ——— ‘. ———_ . ————_ — ——

The percentage range of the ingredients in the above formulations
35 for the uncoated tablet and the enteric film coating is set forth in the

following chart:

40



(b) an enteric coating surrounding said tablet wherein said enteric coating
I nparts protection to said core so that said core is afforded protection in
a low pH environnent of 3 or |ess while capable of rel easing nedi canent at
a pH of 4.5 or higher. 2. The pharnaceutical conposition of Claim1 wherein
~no protective layer is disposed between the core and the enteric coating.

3. The pharnmaceutical conposition of aim2 wherein nterjc
material, used to formsaid enteric c at i ng, conpri seyberﬁ%‘?"ﬁrgl??cﬁgﬁgtl ng
- polymer and at | east one alkalizing agent to raise the pH of the enteric
coating material to mnimze inconpatibility between the enteric coating
and the acid |abile core. 4. The pharnaceutical conposition of Caim3
wherei n the pHA™Of"thHe BNrTEric coatinyg naterralk—rs-between-4-9-and-5. 4. 5.
The phar maceut i cdltemdalpositi on of Cl aim 2 ®herege) said acid |abile
medi cament is_2'_3 -dideoxyinosine_6 _The pharmaceutical conposition of

Claim2 wherein GaBE acid | abile nedicanent is selected fromthe gr oup
con3| st i ngdof pr@%f@ﬁﬁﬁoméﬁgt hrony0| n) di gdxild pancreatin,

, 3' - di deoxyad Hérgoery shailing' Cellulg Beleoxycyt 09i-#8. 7. The phar maceut i cal
corrp05|t|on of ANaiSterrhbcelatet he enteric cOabing material, used to form
said enteric Coab(l,agges1g§h§,t¢a§@§e an enteric c®athing pol yner 30 Decenber
2002 and at Ieast one al kal i zing agent to raise the pH of the enteric

coating Peri all %e i nconpatibility bet ween the enteric coating
30 30

and the aC|d Iabg

1ethy1 h’chalate 0. 5 6.0

15 The enteric coated pharmaceutical composition in the form of
tablets may be prepared by a process which comprises the steps of mixing
an acid labile medicament, a binder/filler, such as microcrystalline
cellulose, a disintegrant, such as sodium starch giycolate, and a first portion
of a lubricant, such as magnesium stearate, for compaction, in a tumbling

20 type blender, to prepare a dry blend. The blend is then screened and placed
back in the blender for a second blending. The resulting blend is slugged
or compacted and then sized to form small granules. A second portion of
magnesium stearate lubricant for tableting is then calculated and blended
in the tumbling type blender with the screened granules. The resulting

25 blend is then formed into tablets (uncoated) having a desired weight and
hardness.

The tablets may then be coated with an enteric film coating
suspension comprising Eudragit L-30-D 55 and plasticizer (diethyl
phthalate), using a fluid bed coating apparatus with top spray mode, such

30 as an Aeromatic STREA-1 table top unit, and then dried. During preparation
of the film coating suspension, a NaOH solution is added to the suspension
until a pH of 5.0 £ 0.1 is obtained. Adjustment of the enteric film coating
suspension to pH 5 eliminates the need for a subcoat or insulating layer.
The advantage here is that an enteric coating at pH 5 permits relatively rapid

35 breakdown in the intestine since only a small amount of alkalinity is
required to bring the pH to 5.5. The suspension pH adjustmentto 5 £ 0.1 is
not critical. The pH could be adjusted up to 5.4 as may be necessary of a
specific formulation. Although a top spray mode fluid bed apparatus is
preferred, the invention is not limited in this respect, and any suitable spray



8. The pharnmaceutical conposition of Claim7 wherein the pH of the enteric
coating material is between 4.9 and 5.4. 9. The pharnmaceutical conposition
of Claim?7 wherein said al kalizing agent is NaCH 10. The pharnaceuti cal
~onp;.~s;t~cn ¢ Claim,'v:;;er2in said afka;izing Ggent:is selected from
_ the group consisting of potassium hydroxide, calcium carbonate) sodium
car boxynet hyl cel | ul ose, magnesi um oxi and magnesi ums.t@/qj or ééozThe
pharmaceutical conposition of daim?7 erein said enteric coa i'ng polyne
- Is selected fromthe group consisting of hydroxypropyl nethylcellul ose
pht hal at e, pol yvinyl acetate phthalate, and cellul ose acetate phthal ate.
12. The pharnaceutical conposition of Claim?7 wherein said enteric coating
is a methacryldaatiagintearspolcjudsTg orwititacbqitoar sprag Ut & phn typEdasitén, atayof
Cl ai m 12 wher ejg, saifdijigad.eri c coating poI yrrer conpri ses an aqueous acrylic
resin dispersion of Zp ani.oni c %ogol rived fromnethacrylic acid and
ethyl acrylate with ZOARISN eks! Sa%etamﬁyp%e {ngesied individualhf
approxi matel y dr, Iy arhmthemqnao@mmt nﬁthecnuixamcmerrgalytbeoﬂilledppirooddsgm\taﬂle’ 250, 000,

hoquer sutor arag <P 1:533#’3&"&@0*{&6‘%%9@'5&“ RapRitt ot Uatho b iutbalafyy 1\
phar naceut i cal°t AP "o ‘@rﬁ?%df?'re%éfrtef’ ﬁabéﬁtﬁcfr%rﬁ‘? BBi c coati ng
further conpri a&sapaulptaista leydrephobic 48ti-3@h&eotsuen a3Q82, kSaddBde(range

phar maceuti cal g qqggf%b& rﬁ{ to%g f-rﬂqjcga{@laqgglle% %ﬁ]glﬁ%@@tl cizes is triethyl

citr ate, triacetin % ene col. 16. The
phar maceut i cal corrposﬂ"te P'eﬂrﬁﬁ’ﬁ?ﬁi@ft Wfﬁ"@dne”é‘aP ”}?I”éﬁs?ﬁ eRGSeR di et hyl
pht hal at e. 101 7. inTéretioph Theefokawing @xampigsofsirtheodesifrio€ltae Matendiera@idn the core

further cork ! rﬁ%ﬁm@ia%ﬂg‘?ﬁ carjr\%n%-gﬁ?thg]?(/émfo‘ﬁ%r{acﬂe nnteQHBé( ?d Pé%r ~ of daim

17 ~~~: ~cre of sodi um

car boxymet hyI ciystiatye purpRRRs R rasshare st iferdad 9l l@@éthe scope or Spl”t of
pol yvi nyl pyr r ofhigliaaentigrodrahe icieimng iy anpinayorAlstefiperatategi dratekprek8ed The

phar maceuti cal 4& e&@?%qﬁw‘ng&d%‘:&rﬂé% BfhehRisSiAdiChted aMdCPHRsR AP R45s. 1 S

m crocrystallin
15 standard ASTM.

EXAMPLE 1
A ddl formulation for 50mg tablets having the following
composition was prepared as described below.

20
WEIGHT % WEIGHT %
OF OF FINAL

COMPOSITION COMPONENT FORMULATION

95 A.TABLET CORE 70T
ddI 714 65.763
Microcrystalline Cellulose 24.3 22.359
Na Starch Glycolate 3.0 2.762
Magnesium Stearate 1.3 1.184

30
B: COATING (Based on 8% coat)
Eudragit L-30-D 55 (dry basis) 87 6.892
Diethyl Phthalate 13 1.039
(pH adjusted to 5.0 £ 0.1)

35

The preparation of ddl tablets was commenced by adding ddl,
microcrystalline cellulose, sodium starch glycolate and a first portion of
magnesjum stearate for compaction, into a tumbling type blender . The
ingredients were blended for 10 £ 2 minutes. Prior to blending, any of the

40 initial ingredients which were lumpy, were passed through a #20 mesh
screen.



20. The pharmaceutical conposition of Caim 17 wherein the core further
conprises a lubricant. 21. The pharnmaceutical conposition of Caim?20
wherein said |ubricant is nagnesium stearate. 22. The pharmaceuti cal
conposition of Claim17 wherein the core further conprises a disintegrant.
23. The pharmaceutical conposition of Caim22 wherein said disintegrant is

sel ected fromthe group consisting of ,sodiumstarch gl
croscarnel | ose sodium corn starch, or1$30ross | i nked p%\%%ﬁ%’ﬁ%?%ﬂ)%one.

24. The pharmaceutical conposition of Caim22 wherein said disintegrant is
sodi um starch gl ycol ate. 19 30 Decenber 2002 25. The pharnmaceuti cal
conposition of Claim7 having the follow ng conposition: Mterial %

(range) COREDr ug ( di ddifokieAded mixtyrsowee thrnr pagsed| thiragte #40 szeOmestONa

gg ab ch S ?/Cglh%rei@n anﬁ%m'dumoﬂh@anmbﬁﬂ%typ% t@émarl\dﬁldEméﬁ@éﬂ _é?e_hn%lf]P 35 2 -
et hy . r tl co B n o alm

7 wherein sai ?:I@taza hz'%&%%ngrr’?srg%ﬁ@”g gﬁ%%&”@go@ﬁ%“&g%@ qswgg%%nﬂ?ﬂ{ace

sufficient toP¥idhgsn Hhedslyagaverstherpasseddhiopghdiionanst #2@ isge.mesh The

phar maceutj cascreenpésiiziag. of Caim 7 wherein said tablet conprises

Ty ooty oo LB, BERYR o Lk 8Bl T 0B8R, L, e
ent eri c- coat efnepr@icwaiedEindllacashiptssingi tamblingrpyrediiender with theendi ng an aci d
501 i copomato ek s il b fSwidRuRIECR 0 5 k12 1
m'gxt uré to foﬂiﬁ‘ﬁ% ﬁ’lgé%;@éng gwgrﬂl%% ”éﬂb'sfﬁ’-?’gtf’iibt%ﬁa?é HéSib%{ﬂ%iflr‘ \gllm tsﬁl an
al kal i zi nd0 agweight @nfiorardaessent eri ¢ coating material to raise the pH of the
enteric coating naterd pledare St quimERERAFIRIicohiing BelpReRA BNt er i C
coating and t&% t%%le?s,lfubdrgglt E-CQ’O?E') S%nvgas filtered through a #60 mesh screen to
remove any lumps present therein. The filtered Eudragit was weighed and
then added with stirring to a tarred vessel containing one-half the amount of
15  water required. The mixture was continuously stirred for 5 minutes or until a
uniform mixture was visually evident. With continuous stirring, diethyl
phthalate was added to the vessel and stirring continued for 20 minutes or
until a uniform mixture was visually evident. A pH meter was then
standardized using pH 4 and pH 7 buffers. With continued stirring, 2 NaOH
20 solution was added to the vessel until a pH of 5.0 = 0.1 was obtained. The
formula weight of the coating suspension was adjusted using water and
stirring was continued for an additional 10 minutes.

The tablet coating procedure utilized a fluid bed apparatus witha

top spray mode and appropriate distribution plate to allow fluidization of the
25  product (tablet) in the center.

Before coating, the tablets were pre-warmed in the coating unitto a
temperature between 45 -50 °C. An inlet temperature of 50 + 2 °C was
determined to be adequate. The spray rate was adjusted to allow uniform
coating and adequate drying of the coat. An 8 + 0.5% weight gain due to the

30 film coat was determined to be sufficient. After coating, the tablets were
dried for approximately 10 minutes at an inlet temperature of approximately
50 °C.

The so formed enteric coated ddl product was found to give

excellent protection against gastric acid (at pH of 3) but had excellent
35 release of ddl at pH's above 5.

EXAMPLE 2



20 30 Decenber 2002 (d) coating the tablet cores with said enteric coating
material. 29. The process of Caim2B wherein said m xture conprises the
acid | abile nedicanment, a binder and a lubricant. 30. The process of Claim
28 wherein said acid | abile nedicanment is 2', 3" -dideoxyinosine. 31. The
process of Claim 28 wherein said acid | abile nedicanent is selected from

the group consl ~~ting c~f p~avascatin, eryi ~~rorryC| n, Xin a atin,
2', 3" -di deoxyadenosi ne and 2', 3' -di deowycyt osi ne. ﬁ]gg‘fﬁ%ﬁggf a@bﬁd aim

30, further conprising the step of screening the tabl et cores to retain
tabl et cores, for enteric coating, having a size between about #10 size
mesh and #20 size nesh. 33. The process of Caim30, wherein said tablets
have a hardness of 3AGrS@UedI mPhid! forowestonaf tE form F@ntdrey @ated he o
preparation of,$ais v§§‘5?€rda¢e§9§td'e99rlt5@t ﬁél?\‘ﬁl cfdi'”o'@?b rﬁ@”ﬂt{:@gﬁﬁstam m xing
an enteric coathggov\%ﬁﬁr W th re (b)
m xi ng a pl astPefzes ”E‘ﬁescﬁil'%ﬂ ﬁFaéC%ﬂ'@P@EP (285)0 M dndc3 first ﬁPﬁ@naﬁf

al kal i zi ng agemgnaistum tshemraiexioucempbctedre(d.§bnd) avaraiptacedhiatpkl saftatsise

m xt ure toabeumsmgélsy%emo&r4and3§|en3@@fdw1@ce§$mﬂf Fiﬁo@méﬂdl\ﬁgerf%hg sai d

t t t
abl et in & P U1 sEek EReARRHES LOPHFRITS 1% Wi badsed Bioyans 9280 C. (b)

sprayi ng sai d edil etzewi th said enteric coating material; and 30 Decenber
2002 (c) drying sai dypeaj etdarmxﬂ}rﬁ, w%theﬁ%sgégmﬁgﬁfa Qoaélgé Tegpherein
said binder is mcrocrystalline | 'ul ose.
screen and e-placed into the tumbling type blender and blended again for
10 10 = 2 minutes. The resulting blend was then slugged using a 3/4" flat face
punches to obtain slugs with a weight and hardness of 1 £ 0.2 g and 15 - 20
SCU, respectively. The slugs were then passed through #10 and #20 size
mesh screens.
A second portion of magnesium stearate (0.3 g) for tableting was
15  then placed into the tumbling type blender with the slugs and blended for
10 = 2 minutes. The resulting biend was then tableted using 3/16" round,
plain, deep concave punches to the desired weight at a tablet hardness of
3-6 SCU.
A quantity of film coating suspension in an amount (g) per 100 g for
20 coating the 50 mg dd! tablets was commenced by adding approximately
50 g of water into a suitable container having a stirring mechanism. While
the water was being stirred moderately, 33.33 g Eudragit L 30 D-55 was
slowly added thereto. Before adding to the water, the Eudragit L 30 D-55
was screened through a #60 size mesh screen.
25 With continued stirring, 1.50 g diethyl phthalate was added to the
water/Eudragit mixture untit the diethyi phthalate was in complete solution.
While stirring, a sufficient quantity of sodium hydroxide solution (0.1 to 1N)
was slowly added in order to adjust the pH of the suspension to 5.0. With
continued stirring, water was added to make the formula weight, and the
30 suspension was stirred for an additional 10 minutes.
The tablet coating procedure utilized an Aeromatic Table-top
(STREA-1) fluid bed apparatus, with top spray mode and appropriate
distribution plate to allow fluidization of the product (tablet) in the center. The
coating conditions utilized in the process were:

Charge 250¢g
Heat Setting 60 °C
Fan Setting 14



37." The process of O aim 30 wherein said lubricant is magnesi um stearate.
38. The process of Claim30 wherein said disintegrant is sodium starch
gl ycolate. 39. The process of Caim30 wherein said enteric coating
i ncl udes nethacrylic acid copolynmer and dietfy;~l phthalate. 40. The
process of C aim39 wherein said plasticizer is diethyl phthalate. 41. The
process of Claim39 wherein said neth yfic acid pol r~1S }
L-30-D 55. . A A . AN AY. A E. A(. A9( . A( %81% Nr.As;. A A . %%ﬁgﬁ@b&
. A& A . Ah. A
T AF&Y. AsUX{38: CO*S' j "&&&(), 1/ /{vql gb] X] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca] ca
] ca] ca] caU] ca] caU] ca] ca] ca] ca] ca] ca] ca] ca] ca] c<a] ca] ca]ca]ca]ca]cRa!/ O
054y488G Z: DDL; MNN OXXZ! [W | [[[wWA\ N

@ca] cal ca] ca] ca;

% + ASM wrl gb
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c™al c
] ca] ca] ca] ca] ca]ca] ca]ca]c . b K
j kkkkmmmuvvvvzupkf a\ W ca] ca] €A eHingal! ca] ca] caj c’\a]%d]‘tf‘_a] ca] ca]ca]ca]ca]c
a] ca] ca] ca] ca] ca] ca] ca] ca] eRP¥ aRc Bt 4[A] ca] ca! voxx giin.
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& ()-! 110%R () - ~LQOUB ()=~ ") - 10%ER (L) =& .
261 0! 10vanve ()| 01 PORAEEPI 1 {eae e BAEGMIAY1 t oge 1 b ) -
W : 11 130F | tempsatyne batween $803038s: A inletdemweratyre-of 6@ 2 f@was
10@10%@ ( )detérndingitd pe \ABXGUIEG The! $hiaP fate WdEajGRed ko allow uniform
9*L! 10%PCPQ& é&atmé am(@'q&gté!wﬁg of the coat. An 8 = 0.5% weight gain due to the
15 film coat was determined to be sufficient. After coating, the tablets were
dried for approximately 10 minutes at an inlet temperature of approximately
50 °C.

c"a]ca] ca] ca]ca]ca] ca

The so formed enteric coated ddl product was found to provide
excellent protection against gastric acid (at pH of 3) but had excellent
20 release of ddl at pH's above 5.
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We claim:

1. An enteric coated pharmaceutical composition comprising:
(a) acoreinthe form of a tablet comprising an acid labile medicament,
provided that said core does not contain an alkalizing agent; and
(b)  an enteric coating surrounding said tablet wherein said enteric coating
imparts protection to said core so that said core is afforded protection in a
low pH environment of 3 or less while capable of releasing medicament at
a pH of 4.5 or higher.

2. The pharmaceutical composition of Claim 1 wherein no protective layer is
disposed between the core and the enteric coating.

3. The pharmaceutical composition of Claim 2 wherein the enteric coating material,
used to form said enteric coating, comprises an enteric coating polymer and at
least one alkalizing agent to raise the pH of the enteric coating material to
minimize incompatibility between the enteric coating and the acid labile core.

4, The pharmaceutical composition of Claim 3 wherein the pH of the enteric coating
material is between 4.9 and 5.4.

5. The pharmaceutical composition of Claim 2 wherein said acid labile medicament
is 2',3'-dideoxyinosine.

6. The pharmaceutical composition of Claim 2 wherein said acid labile
medicament is selected from the group consisting of pravastatin, erythromycin,
digoxin, pancreatin, 2',3'-dideoxyadenosine and 2',3'-dideoxycytosine.

7. The pharmaceutical composition of Claim 5 wherein the enteric coating
material, used to form said enteric coating, comprises an enteric coating polymer
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and at least one alkalizing agent to raise the pH of the enteric coating material to
minimize incompatibility between the enteric coating and the acid labile core.

8. The pharmaceutical composition of Claim 7 wherein the pH of the enteric coating
material is between 4.9 and 5.4.

9. The pharmaceutical composition of Claim 7 wherein said alkalizing agent is
NaOH.

10.  The nharmaceutical “ompaositicn cf Claim 7 wharain szid alkalizing egent.is
selected from the group consisting of potassium hydroxide, calcium carbonate,

sodium carboxymethylcellulose, magnesium oxide and magnesium hydroxide.

11.  The pharmaceutical composition of Claim 7 wherein said enteric coating
polymer is selected from the group consisting of hydroxypropyl methylicellulose
phthalate, polyvinyl acetate phthalate, and cellulose acetate phthalate.

12. The pharmaceutical composition of Claim 7 wherein said enteric coating is a
methacrylic acid copolymer.

13.  The pharmaceutical composition of Claim 12 wherein said enteric coating
polymer comprises an aqueous acrylic resin dispersion of an anionic copolymer
derived from methacrylic acid and ethy! acrylate with a ratio of free carboxy!
groups to the ester of approximately 1:1, having a mean molecular weight of
approximately 250,000, which is supplied as in aqueous dispersion containing
30% w/w of dry lacquer substance, (Eudragit® L30D-55; Rohm-Pharma Co.,
Germany).

14.  The pharmaceutical composition of Claim 12, wherein said enteric coating further
comprises a plasticizer.
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The pharmaceutical composition of Claim 14 wherein said plasticizer is triethy!

citrate, triacetin, tributyl sebecate, or polyethylene glycol.

16.  The pharmaceutical composition of Claim 14 wherein said plasticizer is diethy!
phthalate.

17.  The pharmaceutical composition of Claim 7 wherein the core further comprises
a binder.

18.  The pharmaceutical compositicn of Claim 17 whersin said binder is selecied from
the group consisting of sodium carboxymethylcellulose, hydroxypropyl
methylcellulose, polyvinylpyrrolidone, potassium alginate or sodium alginate.

19.  The pharmaceutical composition according to Claim 17 wherein said binder is
microcrystalline cellulose.

20. The pharmaceutical composition of Claim 17 wherein the core further comprises
a lubricant.

21.  The pharmaceutical composition of Claim 20 wherein said lubricant is
magnesium stearate.

22. The pharmaceutical composition of Claim 17 wherein the core further comprises
a disintegrant.

23. The pharmaceutical composition of Claim 22 wherein said disintegrant is
selected from the group consisting of sodium starch glycolate, croscarmellose
sodium, corn starch, or cross linked polyvinylpyrrolidone.

24. The pharmaceutical composition of Claim 22 wherein said disintegrant is sodium
starch glycolate.
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25.  The pharmaceutical composition of Claim 7 having the following composition:

Material % (range)
CORE

Drug (didanosine) 1-100
Microcrystalline Cellulose 0-40
Na Starch Glycolate 0-6
Magnesium Stearate 0-3
COATING

Eudragit L-30-D 55 2-30
Diethyl Phthalate 0.5-6.0

26. The pharmaceutical composition of Claim 7 wherein said tablet comprises
2',3'-dideoxyinosine in an amount sufficient to attain a dosage for twice daily
administration.

27. The pharmaceutical composition of Claim 7 wherein said tablet comprises
2',3'-dideoxyinosine in an amount sufficient to attain a dosage for once daily
administration.

28. A process for the preparation of an enteric-coated pharmaceutical composition
comprising:

(a) blending an acid labile medicament and optional excipients, with the
exception of alkalizing agents, to form a mixture blend suitable for
tableting;

(b) tableting said mixture to form tablet cores;

(¢)  mixing an enteric coating polymer with an alkalizing agent to form an
enteric coating material to raise the pH of the enteric coating material to
minimize incompatibility between the enteric coating and the acid labile
core; and



y 10%& ()- y 10%& ()-y vy 10%& ()- y 10%& ()-__  abbbc|[: @0 10
("110%@e ()- & 10%!& ()- 0'109& ()- '109%>'D& ()- @O0%!' & ()--

10%! & ()-cdsftfufvifffgvUd0 1109 ()-3 !10% & ()-3 10%

& ()-10f>1f10f > f10f>1f &O('110% > f& ()-- O('!'109D>!D& ()-ghiJjTjjj|[:vU40
@" 10%&' ()- '10% & ()- 1S 10% & ()- @!10% & () - I10%&'()-- 109 () -3
jjjikkkl|[:vU40 3C* 10%& ()- 3C* 10%® ()- @C 10%&'3@ 10% &2{2§)2
1940% & ()-- h' | %0%& () -1 PrmmmmmmvU40  s! 10% &y & ()™ ‘i 10 10
10 f;10% & ()- "~ 3C* 109 ()-- 403C* 109% (& ()-nnp4grns$t|[: vU40

s!109V M& ()-'* 0 s!10%&& ()-'* 0 s!10%kR& ()-'* 0 s!10%K&& () - )

s 109v&M&' ()-'*- 0 s!109%vM& ()-'*$t Buuvvvvvv| obU40

110 8 () *vuiho ST SO At S Eaalio ety oo fa-)i')f‘ség‘
10% & ()-F 3‘ L0%1 & ()-F- 10%1& ()-ysz{{] -P~[1bLAO "1 10%& ()-
10%!12:Ak ) - ' B9UEbe prrees bt %ag’}‘-fécf’hé’é'”(s)a'&m%’é}el°°§‘p(' bse*'?ﬂf adi e

medicament, a binder and a lubricant.

30. The process of Claim 28 wherein said acid labile medicament is
2' 3'-dideoxyinosine.

31.  The process of Claim 28 wherein said acid labile medicament is selected
from the group consisting of pravastatin, erythromycin, digoxin, pancreatin,
2' 3'-dideoxyadenocsine and 2',3'-dideoxycytosine.

32. The process of Claim 30, further comprising the step of screening the tablet
cores to retain tablet cores, for enteric coating, having a size between about
#10 size mesh and #20 size mesh.

33. The process of Claim 30, wherein said tablets have a hardness of 3-6 SCU.

34. The process of Claim 30 wherein the preparation of said enteric coating material
further comprises:
(a)  mixing an enteric coating polymer with water to form a polymer/water
mixture;
(b) mixing a plasticizer with the mixture of step (a); and
(c) mixing an alkalizing agent with the mixture of step (b) to raise the pH of
the mixture to between 4.9 and 5.4.

35. The process of Claim 30 wherein said coating step (c) further comprises the
steps of:
(@)  pre-warming said tablets in a fluid bed spraying apparatus to
approximately 45 - 50 °C;
(b)  spraying said tablets with said enteric coating material, and
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