- 1 FI LM COATED RANITIDINE HYDROCHLORIDE TABLET This |nVentron relates to
_an i nproved- coated ranitidine hydrochl ori de- (HCl) tablet and its 5& 53&
preparation. In particular, the invention relates to-the: |ncorporat|on

a certain pl astrcrzer into:a filmcoating conpositi'on which inéreases the "
stability of the 5 ranrtrdr ne HCl tablet and-also prevents the filmy
coating from subsequentl obscuri ng di st nctrve engravi n and enbossnents
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solubility and propensity to egra ein t esence heat, noi.stufe and
| |ght have %5“3rgpeeg;qegd%p|Qbe pharmaceutical fleld. Typlcally this process.

- ‘involves spraylng a solution or suspension of a polymeric material
_'conventionally ut:.l:.zed for film coating purposes onto a teblet which
is being tumbled in a streem of warm air. As the solvent evaporates
the polymeric film coating is uniformly deposited on the tablet's
20 .surface.. Film coating can be done in either aqueous or organid_

solvent systems, but aqueous systems are often preferred because they
avoid the safety and ehvironmental.problems associated with many. | qé :
A, organic solvents. Film coating of ranitidine HC1 tablets is utilized
| to mask the drug's bitter'taete, to provide proteétion'from |
25 destructive environmental eiements, end for esthetic purposes. It is
known that ranitidine HCl is subject to degradation upon egeing and
that such degradation is accelerated.by heat, moisture and light; for
- example, see Physicians' Desk Reference; 41st ed., pege 993 (1987).
. Further, the drug is hot'only extremely soluble in water (greater than

30 900 mg/mi at 25°C) but is also very soluble in many commonly used
| organic solvents. Such high solubility-and propensity to degrade in
the presence of heat, moisture and light have therefore msde.it.
difficdlt to maintaih the pharmaceutical_integfity'of polymeric film
 coated ranitidine HC1 tablets. | B
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difficult to mai nt-ai n the pharmaceutical integrity of polymeric filmcoated
ranitidipe HO tablets.:35 -2- Inthe art of tablet filmcoating,
conventi onal plasticizing agents are frequently added to the polyneric
sofution or suspension to inprove the flexibility of the filmcoati.ng and
thus nilninmize the filling in or covering over of engraved (cut in to the
surface~of the 5 ‘tablet) or enbossed (rafsé&d above the surface) indicia
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15 requirements regarding identification of drug products.

Many of the plasticizers in common use in polymeric film coatings
of pharmaceutical products, for example, polyethylene glycol,
propylene glycol, dibutyl sebecate, mineral oil, seseme 0il and
diethyl phthalate, are unacceptable for use with ranitidine HCl

.20 tablets. Such commonly used plasticizers either tend to react with
ranitidine HC1 or promote degradation at the tablets' surfaces,
resulting in pronounced discoloration which renders the tablets
unmarketable. In addition, some conventional film coating polymers

. i are also incompétible with ranitidine HCl and thus accelerate its
o .25 degradation.

US Patent No. 4,302, 440 provides a review of the art of tablet

film coating, and discloses a process and formulations for film
_ coatings of aspirin using an aqueous medium of hydroiypropyl
methylcellulose (HPMC). More particularly, the patent

30 teaches an HPMC film coating for aspirin which incorporates as the
plasticizer of choice, triacetin, but it does not teach an HPMC film
coating which would be acceptable for a tablet of ranitidine HCl. The
inherent problems associated with ranitidine HCl because, for example,

of its high solubility in many commonly used plasticizers, are quite

35 different from those described for aspirin.



coatings of aspirin using an aqueous medi um of hydroxypropy! -
net hyl cel lul ose (HPMC). More particularly, the patent 30 t eaches an HPMC

filmcoating
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coating of this invention minimizes the migration of ranitidine HCl
into the coating and subsequent discoloration of the tablet. The
inherent advantages of polymeric film coating including improvement of
the appearance of the tablets and enhancement in the ease. of
swallowing of the tablets are in no wéy{diminishedrby'the*present
invention. The dissolution profile, end hence, bioavailability, of

" ranitidine HCl tablets bearing the triacetin containing HPMC coating

of this invention remains essentially unaltered, and is comparable in
this respect to similar HPMC film coated tablets without a
plasticizer.

The plast1c1zer of the present invention, 1.e., ‘triacetin, has
the following characteristics : ' '

1. It has a high degree of compatibllity with the HPMC coatlng
polymer;. g

2. It 31gn1f1cant1y reduces the polymer's: glass transition
temperature, thus improving film flexibility and definition of the
tablet's engravings or embossments;:

o
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Swal | owi ng of the.tablets are in no way di mnished by-the present
invention. The dissolution profile, and hence, bioavailability, of 25
fanitidine HO tablets bearing the triacetin containing HPMC coati ng of
this invention remains essentially unaltered, and is conparablein.this
respect to simlar HPMC fil mcoated tablets without a pl asticizer. The

pl asti cizer of the present invention, i.e, 4riLacetin, has 30 the follow ng
characterrstrcs o1, ~has a high degree of cog'a: 4b|||ty with the HPMC
coating pol ymer3+ 2.1t ils( as?‘b‘ﬁ' FP%‘!%’?FI@Prr genitdding, thek is, g selybility of
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during the goat c eafter, and also mnimzes the

concentr at |sgn géﬁﬂgt'g% @qaéﬁg d| ffusion during ageing; 4. I t
has a rel ativel4- hi gh lt?@r Brrﬁ}api-)YQ"lty tighebeilimg meimbufi yer e sbaw #ppaur ensure
the permanence &Jestabﬁejotastast&aetheuaﬁ%h@ﬁc@er' {P bl Ut 181 1P Bbofithng the
coati ng operation; 5. I S essentia unreactrve wth ranrtrdrne HC ; 10
An inportant entRpdigekionopf 'TP@tp‘i’té‘ééﬁtt‘TerW%?ﬁiPGrPHeé‘ahiPrﬁngraved or enbossed
rani tidine HO $abl gt Pe8sentiibOIyTulréd2ied withhrapROiding ACI0 4.5 parts by
wei ght of gﬁﬂroxypropyl met hyl cel | ul ose (HPMC) per 100 parts by wei ght of
the raniti e HO tablet core, 5%to 25% w w 15 (preferably 10%
to 15% ww) of tri aAatimpontsaret phizsiimentz of thes priesemtt irevetit jomdisgént enfravesd

H% and opti O&afe ossed ranitﬁéirtré) HE? %ﬁ \Mt]).Wt (cg:ﬁ'gf @l{iq'gi-ﬁ(lyzé%te% %9% \%}S\Qt Qf 02
rant or opaclfyrn gent— or
to 4.5 parts by weight of hydroxypropyl methylcellulose (HPMC) per 100
. parts by weight of the ranitidine HC1l tablet core, 5% to 25% w/w
15 (preferably 10% to 15% w/w) of triecetin as a plasticizer based on the
dry weight of the HPMC, and optionally . 5% to 65% w/w (preferably

25% to 50% w/w) of a colorant or opacifying agent or agents, based on
the dry weight of the HPMC. Conventional tableting ingredients such
as, for example, flavouring, stabilizing, antioxidant, preserving

" 20 agents and the like may be included in accordance with standard
tableting practice. Furthermore,_tctal film coating solids
application“to the ranitidine HC1 tablet core should be between 2.1
end 5.0 {preferably 3.0 and 4.0) parts by weight of film coating
solids per 100 perts by weight of the ranitidine tablet.

25 The preferred HPMC used in the coating composition of the
inventionjproduces a viscosity of between 4.0 and 7.2 milli Pascel
seconds (mPas) when measured as a 2% by weight aqueous solution at
20%C. Other HPMC's which yield viscosities as low as 2.4 and high as
18.0 mPas when similarly measured may be satisfactorily epplied. The

30 most preferred HPMC composition is hydroxypropyl methylcellulose 2910,
which is a propylene glycol ether of methylcellulose containing not
less then 7.0% end not more than 12.0% hydroxypropoxy, end not less
than 28.0% and not more than 30.0% methoxy, calculated cn a dry basis.
Acceptable coating solutions range from 1% to 20% by.weight of HPMC in

35 @ solvent system, with the preferred raﬁge between 5% and 10% by
weight.



the dry weight of the HPMC. Conventional tableting ingredients such as, for
exanpl e, flavouring, stabilizing, antioxidant, preserving 20 agents and
the Itke may be included in accordance wth standard tabl eting practice.
Firthernore, total filmcoating solids application to the ranitidine HQ
tabl et core should be between 2.1 and 5.0 (greferably 3.0 and 4.0) parts by
wei ght of f|In1coat|ng solids per 100 parts®by weight of the ranltldrmé

tablet. 25. ; Tiiee ppelyemerta memdcoamhedmapﬂefgrmvpoépmlﬁéd‘ ®b tthe
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HPMC conposi tion.is h ceir oxX %/?&mst hé cel | ul og"eo : 9-g %ts@i wag%fb 6F£ %110

propyl ene gl ycHt® téf’ﬁe Rt 1 e BVu 1L oft athe nwdil-%suqlhaﬁb#eb%%‘ﬁd
not nore than 12. 0% hydieryypf(umwantandrrwacimsstrm;nbe&@%pm imotheror e

t han 30. 0% et hox caI ate ny a dr basi ept abl e .coat ut ions

range from 1% °8a§{'f°/% 89 gf" F?f fgi’éb f”(/esm i‘i’%jt"é'ﬁ] i%%ts %ﬁ'@ter

preferred rangeobau]vaeepeé.o/madoh.nb@gatﬁp piag@hts suchTée tipadiumediaxiddrgnd firbm
t bl t

S 075 par o PEUEL; fn lioihaeirdrids bf dpblicatif cbr HEL4eBI0 R albpldid or

rani tidi ne1¢iC OPamfé{eréo#% fl‘mtﬁ’ﬁ ko rﬁ?ﬁ"e" éﬁ%¢¢@0 Wbﬁlééywisétquo 8.0 to

4.0 parts by WeiygRdxypribpyl ImEthpiel Neldae! »m B sm%l% ObetiWden 25%
rani ti dine HC tyabl,gftyrcg;r'e Af/’%rrel ety of col oran{pseor 1‘opaC| |eeres nag be

enpl oyed in t h&ndo2R% Hé"sol ution including water .5oluble dyes, alum num

| akes of water sol uiHee pelefirrednsblvent g‘%ﬁl‘Eheofﬂmltbﬁtﬁigcboﬂ‘ﬁoﬁeht@rﬂsuﬁbrified
di oxi de .and iron, oxi

colorants or 1¢"® te’bbg’(‘:' fY%’Bgu%g&F??ﬁﬁ g&?r@%gga%ﬁ'&éggﬁ? h‘ésed“riuvéﬁglh?
of the hyd_rlgxyrarmpydnch”raslwlotobblsj,l aetones, t éthelre andebblord.datad@gdtndanbms,ZS%
and 5096VW\N for example, ethanol, acetone, tetrahydrofuran, methylene chloride and
the like, may also be used.
~ The HPMC film coating may be suxtably applied by conventional art
methods for film coating of pharmaceutical tablets. . In general, the
20 HPMC is dispersed in purified water or other suitable solvent until
' dissolved followed by addition and dispersion of the desired amount of
triscetin., The colorant or opac:.fier may then be added and intimately
mixed into the dispersion. Additional components such ss flavourings,
stabilizers, antioxidants, and preservatives may also be sdded to the
25 costing dispersion. The coating dispersion is applied to the . \/
ranitidine HC1 tablet cores using standard pharmaceutical tablet
coating means.: Suitable methods for applying the coating dispersion
include the use of air atomization spray equipment and a perforated |
coating pan.
30 '
EXAMPLES

The following examplea are presented to further illustrate the
invention and should in no way be construed as a limitation thereof.
35 |



The pref erred solvent for the filmcoating conponents is purified water,

but various classes of organic solvents commonly used in this 15 art . such"
as al cohol s, ketones, ethers and chlorinated hydrocar bons, for exanpl e,

et hanol,, acetone, tetrahydr of uran, nethylene chloride and the |ike, may

al so be'used. The HPMC film coating may be suitably applied by conventional
art nethwods for filmcoating of pharnaceuthpl tablets. 1In general, the 20 -
HPMC i s dispersed in_purified water or-other” sui‘t abl e sol vent unti |

di-ssol ved fol | E¥MPEE Jddi tion and di spersion of the desired amount of
triacetin. The colorant or opacifier my then be added and intimately

m xed into the e itional copponents such as flavourings,
stabilizers, rf{j‘i ggFé?r}gg‘ Pléﬁgg‘b‘rzéé'e?wpﬁ@ qE49¥al so be added to the 25
coating dispersion. The coati ng di spersion is applied to the ranitidine

HC tabl et cor S S I o I ti means
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at omi zation sprca?ylpwmipnmnntamrz.p@r faopatt @tam GHRMC ndrypaei gh30bésialPh S tThizer,
fol I owing exany ngrff” %nefcf‘p%%BI-%F’ (E8 Jréz%hh%c' | Uﬁ’c}fiﬁt !’5\% 'ﬁ%@%ﬁﬁp@ﬂ? i3 a

should in no way be construed as a |ont er eo
Cast Film Pl astiréfs Marignpaionssh SpUdy Ocb 8 | GAsSt GAnss Ware crnserrest (hdadding

using a typical1,bi jreraguesiisotoit 'ben;t&oﬁqrmas{;ﬁifeam Atej W2Ngm 9Ndfark®er, and
gram HPMC dry \;ﬁ; %ht basi s, plasticizer, Opasp r% gOoI or con,
Inc., Wést jgoi nTtYipa, el gpbientphenmerstyne 5°q'r°§dée?ﬂ§r?<‘} "t?HF‘%f pitidingsHal: 5

gm Cast fil ms(M8rempy epa;sadibye atige 1O fo 200 Eh, #ad FHeROPEAdSHItHHIY bA 2

i formplate, 4o gmidegi coagzr.rig 3hd stored at 60°C / 78.9% relative humidity
(RH) for approximately two weeks. The RH was controlled by using a
desiccator jar and a saturated KBr solution, which was maintained at
60%C in a drying oven. This procedure was used to prepare films

15
containing triascetin, triethyl citrate, polyethylene glycol (PEG) 400
and propylene glycol as the plasticizer. After two weeks, the cast
films were removed and visuelly examined for discoloration. The
results of this study are shown in Table 1.
.20
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10 drying at ambient tenperature for at |east 24-hours. Ranitidine HC
(1.5 gm), of particle size 50 to 200 [err], was then spread uniformly on
the dried fllmcoatlng and stored at [err]/ 78.9%relative humdity (RH),
for approximately two weeks. The RH was controlled by using a desiccator
jar and a saturated KBr solution, which was maintai ned at 15 [err] in a
drying oven. This procedure was used to prepare films containing -
triacetin, triethyl citrate, polyethylene gI ycdl (PEG 400 and_ propyl ene

gl ycol as the plasticizer. After two weeks, the cast fil rrs ‘were renpved and

[ | ' | lorati The r f th dy are shown in
%3:12 1?/ %aranqgglé_ 9‘r _%snl%gri)r‘aaftg Wﬂ?n%fj&ggéﬁﬁtgﬂ@rl 'f uagtlm zer St uljy

5 Pl astici zer Mol-ecul ar Boi | i ng Rani'ti dine HCO "~ Cast Wi ght
Poi nt Sol ubility Film (G Ml) [err] nmg/ m -

Di scoloration Triacetin =~ 218.20 258 . 0.04Z

b 10 Triethyl 276. 28 294 0. 183 ' : 3
citrate PEG 40P1asticizer 380F’€'l?ééu1ar BAGA Ra " 4
Propyl ene 76. 09 188 %6 nitidine HCL gI ycol 15

a Flash Point b |=least dis¥8idftation, Brigteat es§°bnb§detbrat i orfide " 8.
Retarding of Ranitidine HC (gA®ahet Di sgagyoratiopgmist h TriacetigyEQiHration
bat ches of ranitidine HOJ tablet cores were coated using a procegure
according to tRat descriped Tn EXanpr e 2, vide Tnfra—25——Tte—coaty
conposi tion of Tedadetiat ch c2i@20ned Qoaz!pﬂ ay PinB.042-1457 as thgbcol or.ant,

| and the ampynt Tgieghryllacet | N,y a0 ed f ron%ﬂ% to 15%)‘{&3/ g |
citrate | : l__ | \‘)
PEG 400 ' 380-420 2388 s .
Propylene 76.09 188 165 T \
glycol o L
.15 -

8 Flash Point
b 1=zleast discoloration, 4=greatest discoloration

20 B. Retarding of Ranitidine HC1l Tablet Discoloration with Triacetin

Four batches of ranitidine HC1 tablet cores were coated using e
procedure according to that described in Example 2, vide infra. \o/

25 The coating composition of each batch contained Opespray Pink M-1-1457
as the colorant, and the amount of triacetin varied from 0% to 15% (by
5% increinents). All of the tablet cores were coated at the level of
2.5 parts dry film coating per 100 parts by weight of the ranitidine
tablet core. Tablets were stored for 1 month in high density
30 polyethylene bottles at 609C/78.9% RH and then visuaelly examined for
' appearance changes, i.e., the darker the appearance, the greaf:er the
decomposition. The results of this study are shown in Table 2.

35



5% i ncrenents) . Al-l of ;the tablet cores were coated at the |level of 2.5
parts dry filmcoating per 100 parts by weight of the ranitidine tablet
core. Tablets were stored for 1 nonth in high density 30 polyethylene
bottles at [err]/78.9% RH and then visually exam ned for appearance
changes; i.e., the darker the appearance, the greater the deconposition.
The reswits of this study are shown in Tablg 2. 35 Table 2 Summary of
triecetin | evel effects on HPMC coat ed Tébrgt’appearance after storage in
HDPE bottl es affapkerd/78.9% RH for 30 days. 5 Triacetin Level .

err] 0% " . 4 %

g 10%6 Summary of trlacesfnléégkl effects on HPMésébated taRlTEEPP?pqgfgggt
deconposi ti on Bfter storags satHPPE bidddepadi 60U 7B9%RHE oz 30 deyslydr oxypr opy!
met hyl cel | ul ose, 6 nPas, 24.24 g, was agitated in approximately 150.00 g of
hot purified water. Cold purified water, 124.43 g, was added with agitation
to dissolve the polyner. Upon conplete dissolution of the hydroxypropyl

met hyl cel lul ose—the solution was allowed to cool to anbient conditions

Triacetin, 3.65g, . s added to the, polyner _solution and di spersed.
_ Col orant suspensioégﬂgﬁéﬁhiékﬂﬁm t he fdﬁﬁﬁgéﬁﬁﬁFCpaspray Wiite M 1-7120
"~ col orant suspension.(Colorcon Inc., Wst Point, PA USA) which contains
39. 1% sol i ds by wei ght Juas t hen added and q%spersed in the HPMC/ triacetin
solution. The resulting coating solution had the follow ng conposition: 30
5%

35 10

, 10% 2
N~ : 15% 1

8 ]=least decomposition

15 4=greatest decomposition

EXAMPLE 2 -

90 Hydroxypropyl methylcellulose, 6 mPas, 24.24 g, was agitated in
 approximately 150.00 g of hot purified water. Cold purified water,
124.43 g, was added with agitation to dissolve the polymer. Upon
complete dissolution of the hydroxypropyl methylcelldlose, the
\v/ solution was allowed to cool to ambient conditions. Triacetin, 3.65g,

25 was added to the polymer solution and dispersed. Colorant suspension,
31.01 g, in the form of an Opaspray White M-1-7120 colorant suspension
(Colorcon Inc., West Point, PA, USA) which contains 39.1% solids by
weight was then added and dispersed in the HPMC/triacetin solution.
The resulting coating solution had the following composition:

30

35



-9- | NGREDI ENTS ' : : % W W

Hydr oxypropyl nethylcellul ose 6 nPas . ' 7.3 5
Triacetin : ; ' 1.1 Col orant
spensi on : 9.3 Purified Wt er

8 .3 100.0 10 Enmbossed (raised indicia), uncoated ranitidine HJ tablet
cores containing the equivalent of 150 ng of the free base were prepdﬂ%d by
m xing the active ingredient with a pharnmaceutically suitable binder 15

and | ubricant and-conpressing the mxture into tablet cores wei ‘ghi ng 300 ngy
each in a nan 4 : f
t he uncoated t qgiges Wer e pl aced in an HCT 30 H COATER peri thed
coating pan (Vector Pp., Marion; |A USA). The coating sol ution

appl i ed u5|ng-aﬁ—arP—a%eﬁ+frﬁg—ﬁeff+e——2G———?we+ve-ﬁhkkrgﬁ&ﬁ&—ek-ﬂﬁﬁr4+++n
coating were applied per tablet. The enbossed indicia were essentially as
distinct and easy to read as those on the uncoated table core.. The tablets
were found to % reamariimhymléelw & 8083 oration after prol ohged

peri ods ofs StOTﬁngtlﬂder normal conditions. 25 EXAI\/PLE 3 Hydr oxyprppyl
rne*thylcellulos&(‘al1 27. 6 %,(3é§;5 was agitated in a 30 - conbinati of 136.9
g of isopropyl telorgnt sUsReNsiPd 9 g of dichl oronet hane until di ss®t¥ed.
Triacetin, 4.1pgifies watded to the pol ymer sol ution and di sperség.3 Col or ant
suspensi on (Qpaspray Apricot K-1-1173), 22.5 g, containing 37%w w sol i ds
was then added and 35 : _ 106 o

10 .- ' _ Q,J

Embbssed (raiséd indicis}, uncoated_ranitidine:HCI_tablet'cores
conteining the equivalent of 150 mg of_thg_free_basé_Were_prepared.by
mixing the active ingredient with a phafmaceutically suitable binder
15 and lubricant and compressing the mixture into tablet cores weighing
300 mg each in a manner similer to that taught in U.S. Patent
4,128,658. One kg of the uncoated tablet cores were placed in an HCT
30 HI COATER perforated coating pan (Vecto:_ﬂqrp., Ma:ion,flA,.USA).
 _The coatiﬁg.solution was applied using an air atqmizing nqzzlé.
20 Tﬁelve_Milligrams.of dry filﬁ_coﬁtiﬁs ~were applied per teblet. The
embossed indicia ﬁere essentially as distinpt'qnd.eésyzﬁq-read as
- those on the uncoated table cbre. The téblets'were found -to be \
substantially free of discoloration after ‘prolonged periods of storage

_ under normal conditions.
25

EXAMPLE 3

Hydroxypropyl methylcellulose, 27.6 g, é mPas was asgitated in a

30 combination of 136.9 g of isopropyl alcohel and 319.9 g of
dichloromethane until dissolved. Triacetin, 4.1 g, was added to the
polymer solution and dispersed. Colorant suspension (Opaspray Apricot
K-1-1173), 22.5 g, containing 37% w/w solids was then added and

35
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- 10 - dispersed in the solution. The resulting coating solution had the

%O||OMAng cgnposition: 5 | NGREDI ENTS

Yo W w Hydr oxypr opyl nethylcellulose 5.4
Triiacetin 0:8 10
Col or ant.. suspensi on 4.4 | sopropyl
al cohol & - 10 - 26. 8 Di chl or onet hane

62.6 100.0 15 Eagswedd(imdhelamtuorﬂ 75 reBol ting édmlﬁ?lrs‘oace:)on RE9 tre
rani ti di ne HC et._cores talnlng the equi val ent 150 ng of free
base were 20 E?g%ﬁ?gﬂ‘HV'Pﬁ 7€t hod described in Exanple 2. One kg of the
uncoated tablets were placed in an HCT 30 H COATER perforated coati ng pan.
The coating solution was applied using an air atom zing nozzle. Twelve
mlligrams of dry filmcoating were applied per tablet. The engraving was
substanti al by fﬁéﬁRE@fI ENHye erosion and filling in and 25 the cobtwd
tablets were found to be substantially free of discoloration after a

prol onged period of normal storage. 30 35 11 CLAIM5 1. = Aranitidine
hydrochl oride tablet coated with a 5 polymeric film conprising
hydr oxypr opyl ngafqadypebmul pethyltENQloserd triacetin. 2. A taplet as
claimed in g gé%%ﬁ wherein the triacetin content of the polyqfrlc film
coating is 5%t T2 sed on the wei ght of the HPMC.
10 Colorent suspension _ 4.4
' 'Isqpropyl alcohol _ 26.8
: Dichloromethane ' 62.6
/
. 100.0
15

Engraved (indicia cut 0.254 mm into the surface), 300 mg renitidine
HC1 tablet cores containing the equivalent of 150 mg of free base were
20 prepared by the method described in Example 2. One kg of the uncoated
) tablets were placed in an HCT 30 HI COATER perforated coating pan. The
coating solution was applied using an air atomizing nozzle. Twelve
milligrems of dry film coating were applied bef tablet. The
o - engraving was substantially free of edge erosion and filling in and
W/ . 25 the coated tablets were found to be substantially free of
' discoloration after a proionged period of normal storeage.

30

35



10 3. . A as_clained in claim 2 wherein the triacetin
content of the p neric filmcoating is 10%to 15% 4. A tablet as
claimed in any I l”ﬂ“ﬂ”ﬂ",ﬁ wher ei n the pol yneric filmcoating also
cdntalns one of " nts or opacifying agents. 5. A tabl et
as claimed in claiméa wher'di i t he amount of col orant or opaci fyi ng agent in
the polymeric filmecoating is 5%to 65% baskltl on the wei ght of HPMC. G

A tablet as clained in any of - claims 1 to 5 20 - wherein the polyneric
coating constitutes 2.1 to 5.0 parts by wei ght of dry filmcoating per 100
parts by melgﬁg%gﬁgtablet core. 7. A tablet as clained in claim 6
wherein the polyneric coating constitutes 3.0 to 4.0 parts by wei ght 25

of dry film-coating per 100 parts by weight of tablet core. 8, A
process for 1the preparaitidiné Hysrcirloride | tatiét ncoateal withnma 1

to 7 whigch and
o acetiS ¢ o WRLARERSEPPENAT BoRBEXARELS B Re el c o Nk ol
t echni que. 9.(HPMC) pan@drtriéacetan. clained in claim 8 wherein the

pol ymeric figm CoatAngtabietPr far e@laﬁﬂﬁ# app! | Eﬁaiﬂndir % the

condi tions. 35 10 process al ned. ereln

t he ponnent:¥+4ﬁ?EbﬁtFﬂ@qﬁ?ﬁw%$aFBB éﬁ@!ﬂﬂﬂiQxﬁh%Fn§Qﬁ¥MW§a $c5% to
(non-aqueous)259| yeskéa 6A48hé WEight of the HPMC.,

10 3. A tablet as claimed in claim 3 wherein the
" triacetin content of the polymeric film coating is 10% to
15%. - N\,
4. A tablet as claimed in any of claims 1 to 3
wherein the polymeric film coating also contains one or
15 more colorants or opacifying agents. | "
5. A tablet as claimed in claim 4 wherein the amount

of colorant or opacifying agent in the polymeric £ilm

coating is 5% to 65% based on the weight of HPMC.

6. A tablet as claimed in -any of claims 1 to 5
20 vherein the polymeric coating constitutes 2. 1 to 5.0 parts
' by weight of dAry £ilm coating per 100 parts by weight of

tablet core. '

7 A tablet as claimed in- claim' 6 wherein the

polymeric coating constitutes 3.0 to 4.0 parts by weight

25 of dry film coating per 100 parts by_ we:.ght of tablet
core. ' ' S
8. A process for the preparation of tablets as

claimed in any of claims 1 to 7 which comprises applying a
polymeric film coating comprising HPMC and triacetin to
30 ranitidine hydrochloride tablet cores by a film coating
technique.
9. A process as claimed in claim 8 wherein the
polymeric film coating is prepared and applied under
agueous conditions.
35 10. A process as claimed in claim 8 wherein the
polynmeric filni..‘__,_coat-mg is prepared and applied using an
organic (non-agoeous) solvent.
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