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| NFLAMMATORYDRUG AND A COLCHI COSI DE DERI VATI VE The subj ect of the present
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properties of ketoprofen have been denonstrated in classical animl and in
low back pain, osteoarthritis, and rheumatoid arthritis, and peri-articular

10 disorders such as bursitis and tendonitis, and painful muscle spasm; and
their manufacturing process.

Among those disorders, low back pain (LBP) is a very common
painful musculoskeletal disorder that affects virtually everyone at some
time during their life, and has a lifetime prevalence ranging from 58% to

15 84%. Low back problems rank high among the reasons for physician office
visits and are costly in terms of medical treatment, lost productivity, and
non monetary costs sqch as diminished ability to perform or enjoy usual
activities. In fact, for people under age 45, low back problems are the most
common cause of disability.

20 Afnong the non steroidal anti inflammatory drug known from the
prior art that can be use in the instant invention, there is ketoprofen.
Ketoprofen or (RS)-2-(3-benzoylphenyl)propanoic acid is a non steroidal
anti inflammatory drug. The anti-inflammatory, analgesic, and antipyretic
properties of ketoprofen have been demonstrated in classical animal and in

25 vitro test systems. In anti-inflammatory models ketoprofen has been shown
to have inhibitory effects on prostaglandin and leukotriene synthesis, to
have . antibradykinin activityy as well as to have Ilysosomal
membrane-stabilizing action. Ketoprofen can be synthesized by methods
known in the art such as in patent US 3641127 or FR2163875.

30 Among the colchicoside derivative known from the prior art that can
be use in the instant invention, there is thiocolchicoside. Thiocolchicoside

or N-[1,2-dimethoxy-10-methylsulfanyl-9-oxo-3-[(2S,3R,4S,5S,6R)-3,4,5-



vitro test systens. In anti-inflammatory nodels ketoprofen has been shown
to have inhibitory effects on prostaglandin and | eukotriene synthesis, to
have ant iwoadikiswion activity, as well as to have | ysosomrall/IN2009/000071

menbr ane-stabilizing action. Ketoprofen can be synthesized by nethods known
in the art such as in patent US 3641127 or FR2163875. Anong the
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active ingredients constituting the conbination are present in the free
state or in thdheastive ingeediaats censtitutinphtha: comhbinatipn jargspesendtanyl e

salts wit Il neral. acids, such _as.hydrochl oric acid, hydrobrom c acid,

sul furic tﬁeim&e,e ﬁfqt?i%r 'é‘cﬁh(?, Foﬁﬁb%ﬂﬁfaitg'egc?%‘,is'sal ts with organic acids such

as net hanesul f Qs e28hlls IRERERNSTUEXAADTe 3GI1@. with! Rinerae Hdid9—-uehags d,

acetic acid, propionic acid, tartaric acid, fumaric acid, naleic acid,

mal i ¢ acihydroghiloric acidd, hysirobromic acidi, swfuni¢ acid:i nitrib@eidi phasphierieandel i c

acid, .cinnam c _agi d, ltgctic aci d, g] colic,acid, rgl curonif acid ﬁscorbi C
AP

aci d10ni @t4ni 8aksi gWIthnqOLegnicy | AEIdS:; §UCh, as) (Mefhanesiionie 4 aci ds
; Egpe?fegﬁ?ﬁrefnie%ulﬁﬂi’c alcitl, 3plt61 e ulfonic HRiP! 88etidlacit CSRIMIGAR 8idis are
tartaric acid, fumaric acid, maleic acid, malic acid, oxalic acid, succinic acid,
citric acid, benzoic acid, mandelic acid, cinnamic acid, lactic acid, glycolic
acid, glucuronic acid, ascorbic acid, nicotinic acid, and salicylic acid; or
15 salts with acidic amino acids such as aspartic, and glutamic -acid.
Pharmacological acceptable salts are preferred.

Another object of the present invention is a pharmaceutical
composition containing a combination of a non steroidal anti inflammatory
drug and thiocolchicoside, both active ingredients being present in the free

20 state or in the form of a salt.

Another object of the present invention is a pharmaceutical
composition containing a combination of a ketoprofen and thiocolchicoside,
both active ingredients being present in the free state or in the form of a
salt.

25 Another object of the present invention is a pharmaceutical
composition in a form being able to be administered by the oral route.

Another object of the present invention is a pharmaceutical
composition in the form of a solid dosage form.

,Another object of the present invention is a pharmaceutical

30 composition in the form of a film coated tablet.
The present invention has the advantage to provide a stable

‘combination product providing superior analgesic, anti inflammatory and



Anot her obj ect of the present invention is a pharmaceutical conposition
containing a conbination of a non steroidal anti inflammatory drug and
t hi ocol chwoasiods4sobot h acti ve ingredi ents bei ng present pcwiNieeHooer st at e
or in the formof a salt. Another object of the present invention is a
pharmaceutical conposition containing a conbination of a ketoprofen and

thi ocol C'}hﬁgélied??la%h'? ;?&bkmt hBEH Eﬁ”!& c;;ﬁ&{rﬂghil%%?&ﬂ{:oéi'&et lbteepst ate

or in the torm of a sal er opj ec present 1nvention 1s a

phar macedtrthelrs cpravdges i ancombindtism pidictawith redbeeadandi sbertretledly t he
oral route. Another object of the present invention is a pharmaceuti cal
conposi t i'BWUrRi&€%he form of a solid dosage form Another object of the
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impurity data profile reveals that when ketoprofen and thiocol chicoside are
m xed i n dagepiable exeirients, thereads at dignificanty inereasec éut thealleyel of
10 degradation products as compared to, when they are separated in the
dosage form. An object of the invention is a pharmaceutical composition
containing ketoprofen and thiocolchicoside, being present in the free state
or in the form of a salt, and not being intimately mixed in the composition.
Moreover, the combination product shows improved and controlled
15 impurities even lesser than when compared to thiocolchicoside tablets of
same dose when subjected to stress studies. |
According to a preferred embodiment of the invention, the active
ingredients of the combination are ketoprofen and thiocolchicoside. The
~ usual oral dose for ketoprofen is 50 to 100 mg twice daily. The usual initial
20 oral dose for thiocolchicoside is 16 mg daily.
In the pharmaceutical compositions of the present invention, the
active ingredients are generally formulated in dosage units containing from
50 to 100mg of ketoprofen and 4 to 8mg of thiocolchicoside per unit
dosage. |
25 Another object of the present invention is a pharmaceutical
composition containing 50mg of ketoprofen and 4mg of thiocolchicoside.
Another object of the present invention is a pharmaceutical
composition containing 100mg of ketoprofen and 8mg of thiocolchicoside.
Another object of the present invention is a pharmaceutical
30 composition containing 100mg of ketoprofen and 8mg of thiocolchicoside
and in the form of a solid dosage form being divisible.

The dose and frequency of administration of the medicament of the



acceptabl e excipients, there is a significant increase in the |evel of
degradati on products as conpared to, when they are separated in the dosage
form An \¥Dj260/084300t he i nvention is a pharmaceuti cal coRPHAN2GOYHHODINt ai ni ng
ket opr of en and t hi ocol chi cosi de, being present in the free state or in the
formof a salt, and not being intimately m xed in the conposition.
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of ket oprraégitaniéntSivitended o Oawletiorawsg and/dnathtingahiisctlogkeldial angsent
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and 8ng deintikliseislesnissichi arcankyosing seondylitisflow kagk pat os¢eoa Bei ng
di vi ?bbl %nd rheumatoid arthritis, and peri-articular disorders such as bursitis and
tendonitis, and painful muscle spasni.

A further object of the present invention is a method for
treating/ameliorating the pathologies indicated above, which comprises the
administration to a patient of an effective amount of the composition

15 according to the invention.

The pharmaceutical composition according to the present invention
can further include others active ingredients having an acceptable
pharmaceutical activity. |

These compositions are preferably made so as to be administered

20 by the oral or parenteral route, and more preferably by the oral route.

For example, the pharmaceutical composition may be formulated,
for example, in the form of pharmaceutical compositions for oral
administration such as granules, fine granules, powders, hard capsules,
soft capsules, syrups, emulsions, suspensions, solutions and the like, or in

25 the form for sublingual a buccal administration, or in the form of
pharmaceutical compositions for parenteral administrations such as
injections for intravenous, intramuscular, or subcutaneous administration,
drip infusions, transdermal preparations, transmucosal preparations, nasal
drops, inhalants, suppositories and the like. Injections or drip infusions

30 may be prepared as powdery preparations such as in the form of
lyophilized preparations, and may be used by dissoiving just before use in

an appropriate aqueous medium such as physiological saline.



The dose and frequency of adm nistration of the nedi canent of thepresent

I nvention are not particularly limted, and they may be appropriately
chosen deyenrdiovng4®n conditi ons such as the body wei ght @CTAN20®P00ATIpati ent,
severity and the like. Generally, a daily dose for oral adm nistration may
be adm ni stered once a day or several tines a day as divided portions, or
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soft or hard gelatin capsules. For the preparation of liquid compositions for
oral administration, a conventional inert diluent such as water or a
vegetable oil may be used. The liquid composition may contain, in addition
to the inert diluent, auxiliaries such as moistening agents, suspension aids,

15 sweéteners, aromatics, colorants, and preservatives. The liquid
composition may be filled in capsules made of an absorbable material such
as gelatin. Examples of solvents or suspension mediums used for the
preparation of compositions for parenteral administration, e.g. injections,
suppositories, include water, propylene glybol, polyethylene glycol, benzyl

20 alcohol, ethyl oleate, lecithin and the like. Examples of base materials used
for suppositories include, for example, cocoa butter, emulsified cacao
butter, lauric lipid, witepsol.

A further object of the present invention is a method of making a

tablet dosage form comprising the steps of

25 a) blending ketoprofen and pharmaceutically acceptable excipients to form
a blended material
b) preparing a binder material with pharmaceutically acceptable excipients
c) adding the binder material to preparation containing ketoprofen
d) wet granulating the material obtained from c)

30 e) wet sizing
f) drying
g) dry sizing



soft capsul es, syrups, enulsions, suspensions, solutions and the |ike, or
in the formfor sublingual a buccal adm nistration, or in the form of

phar macewWwpeal0/@émwposi ti ons for parenteral adm ni strati 6F/IN2NOH0E71
injections for intravenous, intranuscular, or subcutaneous adm nistration,
drip infusions, transdermal preparations, transnucosal preparations, nasal
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pr epar at-i%®%€ such as those coated with a polyner may be directly

admi ni st qi %Peo’i&éé?ﬁﬁfew'%e'ﬁ'%tgéf teélqéfl t he pharnaceutical conposition is

in the fo m coa he tabl ets can be coated wi.th sucrose

or other jppAEMNY (dbrcamtagemt, aillomatéiigisnimvionadd/ beley sievedintbradt egn such
t hat they have a prolonged or delayed activity and that they have a
pr ol onge®!®¥e del ayed activity and that they continuously liberate a

predeterr i f lve I lent. A preparation in the form of
gelatin &ng@g@q@ t%pg?ntgﬁ%&/&%#%ggﬁie active ingredient with a diluent
and by pouri ng A figtHBrdbjeét ebthal predentinveiftign igra hstHogfahaKingapfih es. For
the preparation of liquid conpositions for oral adm nistration, a

convent i aeated tablet dosaget fosoreomprising the steps, efmaing atablekgosagesed.
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ar omat i C¥oriOh Ofilt tcoatéd ctab| €6 AosageY fRsrm. TASfUrtiBY Bbject of the present
invention is a method of making a tablet dosage form containing ketoprofen
and thiocolchicoside, wherein they are not intimately mixed.
The present invention is illustrated in the examples below which
15 should not be interpreted as a limitation of the invention.
Example 1: Manufacturing process of the tablet containing
ketoprofen and thiocolchicoside .
Step1:Sifted ketoprofen with pharmaceutical excipients and mixed.
Step2: Prepared binder solution and granulated the material of step 1 to
20 obtain uniform granules. The wet granules were dried to achieve optimum
moisture required for compression.
Step3: Sifted the dried granules and added thiocolchicoside, with
pharmaceutical excipients and mixed.
Step 4: Sifted magnesium stearate and mixed.
25 Step 5: The blend was compressed into tablets using suitable tooling and
coated using coating material.
Alternately tablets can also be prepared by dry granulation process such as

the following
Step1: Sifted ketoprofen,with pharmaceutical excipients and mixed.

30 Step2: Compacted/siugged the contents and sieved.
Step3: Sifted Thiocolchicoside and other pharmaceutical excipients and

mixed.



conposition may be filled in capsul es nade of an absorbable material such
as gel atin. Exanples of solvents or suspension nediuns used for the

pr epar at i\ 20f0/8éWposi t i ons for parenteral adm ni strati @aT/IN2099/0008flect i ons,
suppositories, include water, propylene glycol, polyethylene glycol, benzyl
al cohol, ethyl oleate, lecithin and the |ike. Exanples of base materials
used for pR.S¢ | | Lde, e ocoa butter, enulsified cacao
butter, I%t%pi%' ?ﬁ%ddﬁ‘savqr{égbﬁl ?te%?%tl?r?ﬁgﬁhgﬁdgct of the present invention
s a met IStepos : MiHe bl wakl compesssgsd frtontabeterarsd ngatdw usirgpeoafing)

bl endi ng ket oprof en and pharnmaceutically acceptable excipients to forma

bl ended fBatafidl b) preparing a binder naterial with pharnaceutically
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wet sbzithfoddicHicoside g}ngl_ry si zi ngh) bl endi ng thi ocol chi cosi de and

har mac ettt catly=geceptap e exctprents g forn Grengegrate
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step g) land H) j ) adding lubricant a al er i|aBi nvp(MGY bei n
sieved ilnta g4 1 nmsieve k) tableting B or m ENY chfmm':aga form
1. Ketoprofen 100.00 | 100.00 | 100.00°| 100.00
2. Lactose Monohydrate 367.60 | 340.50 | 321.75 | 253.00
3. Croscarmellose Sodium 1.00 5.00 7.50 21.00
(Ac di sol)
4. Maize starch : 10.00 [25.00 |34.50 |62.50
BINDER SOLUTION
5. Povidone K-30 1.00 3.25 4.10 10.50
6. Purified Water gas qs gas qs
EXTRAGRANULAR
Croscarmellose Sodium (Ac | 1.00 3.50 6.75 20.00
di sol) )
8. Colloidal silicone dioxide 0.40 0.75 0.90 3.50
9. Thiocolchicoside 8.00 8.00 8.00 8.00
10. | Magnesium Stearate 1.00 4.00 6.50 11.50
Tablet weight 490.00 | 490.00 | 490.00 |490.00
11. | COATING
12. | Opadry yellow gs gs gs gs
13. | Purified water gs qs gs gs
Tablet weight 500.00 |500.00 |500.00 | 500.00

Example 3: film coated tablet containing ketoprofen 50mg and

thiocolchicoside 4mg

No: | INGREDIENTS QYT/ QYT/ QYT/ QYT/ TAB
: TAB TAB TAB (mg)
(mg) (mg) (mg)
1. Ketoprofen 50.000 |50.000 |50.000 |50.000
2. Lactose Monohydrate 183.800 | 170.250 | 160.875 | 126.500
3. Croscarmellose Sodium 0.5000 |2.500 3.750 10.500
(Ac di sol)
4. Maize starch 5.000 12.500 | 17.250 | 31.250
BINDER SOLUTION
5. Povidone K-30 0.500 1.625 2.050 5.250
6. Purified Water - gs gs qs gs
EXTRAGRANULAR
Croscarmellose Sodium (Ac | 0.500 1.750 3.375
di sol) 10.000
Colloidal silicone dioxide 0.200 0.375 0.450 1.750




A further object of the present

invention is a nmethod of nmaking a film

coated tablet dosage form conprising the steps of making a tabl et dosage
form as pwevhmushsoodescri bed and after the step of heat ipog/mmd9/e@mati ng to
forma filmcoated tablet dosage form A further object of the present

i nvention is a nethod of making a tablet dosage form containing ketoprofen

and thid
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Unknown impurity 4 IND |ND 1.14 IND
Highest Unknown 0.25 0.18 1.17 0.25
Total Impurities 1.35 0.24 3.92 0.25
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20

Column A: Lot 1 at initial time containing ketoprofen and thiocolchicoside

prepared via combined Qranulation.

Column B: Lot 2 at initial time containing ketoprofen and thiocolchicoside |
prepared via extragranular granulation.

Column C: Lot 1 containing ketoprofen and thiocolchicoside prepared by

combined granulation, after 2 months at 40°C/humidity rate 75%RH .The

impurity data is tabulated representing 40°C/humidity rate 75% RH at 2M

station.

Column D: Lot 2 containing ketoprofen and thiocolchicoside prepared by

' 6 months at 40°C/humidity

75%,RH.The stability data shows thatin Lot 1 (column A versus column C),

extragranular granulation, after rate
there is significant increase in the level of impurities within 2 months at
40°C/humidity rate 76%RH in packed sample. The stability data shows that
in Lot 2(column B versus column D), there is no significant change in the
impurities even after 6 months at 40°C/humidity rate 75%RH packed
sample. It is inferred from the above data that when ketoprofen and
thiocolchicoside are not intimately mixed within the dosage form, there is
no significant interaction and impurities are at substantially low Ievel..

Example 5: Safety and efficacy of the composition cohtaining



Step3: Sifted Thiocol chicoside and ot her pharnmaceutical excipients and

m xed. Step 4: Sifted nagnesium stearate and m xed. Step 5 : The bl end was
conpr essaN0i20t084WP| et s and coat ed using coati ng nat eri RCT/ITR@HPIOTR2: film
coated tabl et containing ketoprofen 100ng and thi ocol chi cosi de 8ng. Exanpl e
4: stability conparative data (40C humdity rate 75%9 Colum A: Lot 1 at
initial ti [ . and t hi ocol chi cosi de prepared via

conbi nedwgrq%%ﬁqng?éoﬁry ﬂﬁgFﬁfﬁﬁPﬁglﬁgt 2 at initial time containing ketoprofen
and t hi odélecbompisitiorpaepardidg \to ahexhvegtian caarba cansideredas safleuamd C. Lot
1 containi ng ketoprofen_and thiocol chicoside prepared by conbi ned

gr anul at i€fHcieat iracptenbBHhs at 40C/ hunidity rate 759%H . The inpurity data
is tabul ated representing 40C/ humdity rate 75% RH at 2M station. Colum D
Lot 2 containing ketoprofen and thiocol chi coside prepared by extragranul ar
granul ation, after 6 nonths at 40C/ humdity rate 75% RH The stability data
shows that in Lot 1 (columm A versus colum C) there is significant
increase in the level of inpurities within 2 nonths at 40C/ humdity rate
759%RH i n packed sanple. The stability data shows that in Lot 2(colum B
versus colum D), there is no significant change in the inpurities even
after 6 nonths at 40C humdity rate 75%H packed sanple. It is inferred
fromthe above data that when ket oprofen and thiocol chicoside are not
intimately mxed within the dosage form there is



no significant interaction and inpurities are at substantially | ow | evel.
Exanpl e 5: Safety and efficacy of the conposition containingketoprofen and
t hi ocol chwO@810d4845Phe conposi ti on accordi ng to the i nvenPCHANZEHOMHET71
considered as safe and efficient in acute LBP. CLAIM5 1. Pharnmaceuti cal
conposition containing a conbination of a non steroidal anti inflamuatory
drug and a col chi coside derivative,cipgvgstive ingredients being present in
the free state or in the formof a salt. 2. Pharnaceutical conposition
according to claim1, containing a conbination of a non steroidal anti

R T S e

conposi tiskarcigaPaAtiNGflafmBYor)Wrugf ahlea ROFIHAELSideCd&fivEtive OiNeAhBtile 2
conmbi nati on of a ketoprofen and thiocol chicoside, the active ingredients

bei ngdpr ésgradients heing presendtie the free shatef or m thfe torewnbf a salt.
Phar maceutical conposition according to any one of the preceding clains, in
a formbeing able to be adm nistered by the oral route. 5. Pharnmaceuti cal

COMpOSi {1 0 acenrishfinkLedtital WiinBbsitith BEEBRINGtoCRINTe!. Edhtalfingoam of a

solid dosage form 6. Pharnaceuti conposi tionh according to any one of
t he pr ecedimmiginati@innaf,a hansherdidalnanti irdfldmbratopadady aadlteiocolchicoside,

cont ai ni B 250G BB RUEBET BECW BiRSeIY S fiacouate AT UoLIGEnG! Bitdlhe T or m
of a4golid dosage form being divisible.

3. Pharmaceutical composition according to any one of the
preceding claims, containing a combination of a ketoprofen and
thiocolchicoside, the active ingredients being present in the free state orin
the form of a salt.

15
4. Pharmaceutical composition according to any one of the

preceding claims, in a form being able to be administered by the oral route.

5. Pharmaceutical composition according to any one of the

20 preceding claims, in the form of a solid dosage form.

6. Pharmaceutical composition according to any one of the

preceding claims, in the form of a film coated tablet.

25 7. Pharmaceutical composition acdording to any one of the
preceding claims, containing 100mg of ketoprofen and 8mg of

thiocolchicoside and in the form of a solid dosage form being divisible.
8. Pharmaceutical composition according to any one of the

30 preceding claims, containing 50 to 100mg of ketoprofen and 4 to 8mg of

thiocolchicoside.

10



8. Pharmaceutical conmposition according to any one of the preceding clains,
containing 50 to 100ng of ketoprofen and 4 to 8ng of thiocolchicoside. 9 .
Phar mnacewpealo/seivposi ti on according to claim8, contai RCRGNAOYAPOTI

ket oprof en and 8ng of thiocol chicoside. 10 . Pharnmaceutical conposition
according to claim8, containing 50ng of ketoprofen and 4ng of

thi ocol chi cosi d.f Phirm '&éhtﬁEEP‘ébirﬁﬁésiﬁBHpgéEMq‘?ﬁ%%cﬁfﬁhP?,tébrﬂH iRge of

t he preceding clalns, tor e treatment or ane ration of 'muscul osKel et al
and j oi nt1@0mgrafdcetopuaienaand By @f ithipcopemdpkide.s, | ow back pain,
osteoarthritis, and rheumatoid arthritis, and peri-articular disorders such
as bursitis and tendonitis, and painful muscle spasm 12. Use of a

conposition ac di n - r ' jy XE o .
preparation of qgjngﬁlg{:@rgrg%pﬁ?%t g?\ﬁigﬁﬁ?ﬁa{r&e\ﬁ%ﬁﬁ% ?érlg:ll%l%?&{ﬁrtggwﬁg
muscubos kKsimyaf ketdpyofient and donglof thivdolchisositey| osi ng spondylitis, |ow

back pain, osteoarthritis, and rheumatoid arthritis, and peri-articular
di sorders such as bursitis and tendonitis, and painful muscle spasm 13. A

ot hod of ™k 0 aphabhSicelRaned ApILARIE ASAIRIAD So° LiRP e 1 thend g

ket opr of en and phar nmaceutt cal acc exciprents to’form a blerded
nmaterial grecpdinpciammsafdn thdetreatthent et amélivratiahrefapustsiaskeletarandabl e
exci pi ents

P joint disorders such as ankylosing spondylitis, low back pain, osteoarthritis,

10 and rheumatoid arthritis, and peri-articular disorders such as bursitis and

tendonitis, and painful muscle spasm.

12. Use of a composition according to any one of the preceding

claims, for the preparation of a medicament intended for ameliorating

15 and/or treating musculoskeletal and joint disorders such as ankylosing
spondylitis, low back pain, osteoarthritis, and rheumatoid arthritis, and
ﬁeri-articular disorders such as bursitis and tendonitis, and painful muscle

spasm.

20 13. A method of making a tablet dosage form comprising the steps
of
a) blending ketoprofen and pharmaceutically acceptable excipients
to form a blended material
b) preparing a binder material with pharmaceutically acceptable
25 excipients
c) adding the binder material to preparation containing ketoprofen
d) wet granulating the material obtained from c¢)
e) wet sizing
f) drying
30 g) dry sizing
h) blending thiocolchicoside and pharmaceutically acceptable

excipients to form a blended material, all materials involved being sieved

11



c) adding the binder material to preparation containing ketoprofen d) wet
granul ating the material obtained fromc) e) wet sizing f) drying g) dry

si zi ng h)wbl2erudismpot hi ocol chi cosi de and pharmaceut i cal | ycaaszjpd/aimoz
excipients to forma blended material, all materials involved being
sievedinto a 1 mmsieve i) blending material fromstep g) and h) j ) adding
| ubri cant; t |d: terials involved being sieved into a 1 mm sieve k)
tabl eti ndnﬁgsﬁopnrﬁagl?ggl et dosage form 14. A nmethod of making a film
coated tabl et dpblgmihgrmaterigdrfremrsieply anepy of naking a tabl et dosage
form accordi ng toegl aim13 and after the st elg .of heat.i n_%gand Cé)ati ng to

forma film cod 8dding|uhricidagentoallmaterials involved being sieved into
1 mm sieve
5 k) tableting to form a tablet dosage form.

14. A method of making a film coated tablet dosage form comprising
the steps of making a tablet dosage form according to claim 13 and after
the step of heating and coating to form a film coated tablet dosage form.

10
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