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hypot ensi on. The effect of certain active agents on
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efficacy pain relief at low dosages in order to avoid or at least reduce undesirable

effects and especially side-effects observed at higher dosages or for certain specific

20  analgesics.

Although opioids are prescribed with increasing frequency, knowledge of their effect
on visceral pain is limited. However, it is known that, in addition to analgesic effects,
morphine may also cause a number of undesirable effects, including, for example,

25  respiratory depression, nausea, vomiting, dizziness, mental clouding, dysphoria,
pruritus, constipation, increased biliary tract pressure, urinary retention and

hypotension.

The effect of certain active agents on patients is highly variable. Visceral pain differs

30 from pain in the skin in many ways and is often more difficult to treat.

In the literature different types of pain associated with disease of the viscera are

suggested. These types comprise true or localized visceral pain, referred visceral
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visceral pain, referred visceral pain, |ocalized
parietal pain, and referred parietal pain. The present
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or localized visceral pain. True visceral pain often
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Diseases of the stomach, dudenum or colon can cause visceral pain. And there are

more.

20  According to an embodiment of the present invention it has been found that it is
possible to effectively treat moderate to severe visceral pain by administering
analgesic medications comprising the opioid oxycodone or pharmaceutically
acceptable salts thereof. Moreover, it has been found that visceral pain and especially
acute (i.e. non-chronic) visceral pain can be effectively treated by administering

25  oxycodone at a dosage which is lower than the corresponding dosage of other opioids
like morphine. Accordingly, the present invention inter alia refers to a method of
effectively treating moderate to severe visceral pain by administering oxycodone at

relatively low dosages.

30  According to an embodiment of the present invention it has been found that treating

visceral pain with a specific dosage of oxycodone is more effective than treating the



oxycodone at a dosage which is | ower than the
correspondi ng dosage of other opioids |ike norphine.
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to a nmethod of effectively 3reating noderate to severe

vi sceral pain by adm ni stering oxycodone at rel atively

| ow dosages. According to an enbodi nent of the present
invention it has been found that treating viscera

pain with a specific dosage of oxycodone is nore
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noderate to severe visceral pain in a patient is

provi ded, the nethod conprising adm nistering
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treatment of moderate to severe visceral pain, since it was not known prior to the

present invention that this specific pain can be effectively treated by administering
oxycodone at low dosages, whereas other opioids (like morphine) at dosages, which
would have been considered equipotent by the skilled person, are less effective.
Patients suffering exclusively from acute visceral pain, according to the present
invention would not or no longer be treated with the opioids commonly used for this
purpose (like morphine, hydromorphone, oxymorphone, codeine, and hydrocodone)
but with oxycodone. Accordingly, the present invention opens a new therapeutic

window for the opioid oxycodone.

According to another embodiment of the invention a method of treating moderate to
severe visceral pain in a patient already being treated with morphine or a salt thereof

is provided, the method comprising:
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15  An embodiment of the present invention also allows the treatment of acute visceral
pain by administering oxycodone at a dosage which is sufficiently low in order to
reduce or avoid undesired side effects. This means, that therapeutic levels can be
achieved without or with fewer concurrent side effects, such as nausea, vomiting,
constipation and drowsiness, which may be associated with high blood levels of

20  oxycodone.

The finding that visceral pain can be effectively treated by administering low
dosages of oxycodone allows for the use of immediate release formulations and
sustained release formulations. It may be preferred according to the present invention
25  to treat visceral pain and especially acute visceral pain by administering oxycodone-
containing once-a-day, twice-a-day, three-times-a-day, or four-times-a-day dosage
forms. According to the present invention it may be especially preferred to use
oxycodone-containing sustained release formulations, wherein the dosage does not
exceed 40 mg oxycodone, preferably does not exceed 30 mg oxycodone and even

30 more preferably does not exceed 10 mg oxycodone. According to the present
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and/or severe visceral pain.

20  The dosage form to be used for treating visceral pain according to the present
invention preferably is an oral dosage form like a tablet or capsule, but could also be
a suppository or any other solid or liquid dosage form which can be administered
orally, via implant, parenterally, sublingually or rectally. Preferably, the formulation
in accordance with the present invention is an oral tablet, capsule, or in any other

25  suitable oral unit dosage form.

According to the present invention, visceral pain can be treated by administering
oxycodone or a pharmaceutically acceptable salt thereof. The phrase
"pharmaceutically acceptable salt" includes, but is not limited to, metal salts such as

30 sodium salt, potassium salt, cesium salt and the like; alkaline earth metals such as
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resulting from di seases of € he stomach, dudenum or

colon, from Crohn's di sease, pain of the gall bl adder,
severe nenstruational pain, and certain post operative
pain conditions. The present invention also relates to
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severe visceral pain. The dosage formto be used for
treating visceral pain according to the present

I nyacitmmaltpmegresiain yalti sdahe ke lorghhicayeing sl suck es @iethylamine
tabl et or, capsul e,., but coul d al so pe a_ suppository or
an§loPRading sglf, gicojing ?aéb Fﬁ%@?&ﬁ@ el e A SRming; Falc
adﬁﬁcyéléﬁé&?ﬂnl | iR &, W, N’Jd?oehalbﬁs}fenedi%ﬁi&tsﬁft 3hd Yhe like; inorganic

sublTngually or rectally. eferably, the formrulation

i nacd sdtscaclke as hydrochl dredep hypdrebroniidey sulfate,phosphate andzhe like;
tabl et. capsyle,.or .in an ther..suitable oral unit
oSG R Siel A R HeSEoy OB G e P marate, artrat
Vi gEhelikB:aulfof#bs fRh b ariRdeRYoastBbBhhedul fofate, p-
oxycodone or a pharnaceutically acceptable salt =

t hiolueaesulfphatepndtbe likgspaming acid saliseurl asnarggtea Bsparginate,"
in de ks not limted to, nmetal salts such as
sogilufrtﬁlaz%\f’f&%f)lcl)l %ssi um sal t, cesiumsalt and the I|ike;
al kaline earth nmetals such ascal cium salt, magnesi um
salt and the like; organic am ne salts such as
triethylamne salt, pyridine salt, picoline salt,

et i .. frd 1 - . . .
i SHCPaRake Sy bRhRARAREE Sl Fr iy ingre ain
s ahdcoading tohthe prekeit inventigd carchbeaimimediatt relessa dbrnadations or

hydr ochl orj de,  hydr obr om de, sul fate, phosphat nd

t h_@JSF%“PFél, fei&?ifafﬁf%‘?]ﬁti‘i’%?- Anaybepieterrgd tg @%"rﬂ& {ne‘gég?aé‘? e,

U1 i drind R8RS B HeBlind Rb&R Paln iR iBhSy bé Bipetilf a@iHhidgSus to

i ke; sul fonates such as

meddmimister|ohogratdey Henccemday, lthireertimes-apdayl ocfopstimesaatay dosage
ang) the |ike: am nﬁﬁaci d salts such as arginate,
as

CRAPESIEPRYRHEPE and the i ke.

In certain embodiments such oral dosage form includes a sustained-release material
which is incorporated into a matrix along with the oxycodone or pharmaceutically
acceptable salt thereof to provide for the sustained release of the oxycodone. The
sustained-release material may be hydrophobic or hydrophilic as desired. The oral
dosage form may be prepared as granules, spheroids, matrix multiparticulates, etc.
which comprise oxycodone or a pharmaceutically acceptable salt thereof in a
sustained release matrix, which may be compressed into a tablet or encapsulated. The
oral dosage form may optionally include other pharmaceutically acceptable

ingredients(e. g., diluents, binders, colorants, lubricants,etc.).

A non-limiting list of suitable sustained-release materials which may be included in a
sustained-release matrix of a dosage form which may be used for treating visceral

pain according to the present invention include hydrophilic and/or hydrophobic
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be preferred to use sustained release formulations for
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Oxycodone-containing formulations which may be used for treating visceral pain
according to the present invention, for example, are described in WO 02/087512 and

20  EP 0 576 643, both incorporated herein by reference.

EP 0 576 643 refers to a solid, controlled release, oral dosage form, the dosage form
comprising a therapeutically effective amount of oxycodone or a salt thereof in a
matrix.

25
The oral dosage forms described in EP 0 576 643 may be especially suitable for the
present invention. The dosage forms according to EP 0 576 643 include “twice-a-
day” formulations. The oral dosage form may be presented as, for example, granules,
spheroids or pellets in a capsule or in any other suitable solid form.

30
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an&;j I?jiges%gle, long chain (C8 - C50, especially C12 - C40), substituted or
unsubstituted hydrocarbons, such as fatty acids, fatty alcohols, glyceryl esters of fatty

acids, mineral and vegetable oils and waxes. Hydrocarbons having a melting point of

between 25°C and 90°C. are preferred. Of these long chain hydrocarbon materials,
20 fatty (aliphatic) alcohols are preferred. The dosage form may contain up to 60% (by

weight) of at least one digestible, long chain hydrocarbon.

(c) Polyalkylene glycols. The dosage form may contain up to 60% (by weight) of at

least one polyalkylene glycol.

25  One particular suitable matrix comprises at least one water soluble hydroxyalkyl
cellulose, at least one C12 -C36, preferably C14 -C22, aliphatic alcohol and,
optionally, at least one polyalkylene glycol.

The at least one hydroxyalkyl cellulose may preferably be a hydroxy (C1 to C6)
30 alkyl cellulose, such as hydroxypropylcellulose, hydroxypropylmethylcellulose and,



ot her oxycodone salts or of the oxycodone base. The
matri x of the dosage formto be used for treating
wQ@emrRl2 pai n according to the present invent POIEPEY6/050252
preferably be a controlled %el ease matri x, although
al so normal release matrices having a coating that
controls the release of the drug may be used. Suitable
materials for inclusion in a controlled release matrix
conprise (a) Hydrophilic polynmers, such as guns,
cellul ose ethers, acrylic resins and protein derived
materials. O these polyners, the cellul ose ethers,
esmeé:ialljr ylyhmyeﬂoybédkl;alosel’lrhel ansemt afttle at least one hydroxyalkyl

car al. kyl cel | ul ose referr The  dgs
1Rihe i Thetscehdosree doira Rl BB EY oL BT 51007 A PEGSt Tate of
0 n@xﬁ%g&%q@lehé&eaﬁlré@’ @f&&%@l@l }fbvsfé%ry m%roral((m;age form contains
Di gestible, Tong chain (C8 0, especially Cl12
CAbgtweeuh¥tant 258 especially llvb'staen Bt 250 mydt 6 afblyovty of tha @hleast one

as, fatty_aci fatty al cohols, glyceryl esters of
Sfa]?}"s ’é’éna’g,cgwﬂﬁr al “and vegetable oils and waxes.
Hydr ocar bons having a nelting point of between 25C and

90C. are preferred. O these | ong chain hydrocarbon
rrail"b¢ ptdpast ongaliphatie plcphrd may) bea far shamplealauryp plepbely @crrlstyl
Q g
ar TR sV R, R Rty b B i s o), the
Poleyi¢tl dny hﬁﬂlﬁat@a}ksbﬁblsls cdtybaldslsl o€ cét@it&r?ﬁlc&@llﬂ&iel’amdnnt of the

to 60% ( by MEI? of at |east one pol¥ al kyl ene .
10 g| gidenst 0@1@111%1 afi¢ pleohalin 3y prah desseedarm wi ]cléf‘n%‘r“?rg@%edal?y the precise
W&H r ydroxyal kyl cellul ose, at
Ieastoaﬁg grdgg%qgire erably Cl4 -C22, aliphatic
aIcohoI and, optionally, at |east one polyalkylene
C The at_ | eas roxyal k ose o\
pr éﬁ%‘?f%‘gﬁo B’éo%eftﬂfﬁl‘{%i@ ‘P@{‘g ‘é"ﬁ?ﬁ i’@:‘ 051“0“ may
S UghingiSse Tvoth QBOR5AD¥bGR lsYd £%flic resin and from about 8 to about 40% by
hydr oxypr opyl nmet hyl cel | ul ose and, especi al |y,
15 hyweighydifhatic glebhal by srecighittes thertotah tosage fora. A¢ paréaarlyppreferred
hyQér?f‘é’ %lsﬁlyéomprises Eudragit ® RS 30D commercially available from Rohm

Pharma.

In addition to the above ingredients, a controlled release matrix may also contain
20  suitable quantities of other materials, e.g. diluents, lubricants, binders, granulating
aids, colorants, flavorants and glidants that are conventional in the pharmaceutical

art.

As an alternative to a controlled release matrix, the dosage form to be used for

25  ftreating visceral pain may comprise a normal release matrix having a coat that
controls the release of the drug. In particularly preferred embodiments of this aspect
of the invention, the dosage form may comprise film coated spheroids containing
active ingredient and a non-water soluble spheronising agent. The term spheroid is
known in the pharmaceutical art and means a spherical granule having a diameter of

30 between 0.5 mm and 2.5 mm especially between 0.5 mm and 2 mm. Details with



cellulose in the oral dosage formw || be determ ned,
inter alia, by the precise rate of oxycodone rel ease

w0 e@dior2d2 Preferably however, the oral dosageP€DER2006/050252
contai ns between 5% and 25% especially between 6.25%
and 15% (by w) of the at |east one hydroxyal kyl
cellul ose. The at | east one aliphatic al cohol nmay be,
for exanple, lauryl alcohol, nyristyl alcohol or
stearyl alcohol. In particularly preferred
enbodi nents, however, the at |east one aliphatic
al cohol is cetyl alcohol or cetostearyl alcohol. The
arrmsmct o filnheoatdd dphesidsamd thd mphethétareadfalhabovemantioned dosage
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another preferred enbodi nent, the controlled rel ease
composition may conpri se from about 5 to about 25%
acCyhﬁrcnilerders]easearxdccbdqnmcab‘ehﬁngfdrmuhﬁonﬂ whiohoiny beeispdrially

I ' ight of the total d f .
5 A wRplecfir Erpe sl Pan Hekorgine co Prespont RS anad omprise
Euﬁ'i@%&ne(ﬁﬁdr&ﬁl&ma ﬁ@%%(sﬁta@' driedpPaiidake, qsddrégmsrm D

Pharma. In addition to the above |ngred|ents
cofsohidy)] Bdacein®asfearibaleohol.talp and magaesiim stgazatd. t abl e
guantities of other materials, e.g. diluents,

| ubri cants, binders, granul at i ng aids, colorants,

f | Bin@icr Buaifedireldak €l forinalationd cabitfnidig B eeidoad ahd béing Abtable for
pharmaceutical art. As an alternative to a controlled
10 1 efreafing Viseetal RainpReoTdHg A9 thempesent BVentiongeqidgseribed in

tr%b@)gsysﬁ«:ﬁ{cg Ogiﬁé(? @ﬁg%%& a nornmal rel ease

mat ri X having a the rel ease of the
drug In particularly preferred enbodi nents of this

Rt MEgHERa! HOioH 4TS HEEToR o B OaR
a El‘éb? éiiﬂ? rﬁ{s armBdiel BfeSPfRR hORASE hhGht 24 9Bhrs afiRPoraBidthinistration at
15  steady; and the dosage form providing a mean C24/Cmax oxycodone ratio of 0.6 to
1.0 after oral administration at steady state to the patients. In certain embodiments of
the invention, the dosage form after administration to patients may provide a mean
Tmax of oxycodone in-vivo which occurs at about 2 to about 17 hours (e. g., about 2
to about 8 hours) after administration at steady state of the dosage form. The term
20 "mean" for purposes of the present invention, when used to define a pharmacokinetic
value (e. g.,Tmax) represents the arithmetic mean value measured across a patient
population. In certain embodiments of the invention, the mean Ty« of oxycodone in-
vivo may occur at about 6.5 hours to about 17 hours, at about 8 to about 16 hours, at
about 10 to about 16 hours, or at about 12 to about 16 hours after administration at
25  steady state of the dosage form. The term "steady state" means that the amount of the
drug reaching the system is approximately the same as the amount of the drug
leaving the system. Thus, at "steady state", the patient's body eliminates the drug at
approximately the same rate that the drug becomes available to the patient's system
through absorption into the blood stream.
30



known in the pharmaceutical art and nmeans a spherica

granul e having a dianeter of between 0.5 mmand 2.5 nm
wezpeoiRlty between 0.5 nmand 2 nm Details PCT/EP2006/050252

wi t hrespect to fil mcoatedl1spheroids and the

manuf acture of the above-nentioned dosage forns are

al so described in EP 0 576 643, incorporated herein by

reference. Controlled rel ease oxycodone-contai ni ng

formul ati ons which nmay be especially suitable for

treating visceral pain according to the present
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patients may provide a nean Tmaxof oxycodone in-vivo
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R AR S R AR epuigallipeceptable salt
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t he anmount of the
of time when administered to patients.

20  In certain embodiments the sustained release oral dosage form to be used according
to the present invention comprises a substantially homogenous core comprising
oxycodone or a pharmaceutically acceptable salt thereof and an expandable polymer;
a semipermeable membrane surrounding the core; and a passageway disposed in the
semipermeable membrane for sustained release of the oxycodone or

25 pharmaceutically acceptable salt thereof, such that blood levels of active ingredient
are maintained within the therapeutic range over an extended period of time when

administered to a patients.

Another sustained release oral analgesic dosage form which may be suitable for the

30 use according to the present invention is described in EP 1 449 531, incorporated



drug reaching the systemis approxinmately the sanme as
the anount of the drug | eaving the system Thus, at

w0 gioeadie1st at e”, the patient's body eli m nat esPCTEPIINGQS0252
at approximtely the sane rnate that the drug becones
avai l able to the patient's system through absorption
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sust ai ned rel ease oral dosage form which nay be used
for treating visceral pain according to the present
i nvention conprises a matrix which includes a
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In certain e_nbodi ment s t_he sust ai ned rel ease or al _
15 doER@e>48akdf inoorperatsidetrein by referegee, aefersgo prstabdived solid controlled

ot e T e oG YRR AR ARG oS SR og
s abthylcBmile&f is 8B@inRA b§eRaRdalgs AMEivAre including a therapeutically

active with an aqueous dispersion of ethylcellulose and then curing the coated

10

substrate at a temperature and relative humidity elevated to a suitable level above
20  ambient conditions until the coated dosage form attains a stabilized dissolution
profile substantially unaffected by exposure to storage conditions of elevated

temperature and/or elevated relative humidity.

EP 0 531 611 incorporated herein by reference, refers to a controlled release dosage
25  form having a matrix of sodium alginate and a calcium salt. When the composition is

to be administered rectally, the matrix is combined with a therapeutically active

agent and a suitable suppository base. When the composition is to be administered

orally, the matrix further includes a higher aliphatic alcohol.



a sem perneabl e nenbrane surrounding the core; and a

passageway di sposed in the sem perneabl e nenbrane for
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acceptable salt thereof, sugh that blood |evels of
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co :
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herein by reference, refers to a stabilize oljd . .
colEYH (lmeéé?é%re&%?éaa@}oﬁrarlﬁma@ifﬁgcl&n% y PryContin is a
degintRfled FQMs8 BnAPARO WhicH 1§ REhiicRialBf availiyik & P88 Pharma

is obtained by overcoating a substrdte including a
15 t hbPag2xpGantin®yis available inilOmg 2 0ang) d0mg, dind Yemgidosagsfstrengths.

et hyl cel lul ose and th Cur. .t he ted sufhstrate at. .
o Pl 5 A0 SR agy e TRy HaBb PR hRbcdais ina 5
S Uinlgadobkgrel s@¥RbthaR¥Erding to the present invention low dosage preparations

may be preferred. Dosage forms having an OxyContin®-like matrix and comprising

about 5 mg of oxycodone hydrochloride may be especially preferred
20

It may be preferred according to the present patent application to provide a dosage
form which comprises a combination of opioid agonist and opioid antagonist in order
to reduce or prevent the abuse potential. Suitable dosage forms comprising

25  combinations of opioid agonist and opioid antagonist are described, for example, in
WO 99/32119, WO 99/32120, WO 01/58447, WO 03/013479 and WO 03/013476.

Subsequently, it is referred to different aspects of the present invention. However, it

30 is to be understood that the present invention is not limited to these aspects.



anmbi ent conditions until the coated dosage form
attains a stabilized dissolution profile substantially
wapabheried by exposure to storage conditi ons PET/EP2006/050252
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hum dity. EP O 531 611 incorporated herein by
reference, refers to a controlled rel ease dosage form
having a matrix of sodium al ginate and a calciumsalt.
When the conposition is to be admnistered rectally,
the matrix is conbined with a therapeutically active
agent and a suitable suppository base. Wen the
conmposition is to be adm nistered orally, the matrix
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re{eﬁ%ﬁa@qﬁ@gﬁ]&gﬁa%ﬁwm&gg certain coatings. EP 0 647
448 and EP 0 698 9 also refer to orally

adm ni strabl e opioid formul ati ons providing controll ed
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fornul ati ons are disclosed in
5,a8n%77; 5,672,360; 5,958,459; 6,103, 261; 6, 143, 322;
5, 965, 161; 5, 958,452 and 5, 968,551, all incorporated
by reference herein. Mreover, there are al so
c OThetegindbdute Mi¢edrhiafalire 10 dyRiddBLpRPodes iofi iiRgpreveat invention as
preparati ons which nay be used for treating viscera
10 parefersing & wisergalngin Which isat ghranigent i on. These
commerci al ly avail abl e oxycodone- cont ai ni ng
preparations include Oxynornm(r) (imredi ate rel ease
pr Ehateai"offyctoved itxyieotiomEith thenalgesicieffectss defined for purposes

control |l ed rel ease anal gesi c, ich s commerciallly,
avaf ﬁli‘ﬁ BreseRtiByRnBoR gt sqiﬁgapm E‘?m‘g.ctlo mipation qf ggm, along

aviith 3 ﬁ‘roi:é%s 302 WleraBR 15 of Q¥ erraNRd 28 @et@EnjﬁE’(fﬁﬁ the human
strengths. OxyContin is also cormmercially available in

15 t hpatlenK by Napp Pharnmaceuticals in a 5 ng dosage
strength. According to the present invention |ow
dosage preparati ons may be preferred. Dosage forns

havhé rans RotveRt trdating™ IsidéndtBiol piirpdsss oF A presdnd Fivention as
referring to the selective use of oxycodone for effectively treating a specific pain,
namely acute visceral pain. The treatment of visceral pain with e.g. morphine would
20  also lead to some analgesic effect, but would not be considered “selective” since
such analgesic effect would be significantly lower in comparison to oxycodone and
would also be observed for other pain. In other words, no selective effect would be

observed for the treatment of visceral pain with morphine.

25

The present invention includes the following aspects:

According to one aspect of the present invention, a method of effectively treating
visceral pain is provided which comprises administering oxycodone at a dosage

30  which is sufficiently low in order to reduce or avoid undesired side effects.



about 5 ng of oxycodone hydrochl oride may be
especially preferred It may be preferred according to

WO b@opresent patent application to provide a dPCHER2006/050252
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sel eclive" since such anal gesi ¢ effect woul
15 si aprhimisteringl oxytedose in an effeqbine agonnt to pmoydmm&@sanu a patient in

need thereof.

According to another embodiment of the invention a method of treating moderate to
severe visceral pain in a patient already being treated orally with morphine or a salt
20  thereof is provided, the method comprising:
(a) discontinuing oral treatment with morphine; and
(b) orally administering oxycodone or a salt thereof in an amount of less than 50%
by weight of the morphine or salt thereof. It may be preferred to orally administer
oxycodone or a salt thereof in an amount of less than less than 45% by weight,
25  preferably less than 40% by weight, more preferably less than 35% by weight, even
more preferably less than 30% by weight and most preferred 25% by weight of the

morphine or salt thereof.

Furthermore, the present invention includes the following aspects:
30
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Use of oxycodone or a pharmaceutically acceptable salt thereof for the manufacture

of a medicament for treating visceral pain.

Use of oxycodone or a pharmaceutically acceptable salt thereof, wherein oxycodone
or a pharmaceutically acceptable salt thereof is used for the manufacture of a

medicament for treating acute visceral pain.

Use of oxycodone or a pharmaceutically acceptable salt thereof, wherein oxycodone
or a pharmaceutically acceptable salt thereof is used for the manufacture of a

medicament for selectively treating visceral pain.

Use of oxycodone or a pharmaceutically acceptable salt thereof, wherein the
medicament is an oral dosage form containing oxycodone or a pharmaceutically

acceptable salt thereof.



by wei ght of the norphine or salt thereof. It may be
preferred to orally adm ni ster oxycodone or a salt

wo b@emoR212 n an amount of |ess than | ess than 4PC4/BY2006/050252
wei ght, preferably |ess than 40% by wei ght, nore
preferably | ess than 35% by wei ght, even nore
preferably |l ess than 30% by wei ght and nost preferred
25% by wei ght of the norphine or salt thereof.
Furthernore, the present invention includes the
foll owi ng aspects: A nethod of treating acute viscera
pai n by adm ni stering oxycodone at a dosage which is
| oWee of eredral dvmtrotied émagm tirmgfoel ik aganuddcture bp b imedicament to

reqU|r d. for, providing the s t her apeut.i c effect

ot SRR Biscaraliain Highug lsvtsptge ﬁr%yorg&i%eﬁ relpaseidgpee fo form
OXy&Aciaasy:at a dosage which is |ower than the
correspondi ng dosage of norphine required for treating
the) fsemd mg 580 pig opcodoas oeh saltthereolly. A nethod for

t { . . . .
S cahi i SYHT fhaaY et dshar SRl E SRR malt. gpig acrytic resin
t haRtrix iRl dRaldesithaasafPmafatioh plovidds REbsiatialh HEinBependent

the equipotency refers to the treatnent of cutaneous
anljl wtrgdaﬂsghltlpapharacrmstmu ght ratio of the

e of oxycodone to the
agr%’fl%ﬁlglgalgﬁza%e of norphine is preferably |ess

than 1: 2, nore preferably less than 1:2.5, even nore
preferabl | ess than 1:3 and nost referagyy | ess than

10 1: Accqnd @gé? thearessabiREensiong the e rsubstentiadly| pfl-independspi” aneans
Sajphy fhg %‘if?&gncfeoﬁt aTng ?JEBQ@@ Bltdeen He &ﬁﬁ‘ bféigﬁ:%oﬁe%leased at
treating viscetal ox co one or
p hpH e and the amoyntareleeswda bH Bﬁ(thnhaeafsofed indvitreensing USP Basket

ittt 5 400 gt By S0 etieatputbe b R areieaby by weigh

f OBasE& 8RBt GMbEnt\Urd%GEon P8t &t thSBofBh tRXIGABOREMS br less.
a pharmaceutically acceptable salt thereof, wherein

15 oxycodone

Use of an oral controlled dosage formulation for the manufacture of a medicament to
control visceral pain in human patients, the oral controlled release dosage
formulation comprising:
a) about 5 mg oxycodone or a salt thereof;

20  b) an effective amount of a controlled release acrylic resin matrix, said acrylic resin
matrix being selected so that the formulation provides substantially pH-independent
in-vitro dissolution characteristics; and

¢) a pharmaceutical diluent.

25  Further aspects are described in the claims.

According to another aspect of the invention a method of treating moderate to severe
visceral pain in a patient is provided, the method comprising repeatedly
administering 5 mg sustained-release oxycodone twice a day, three-times-a-day, or

30 four-times-a-day.



or a pharmaceutically acceptable salt thereof is used
for the manufacture of a nedi canent for selectively
wWo e@ain2g2 vi sceral pain. Use of oxycodone or aPCT/EP2006/050252
pharmaceutically acceptabl d8salt thereof, wherein the
medi canment is an oral dosage form containing oxycodone
or a pharmaceutically acceptable salt thereof. Use of
an oral controll ed dosage form for the manufacture of
a medi canment to control visceral pain in human
patients, the oral controlled rel ease dosage form
conprising: a) from5 ng to 80 ng oxycodone or a salt
thereof; b) an effective anount of a controlled
releas acryl resin trix, .said c r.esin
nra{\ic?‘%lf B8itey ﬁn%tg‘f’fé’é%‘& of themyntipna I‘fegl?‘?ﬁizﬂ Jreeting poderatedg severe
SUDSERRtJaf in¥a ;Eh‘ﬂ‘ehﬂg PRAASRNelrfletod {0l ally
characteristics; c) a pharfaceutical diluent
Acadmigisteyingol Otrhg syntasahiteldass/exycodone dnce atday. m
"substantially pHindependent” neans that the
difference, at any given tinme, between the anount of
OXHGREIA Be uBIGHS6d that theHollowing AShdchen $enk RIveAS&H may be
at pH 7.5 (when neasured in-vitro using USP Basket
Vespesticar prgferredembediments of tlﬁcfg@@g@gchaqf thg pregent ggvention:
preferably 10% (by wei ght based on the total anount of
oxycodone or salt thereof in the dosage forn) or |ess.
Us A cedrding t6 tR! préseit inoédtRa itidapbe pfedérad thht the okywodbiecontaining
nanufacture of a medi canent to control visceral pain
10 | nmedigamentds incthe form pfca splid|orgl slosags) forn like p dablet on sapsyls.
formul ati on conprising: a) about 5 ng oxycodone or a
salt thereof; b) an effective amount of a controlled
r eAeaﬁdingao Wei pregeatinmentivnrit may beprefacedythatche esycodone-containing
bel seI%ﬁted so,.t hat. the fornula i on provides

Qﬁag%\ q pridesEyBeHiale release of the oxycodone.

15  According to the present invention it may be preferred that the oxycodone-containing

oral dosage form provides sustained release of the oxycodone.

According to the present invention it may be preferred that the oxycodone-containing
sustained release dosage form is orally administered on a once daily or twice daily

20  Dbasis.

According to the present invention it may be preferred that the oxycodone-containing
medicament comprises oxycodone in an amount of from about 1 mg to about 50mg,
preferably between 1 and 15 mg, more preferably between 5 and 10 mg and

25  especially of about 5 mg or an equivalent amount of pharmaceutically acceptable salt
thereof. If the oxycodone-containing medicament is in the form of a sustained
release dosage form to be administered on a once daily or twice daily basis, the
amount of oxycodone in some cases may be higher and may be in the range from
about 5 mg to about 160 mg, but preferably is not exceeding 40 mg, more preferably

30 is not exceeding 20 mg and most preferably is not exceeding 10 mg.



in-vitro dissolution characteristics; and c) a
phar maceutical diluent. Further aspects are described
WO poobioz72¢2 ai ns. Accordi ng to anot her aspect of PCTYEP2006/050252
i nvention a nethod of treatiPng noderate to severe
visceral pain in a patient is provided, the nethod
conprising repeatedly adm nistering 5 ng
sust ai ned-rel ease oxycodone tw ce a day,
three-tines-a-day, or four-times-a-day.According to
anot her aspect of the invention a nethod of treating
noderate to severe visceral pain in a patient is
provi ded, the nethod conprising repeatedly

adm ni sterin 0 sustai.ned rel ease oxycodone qnce a
R T é’Fd’bYFnPH%? mefod meamgl_o?ierate to severe
asPREL:S! Rin MNEpAICREIS Brovidde e ntiiBod Tt RiPeci fic or
preferred embodi ments of the foregoing aspects of the

pr 69 eaministeeing it@m huhar patitinhg uhid doseccoptadrgeg vbxyavden oransalt

it may _.be t hat the oxycodone-cont ai ni ng

referr

5 m%ﬁ%ﬁ%?£%°%°?g@$orm of a solid oral dosage form
|1 b BohitdHRtphaim&RB§hHnfic pAfasRid Blicited byyREIdRINGSRBE in said
invention it may be preferred that the )
oxlpamappaticabanddetirminiag sMhethes said phasmargrysemireparameters are
i ' I e qf e _ox e.. Ac I.n the
B Rt o0 SRR AP R
OX ) aileting Gl aaient Bidadiisting dRsdge of oxyoodome/érdesalt thereof

sust ai ned rel ease_of the oxycodone. According to the
10 pr adratnfsterpd, torfhe patignt byagmpustering eppipdoseipf oxy¢pdone or a salt

) i A f -
o BT B B PR (PaP Y AP fined tha
basdid phakamosdiinanid parihetesraes aottsatisfactoty a@madintaiming the dose of
preferred that the oxycodone-containin di canment )
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abgud pRAfcodnSht FRhhcleRANE 8 meddPropRiald. MTOT €

preferably between 5 and 10 ng and
15 (d) continuing the step (c) titration by adjusting the dose of oxycodone or a salt

thereof until appropriate steady-state pharmacodynamic parameters are achieved in
said patient; and

(e) continuing the administration of the dose of oxycodone or a salt thereof until
treatment is terminated. I may be preferred that the patient is titrated with a unit dose

20  containing oxycodone or a salt thereof in an amount of 5 mg to 10 mg.

According to other embodiments of the present invention, the oxycodone-containing
medicament may comprise another active agent, preferably another opioid or
25 nonopioid analgesic agent. Preferred combinations of oxycodone and other active

agents are described herein above.



especially of about 5 ng or an equi val ent anount of

phar maceutically acceptable salt thereof. If the
w@zeoe0TnE- cont ai ni ng nmedi canent is in the forPCDEPA06/050252
sust ai ned rel ease dosage f@mto be adm ni stered on a
once daily or twice daily basis, the anount of
oxycodone in sone cases may be higher and may be in
the range fromabout 5 ng to about 160 ny, but
preferably is not exceeding 40 ny, nore preferably is
not exceeding 20 ng and nost preferably is not
exceedi ng 10 ng. Accordi ng to anot her aspect of the
invention a nmethod of treating noderate to severe

isceral pain jn a patient is provided, the nethod
coﬁ%ﬂﬂgﬂﬁﬁﬁ—¥5&456n1nlsterlng to a human patient a
unit dose containi ng oxycodone or a salt thereof in an
amount of 5 ng; (b) nonitoring pharmacodynam c
paTherfsregasngisiatsotseppdrteddyithe emperintbotd eviderxzirefetradtmbelow.
pati ent and determ ni ng whet her said pharmacodynani c
paraneters are appropriate for continued treatnent of
SafTHe Bdfckifithtad Budics AITEREEE TS, hire b4sbd bh hicBinpRSsonlYT different
patient by adjusting the dose of oxycodone or a salt
t héugsat heglthy velunteer by @pplyingrxpesmentsl painsinve slisichlgiudies
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not satisfactqry or nalntalnlng t he dose of oxycodone
10 or syqmptams Of}}‘fféF}@Bﬁ)amnWél&%h&ff?ﬁﬁstt Gessessmentofpapykiging gfficacy.
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t i volahteers sbyhandjisbins oan tbefmzomﬂﬁeHoWemrymdxahexpmrmnm ktimuli
thereof until ropri ate st at.e har macodynam c
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or a salt thereof until treatnment 1s termnated.

15 bediffeedng paindnechanismiang ah iassessnient pf the aliegalvctibn apezsptmtn of

ogﬁoids. For testing the efficacy of different opioids for treating visceral pain a
standardized test battery of cutaneous, muscular and visceral stimuli was applied.

Blood samples were taken for determination of the opioid concentration in plasma.

20  Inrecent years methods by which deep and visceral stimuli can be administered
reproducibly have been developed. These methods allow activation of the pain
system with different stimuli, with the possibility of activating various types of nerve
pathways in the same experiment. In the trial described herein the efficacy of
different opioids on different types of stimuli of skin, muscles and bowel in healthy

25  volunteers have been compared. Cutaneous and muscular pain was administered by
pressure, current and temperature (skin only). The stimulation of the internal organs
was also produced by pressure via a balloon located at the bottom of the oesophagus.
The balloon can be distended and produce mechanical stimuli, which feel like mild
pain/discomfort. In addition, cold and heat stimuli can be administered by passing

30  water of differing temperature through the balloon.
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may conprise another activeélagent, preferably another

opi oi d or nonopioid anal gesic agent. Preferred

conbi nati ons of oxycodone and ot her active agents are

descri bed herei n above. Experi nental evidence The

foregoing is al so supported by the experinental

evidence referred to bel ow. The experinental studies

referred to below, are based on a conparison of

di fferent drugs at healthy volunteers by applying

experimental pain, since clinical studies provide

|n ufficient information, partly due to the great
®rence that exists betmeen patients and partly due
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of different opioids for treating visceral pain a
standardi zed test battery of cutaneous, muscul ar and

vi Elbav ellarst i mul i was applied. Bl ood sanples were taken

for, deter n of oi d co centr tion in

ol epicdinieab et e hek g WPEn deep and
visceral stimuli can be admi nister ed repr oduci bly have
befen devel oped. These nethods allow activation of the

pai n systemwith different stimuli, with the . ..cassssssness
possibility of activating various typeg.\b‘f' nerve

pat hways in the same experinment. In tkfe trial

described herein the efficacy of o
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0 30 60 90 min
pain test pain test pain test pain test

* Supported in plasma analyses of the opioids and knowledge of their distribution
between plasma and CNS.

Each of the experiments was carried out on healthy volunteers and includes 24
individuals aged between 18 and 65, male/female ratio 1:1, without any previous
chronic or recurrent diseases causing pain. The subjects have also undergone a

physical examination and have been screened for any diseases with testing of urine



different opioids on different types of stinuli of
skin, mnmuscles and bowel in healthy volunteers have
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adm ni stered by pressure, éarrent and tenperature

(skin only). The stinulation of the internal organs

was al so produced by pressure via a balloon | ocated at
the bottom of the oesophagus. The bal |l oon can be

di stended and produce mechanical stinuli, which fee

like mld pain/disconfort. In addition, cold and heat
stimuli can be adm ni stered by passi ng water of
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very simlar t'o clinical pain. The experinental pain
| nthesebt-tmals will bemekomen ddouralbe slibjéats were ipdudqaltbreaitimes, with

deep/.vi scer t hwa n.several organs during
coﬁF‘P ﬁ?ﬂ\a’p k&%ﬁ” eﬁ%smbatlhe trial the intensity
of pain vvas neasured as a result of a welldefined pain

stimulus consecutively, but the anal gesic effect of
or Aria} design Mén@th@sopl oidis built up according to
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Supported in plasma anal yses of the opioids and
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a65h Bfheh gk ments was carried out on
heal mﬁy untglz)f?bin i ncl udes 24 individual s aged
bet ween 18 and 65, male/female ratio 1:1, wthout any
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(opioid sequence) double-blind, placebo-controlled cross-over design with three arms

(opioids and placebo) and open therapeutic control. Blinding for patients and those
giving treatment was undertaken by pouring the medicine together with grape juice

(ensuring blinding of placebo) according to the following pattern.

Opioid |Placebo mg morphine 30 mg oxycodon 15 mg

100 ml grape juice | 15 ml morphine DAK | 15 ml Oxynorm oral
oral solution 2 mg/ml |solution 1mg/ml +

+ 85 ml grape juice

85 ml grape juice

At least 7 days pass between each dose, which ensures sufficient wash-out.

Experimental pain models/pain stimuli
Several separate trials have been performed, where the placebo and the 2 opioids

were tested on the experimental pain models. Beforehand a test has been performed
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di seases with testing of urine(dipsticks for protein
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protein, platelelets, |euk@gytes, creatinine,

aspartate am notransferase, alkaline phosphat ase,
prothronbin tinme) before they were included in the
study. The duration of each of the sub-trials will be
maxi mum 2 hours. The subjects were included three

times, with a mninmm of one week between each trial.
Trial design and nethods In the series of trials
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intensity was scored on a visual analogue scale (VAS) from 0 (no pain) to 10

(intolerable), which combines non-painful (0 - 4.9 on the scale) and painful (5 — 10
on the scale) stimuli. Stimuli with an intensity of 1, 3, 5 = pain detection threshold

and 7 = moderate pain are given.

Kinetics

Blood samples of 10 ml for assessment of the variation in plasma concentration for
the opioids were taken from a peripheral venflon for opioid dosage (blank test) and
30, 45, 60, 90 and 120 minutes after dosage. A total of 240 ml blood is therefore
taken over the whole trial (4 weeks).



for the trial and after 30, 60 and 90 m nutes. The

ef fect of opioids on nmechanical stinmuli was studi ed by
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cal cul ated (i npedance planinetry). Sensation for
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the nuscles of the ower arm ("single and repeated
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peri pheral pain and central nechanisns ("repeated
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lg%b%q%ﬁ@lﬁ ‘”l“?‘l'lei B’ﬁ%ﬁhi@i?@?‘&arm and col d

vvabgg,n&g{(glgpgdﬂglotlﬂemg%ll PRe: 14 nyd | mul us-response curve

was produced for types of stinuli. The pain

i nitmlasgunV@sth&dbw aﬂnpmem; raticofahophaiedg orsy@daheis(abdd)2:1 by
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hdg§, i ' 1
ut ?’oa%hg ﬁ@na%?We I%Hglfg?é CW %@re{rﬁ?eo% g?kt ion 1 gesic
nyéfifidct béfoseeand]cﬁlrng the tnahwmdestemmded byR-sided vaqanqeahelyms with
ralqD ﬁ t o oxycodone. i s about, 2: é;
e factors erp acebo versus morphine or morphine versu oxycodone and 2)
intensity or pain stimulus and the dependent variable “pain score”. The effect on pain
quality was studied by the Danish version of the “McGill Pain Questionnaire” being

filled in at maximum pain.

The effect on pain threshold after 90 minutes was counted as the primary endpoint.
The other data (effect on other pain intensities, change in the qualitative descriptive
words, change in reported area of pain) were regarded as secondary, descriptive
variables. The plasma measurements were thus to be regarded as secondary

endpoints used in the descriptive phase to support the effect on pain data.

Results

In the skin both opioids, morphine and oxycodone, were significantly more analgesic
than placebo and there was no significant difference between morphine and
oxycodone for all modalities tested (see figure 1). Note also that the potency ratio of
2:1 (oxycodone:morphine) was confirmed in this study as being “equipotent” for

cutaneous pain.



Statistical treatnment of data The pain threshold was
determ ned for the various stinmuli before the trial
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m nut es (expected maxi num @ffect). Stinmuli were
produced at different intensities for stimulation in
skin, nuscles and oesophagus. Data were stored

el ectronically and entered on CRFs . The anal gesic
effect before and during the trial was determ ned by
2-sided variance analysis wth the factors 1) either
pl acebo versus norphi ne or norphi ne versus oxycodone
and 2) intensity or pain stimulus and the dependent
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SI gﬁnﬁlaﬁ@nMafbM& distetls BT (see ﬁ@aﬂ’e Z)J M@qﬂﬁm@ RowbEWe] also provided
was no S|gn|f|cant di fference between norphi ne and

ox§ estrsm analggsicgifechdpy spmparisonte plageby)see figure 1).

Note al so that the potency ratio of 2:1
(oxycodone: nor phine) was confirmed in this study as

beThere ‘wey alspaignificanflp greater andgesta ipaoxycbdomeegainst heat pain

o SR 7 PRt e bAlGen) IncRRpeEby o BEBine and placebo
p r r

be{us &0 Pl ki) HoRe&ves Oﬂw}f‘ro@fa&d alcbrdIR Qﬁél{gésﬁceéffect (in

tested (see figure 1). Note al so that the potency
r awmpaﬁSOQMplecﬁbm\,odonenor phi ne)

The foregoing results clearly confirm that visceral pain and especially acute visceral
pain can be effectively and selectively treated by administering oxycodone at a
dosage which is lower than the corresponding, i.e. equipotent dosage of other opioids

like morphine.

Having thus described in detail preferred embodiments of the present invention, it is
to be understood that the invention defined by the above paragraphs is not to be
limited to particular details set forth in the above description as many apparent
variations thereof are possible without departing from the spirit or scope of the

present invention.

All documents cited or referenced herein (“herein cited documents™) including any
manufacturer’s instructions, descriptions, product specifications, and product sheets

for any products mentioned herein or in any document referenced herein, are hereby



was confirmed in this study as being "equipotent" for

muscul ar pain. In viscera (oesophagus here), ain
wa@emparizson to than nor phi ne and pl acebo si gni PCT/EP100§050252

better anal gesic effect wag6observed for oxycodone

agai nst nmechani cal stinulation (via balloon

di stension) (see figure 2). Morphine, however, also

provi ded a certain anal gesic effect (in conparison to

pl acebo). There was al so significantly greater

anal gesi a by oxycodone agai nst heat pain stimulation

(via hot water into the balloon) in conparison to

rmnmbipbmtahh:breihwebfare(nsaemﬂ ingayrbe eXyployddrip thengractice of the
however, r oyj a, cert ai analgpg§c ef ect Sln
colyERt lfatS‘OB Ioét‘ié gcaﬁm@ PBY 1714P8 1@“@8 §gotan
CORdrhis§bh ARt schSoRlibntRhvhiBPR o8 ?)H%Phrﬂd the ?%&Eﬁ invention. It is

vi sceral paln can be effectively and sel ectively
t r neteé thabin thibrdisvlasues, tamgs suqlmsd 'somprises3, “‘Bomayeediniamprising”

is | .than the corres q t.ent

S combBe ke SihuavEdns BAERE bl it fu S HBREV g they can
deﬁl@ﬁﬁ Badlutiesdahauded’ Gheluamg” ookt pRNt s of the
present invention, it is to be understood that the
i nvention defined by the above paragraphs is not to be
limted to particular details set forth in the above
description as many apparent variations thereof are
possi bl e without departing fromthe spirit or scope of
the present invention. Al docunents cited or
referenced herein ("herein cited docunents") including
any manufacturer's instructions, descriptions, product
speci fications, and product sheets for any products
menti oned herein or in any docunent referenced herein,
are herebyi ncorporated herein by reference, and may be
enpl oyed in the practice of the invention. G tation or
identification of any docunent in this application is
not an adm ssion that such document is avail able as
prior art to the present invention. It is




noted that in this disclosure, terns such as

"“conprises", "conprised", "conprising" and the |ike
w@amehzmee2 t he neaning attributed to it in U S PCHERIWG/050252
| aw; e.g., they can nean "i2hcl udes”, "included",

"including", and the like.Cains 1. Use of oxycodone
or a pharmaceutically acceptable salt thereof for the
manuf acture of a medi canment for treating visceral
pain. 2. Use according to clg: 1 wher ei n oxycodone
or a pharmaceutically accept salt thereof is used
for the manufacture of a nmedicanent for treating acute
visceral pain. 3. Use according to any of claim1l or
2, wherein oxycodone or a pharmaceutically acceptable

5 salt Usehifroe(géodoae usephzimlacédtieahﬁm;nablerselt tergof for the
medi ¢ f sel ecti reatln vi,sceral pain. 4.
e BB Bgts 1 meicaens for ralipg TechRT I ai s, "whor el h
t he nedlcanent is an oral dosage forn1conta|n|ng

oxycodone or a pharnaceutically acceptable salt
t hérdssf aCCGrdm&te cmmdn w'hn@m @xsetngio@_f ortaphapnacsuti¢ally acceptable

ggg"i&tntﬁ?fgmglp uﬁ% ﬁ)r tﬂ% ?ec[g%e L dic}g%gﬂforé gﬁ%étlnggl acute visceral
10 aspgifi ated with |Ieus paln in |rritable bowel

syndrome, abdomi nal pain in nonulcer dyspepsia, or in
dysnenorrhea, liver pain, kidney pain, epigastric

pa . : bil; . .
224 el G340 oL AR U Dy Bog AR B ppgrpaceuicaly
pr sceplablg salt dHepanf isnived €orthé hanufasmies 6ff a padidamhes ot tlectively
from di seases of the stonmach, dudenum or colon, from
Cr BFAYING VECSBABREM:  r om pai n of the gall bladder, from
15 severe nenstruational pain or corresponding post
operative pain conditions. 7. Use according to any of
t hé. [Pseecectidimg tolaay o thewnexeding cldnas,melikireiatisniedisaraent is an oral

ongea- . . .
gosage form containing oxycodone or a pharmaceutically acceptable salt thereof.

5. Use according to any of the preceding claims, wherein the visceral pain is

20  pancreatitis pain, labor pain, pain from abdominal surgery associated with ileus, pain
in irritable bowel syndrome, abdominal pain in nonulcer dyspepsia, or in
dysmenorrhea, liver pain, kidney pain, epigastric pain, pleural pain, painful biliary

colic or appendicitis pain.

25 6. Use according to any of the preceding claims, wherein the visceral pain results
from diseases of the stomach, dudenum or colon, from Crohn's disease, from pain of
the gall bladder, from severe menstruational pain or corresponding post operative

pain conditions.

30 7. Use according to any of the preceding claims, wherein the medicament is a once-
a-day, twice-a-day, three-times-a-day, or four-times-a-day dosage form containing

oxycodone or a pharmaceutically acceptable salt thereof.



day, tw ce-a-day, three-tines-a-day, or

four-tinmes-a-day dosage form contai ni ng oxycodone or a
w@basmereut i cal |y acceptable salt thereof. 8. UBEI/EP2006/050252

according to any of the prégeding clains, wherein the

medi canent is a oncea- day dosage form contai ni ng

oxycodone or a pharnmaceutically acceptable salt

t hereof at an anount of about 10 ng. 9. Use according

to any of the preceding clains, wherein the nedi canent

is a tw cea- day dosage form containing oxycodone or a

phar maceutically acceptable salt thereof at an anpunt

of 8. dbisedccarding, to hfly ofkhe paecedingichigmb,ovlenyin diie inhdalcament is a once-

precedi.ng clainms, wherein the nmedicanent s

£ hi-d8Y FPes ToImernaibiog G5Y9adPRT Bihb TRy SR sdeRieblgpalt
a PRAGIRCEMLh &Gk bya@ﬁge@h&&e salt thereof at an

anmount of about e according to any of the
precedlng cl ai ns, mhereln the medi canent is a
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of a-ABP HbsaBe fdm dohitaiMHg oRFSHAOAE B f)l@hrﬂlﬁ&/elﬁf:aﬂ}hﬁ:ceptable salt
precedi ng cl ai ms, wherein the nmedi canent is

s uthersiofs athny asneunt of ehewa §ang. or m cont ai ni ng not rmre t han
40 ng oxycodone or a pharmaceutically acceptable salt
thereof, preferably not nore than 30 ng oxycodone or a

phag. et drdiiglty afy 6£ht phdcediag klairhé) evRedin Sitnedi€dindd lisa three-
preferably not nore than 10 ng oxycodone or a
10 hﬂmﬁ&é@ai/ desage Jorae e@ﬁalawg@xwdon@ RE? phgrmageyiticaldypacceptable salt

acglgfe‘é?%aﬁn&ﬂ%opgb({u ecedi ng cl ai ms, wherein the

canment Is a sin |ty formul ati on. 14. Use
according to any of the preceding clains wherein the

i,s an oral ,dosa m co t ai.ni_ng oxycodone
9%%&%@@@@&% P thaee@g@asp “§%|Vf ef¢in F}éeo‘fle‘i.(l%/anéem is a four-
dOﬁﬁ%aMy @Bsdgd fJ)I‘PrY\@(fntélﬁﬁi@ oxDEodoRE bES PRAIABARETPER efthble salt

nmor phi ne Tequired for
15  thereof at an amount of about 5 mg.

12. Use according to any of the preceding claims, wherein the medicament is a

sustained release dosage form containing not more than 40 mg oxycodone or a

pharmaceutically acceptable salt thereof, preferably not more than 30 mg oxycodone
20  or a pharmaceutically acceptable salt thereof and even more preferably not more than

10 mg oxycodone or a pharmaceutically acceptable salt thereof.

13. Use according to any of the preceding claims, wherein the medicament is a
single-entity formulation.

25
14. Use according to any of the preceding claims, wherein the medicament is an oral
dosage form containing oxycodone or a pharmaceutically acceptable salt thereof at a
dosage which is lower than the corresponding dosage of morphine required for
providing the same therapeutic effect.

30



providing the sane therapeutic effect.15. Use
according to any of the preceding clains, wherein the

wore@oozrrent i s an oral dosage form contai ni ng PRY/EPINO6E50252

10

15

20

25

30

or a pharmaceutically accepfable salt thereof at a

dosage which provides a significantly better effect

than the orally equi potent dosage of norphine, wherein

the equi potency refers to the treatnent of cutaneous

and nuscul ar pain. 16. Use according to any of the
precedi ng cl ai ns, wherein the oxycodone or a

phar maceutically acceptable salt is orally
adibd.risetaec@rdingtto anylofthg prashdial claims$, vierein iteemedieament is an oral
equi pot ent dosage of oral norphine, wherein t

eqﬁ?s%gff &an@f“g% o¥yrodaRe o3 an‘i@ﬁ?e“&}Fael{}’Lﬁcﬁﬂggﬁ% sgphereofat a
MUGGUEEWhRAI Rovidds a HERRBARR BECF@t HaR kR dfily WRPSHA dosage
the ratio of the dosage of “oxycodone to the dosage of
noofmbrphiries whersin thh aquipo@ncyprefretoethe yreatowst ofarantods dnd
nore preferably less than 1:3 and nost preferably |ess

t hESHY P Use according to any of clains 1 to 6,
wherein the nedicanment is an oral controlled rel ease

dosage formto control visceral pain in _human

pal ¢.dfesccardingde sayyef the praceding clasing gvhesgin thegxysodanetos a

80 XY C: ne thereof.. . effective .

B AREAR RBP4 s L e Rl or B Ry i Tower
S athdn &6 duipotdnt Bosagd B biak mdephifk, $tefih @ egipbleaty tdfés to the
formul ati on provi des substantially pH i ndependent

i ntreatient oficytanponsiand mussulaePaRi stics; c) a

pharmaceutical diluent. 19. Use of oxycodone or a
pharmaceutically acceptable salt thereof for the
mabifl@setascardim ta claadil 6 awhertinfthe ratioadtthendpsagesefxgoduome o the

oA B el BRI fo¥ HBhdog PRSP B St (2ot BT Rrelvably loss

than 1:3 and most preferably less than 1:4.

18. Use according to any of claims 1 to 6, wherein the medicament is an oral
controlled release dosage form to control visceral pain in human patients, the dosage
form comprising:

a) from 5 mg to 80 mg oxycodone or a salt thereof;

b) an effective amount of a controlled release acrylic resin matrix, said acrylic resin
matrix being selected so that the formulation provides substantially pH-independent
in-vitro dissolution characteristics;

¢) a pharmaceutical diluent.

19. Use of oxycodone or a pharmaceutically acceptable salt thereof for the
manufacture of a medicament for treating visceral pain in a patient already being
treated orally with morphine or a salt thereof, wherein the oxycodone or a
pharmaceutically acceptable salt thereof is orally administered in an amount of less
than 50% by weight of the morphine or salt thereof after the oral treatment with

morphine is discontinued.



pharmaceutically acceptable salt thereof is orally
adm ni stered in an anount of |ess than 50% by wei ght

w@Roobloz72ndr phi ne or salt thereof after the oraPCI/EP2006/050252
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treatnment with norphine is3discontinued.20. Use
according to claim 19, wherein the oxycodone or a
phar maceutically acceptable salt thereof is orally
adm ni stered in an anmount of |ess than 45% by wei ght
of the norphine or salt thereof, preferably |ess than
40% by wei ght, nore preferably |l ess than 35% by

wei ght, even nore preferably | ess than 30% by wei ght
and nost preferred 25% by wei ght of the norphine or
sa hereof, 21. A nethod of treating visceral pai

i n&‘; %asmh,ngm clam ﬁgtwﬁ%re@&hww@éo e alﬁlmacegtlcaqu
adgidehiabledhk AbrQfr iR6Faf{ bEElisaeaTPH mSnt S 1E0HARASH b

a pharmaceutically acceptable salt thereof. 22. Met ody
acweight othe morplanerosh]t thereof] heeferalbdmess thana0%aby weight, more

vi sceral. pain. t hod accordin 0.cl ai 2 r .
obrefispoty s Dian33v beweiedn BHanpon Btoletinly e Thaf a0ty weight
MesiiPRost GreeHbY5% Bydndigitfof themBfphaRbr R8It SHefddTE |

wherei n the oxycodone or a pharmaceutically acceptabl e

salt thereof is contained in an oral dosage form 25.

Met ho car di .10 . of . t:-he precedi ' r

oo oR R Bt D5 RSB b Bl e

f r admiabgatibmaf arSeMf@any ams e fakpebdohé br a pledimacdudically dtceptable
irritable bowel syndrome, abdom nal pain in nonul cer
dysadepereal.or in dysnmenorrhea, liver pain, Kkidney pain,

epi gastric pain, pleural pain, painful biliary colic

or appendicitis pain. 26. Method according to any of

t h22. Methed acvgrdihgtodaim@ i Iferd the treetmentcfacate yisderal pain.
results from di seases of the stomach, dudenum or

colon, from Crohn's di sease, from pain of the gal

bl asldgtthod S4B Eng R \Shiriatti 313! £ Rd SeldfivE REARRROIidEral pain.
post operative pain conditions.27. Method according to

any of the preceding clains, wherein the oxycodone or

2 24. Method according to any of the preceding claims, wherein the oxycodone or a

pharmaceutically acceptable salt thereof is contained in an oral dosage form.

25. Method according to any of the preceding claims, for the treatment of pancreatitis
pain, labor pain, pain from abdominal surgery associated with ileus, pain in irritable
bowel syndrome, abdominal pain in nonulcer dyspepsia or in dysmenorrhea, liver
pain, kidney pain, epigastric pain, pleural pain, painful biliary colic or appendicitis

pain.

26. Method according to any of the preceding claims, wherein the visceral pain
results from diseases of the stomach, dudenum or colon, from Crohn's disease, from
pain of the gall bladder, severe menstruational pain, or corresponding post operative

pain conditions.



pharmaceutically acceptable salt thereof is contained
in a once-a-day, tw ce-a-day, three-tines-a-day, or

WO oupATi2nES- a- day dosage form 28. Met hod accoPdi/RB200€050252
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any of the preceding clains]l wherein the oxycodone or
a pharmaceutically acceptable salt thereof is
contained in a tw ce-a-day dosage format an anount of
about 5 ng. 29. Method according to any of the
precedi ng cl ains, wherein the oxycodone or a
pharmaceutically acceptable salt thereof is contained
in a once-a-day dosage form at an anount of about 10

ny27.Methdé: hdvoediag oanyi ofghd preesdingélainise wheritrethe ogycodone or a
clains, wherein the nedicament is a three-tines-a-da

doB a?edlrt‘ﬁ?lgb?'ﬂcﬁl?tﬁ]i’lﬁ ggl&ﬁx?wg Sifontained 1B R ankeee i'tYVé‘FqY?'da%
aCﬁﬁé@-ﬁ‘ﬂk@a-%ﬁ&,tortf&ﬁ{tﬁﬁés-@-ﬁa)aﬂos%gpFUHn. of about 5 ny.

31. Method according to any of The preceding clains,
wherein the medi canment is a four-tines-a-day dosage

fo ont ai ni ng_oxycod or a.pharmaceutically
actbptepdackording folany it s pisrctiinnnss phegsLihe fxygpdone or a
32phdvRiabficABERIcEptaBle kAt BRRYeoP s dontilidas QWS- LB dBsage form at
wherei n t he oxycodone or a pharmaceutically acceptable

sapn ampentef pbow Savgit ai ned in a sustained rel ease
dosage form containing not nore than 40 ng oxycodone
or a pharnmaceutically acceptable salt thereof,

pr 29 eviedhbd a¢vokdin® foearylh Spreoalinxslame) WBeRin the oxycodone or a
pharmaceutically acceptahle salt thereof and even nore
pr Brasmasguiicalbt agegptable salk thereokis coniainpddna agee-g-day dosage form at

ph ' eptabl e salt thereof. 33. Method
ac%%%g&%gggg&gﬁ¥og@£the precedi ng cl ai ms, wherein the

medi canment is a single-entity fornul ati on. 34. Met hod
acgordi to apy of th recedj.ng .cl ai ng, wherein .the .
ox@@é@%‘ﬁ_&d ) Oﬁé%@rﬂ’é(_dg Gﬁ‘? @5??‘{}”%@6‘&?& Q"BF’@%’E‘F {nedicament 1s a
t Wl &Ofimb§ a0 184aBE ForhciHhiRing lox {QRBHE of #pMrmaceutically

acceptable salt thereof at an amount of about 5 mg.

31. Method according to any of the preceding claims, wherein the medicament is a
four-times-a-day dosage form containing oxycodone or a pharmaceutically

acceptable salt thereof at an amount of about 5 mg.

32. Method according to any of the preceding claims, wherein the oxycodone or a
pharmaceutically acceptable salt thereof is contained in a sustained release dosage
form containing not more than 40 mg oxycodone or a pharmaceutically acceptable
salt thereof, preferably not more than 30 mg oxycodone or a pharmaceutically
acceptable salt thereof and even more preferably not more than 10 mg oxycodone or

a pharmaceutically acceptable salt thereof.

33. Method according to any of the preceding claims, wherein the medicament is a

single-entity formulation.



cont ai ni ng oxycodone or a pharmaceutically acceptabl e
salt thereof at a dosage which is [ower than the

waeorsespendi ng dosage of nor phi ne required forPCI/EP2006/050252
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provi ding the sane therapedtic effect. 35. Method
according to any of the preceding clains, wherein the
oxycodone or a pharnmaceutically acceptable salt

thereof is orally adm nistered at a dosage which

provides a significantly better effect than the orally
equi potent dosage of norphi ne, wherein the equipotency
refers to the treatnment of cutaneous and nuscul ar
paBm.Maﬁod Matolding acayrdfi ﬂi@prbcechmg/cla)ﬂnst vbepirethe dxpapdone or a

SR USSP U RO B e
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oral norphi he, wherelin the equipotency refers to the

t r whicesniovwef thamtthmwrmpmchlnmd@agé aff mprphime chTulreldH’bthdmg the

accordb% tQ. clﬁa ﬂ136, wherein the ratio of the dosage
hEgBRYGShe dosage of morphine is |ess than

1: 2, preferably | ess than 1:2.5, nore preferably | ess

than 1:3 and nost preferably less than 1:4. 38. Mt hod

ac 3d rMethgd moachyg tof anyrod ﬂmnr@efuimggd@m where%m@rs @P(Y\chnee ora

éﬁag%)g Iuél%:él oyn? %ﬁ%%glltj glr??eg)%r Is orgﬁc%g ﬁ%teae ae%ossgge which

d opgRich @ rsi@niﬁl:aﬁﬂ)ﬁbétfﬂr effectGhdncthe Ay dqﬁlpbtwi’a&osage of morphine,
patients, the dosage formconprising: a) from5 ng to .

SOWRareak% sawnetensy gfersjorthe frestaent ofiputangoesy andapysgalar pain.

anmount of a controlled release acrylic resin matrix,

said acrylic resin matrix being selected so that the

f oBénNethod acqording theaysuflilsd prieteding gllaimd- thleileﬁhd erycodone or a

in-vitro dissolutio ar.act [ISt

phBharmaespticrlly acsepty ﬁtsglﬁ glere R R @plngs,tegg@ ptydosage which is
NORRF R initRe SRNSItEnt WSl lordd Mdiphifle, aviRAdih %eqﬁiﬂo@‘&gy refers to

being treated with norphine or a salt thereof,
methiedrtatragn of eitangous and muscular pain.

37. Method according to claim 36, wherein the ratio of the dosage of oxycodone to
the dosage of morphine is less than 1:2, preferably less than 1:2.5, more preferably
less than 1:3 and most preferably less than 1:4.

38. Method according to any of the preceding claims, wherein the oxycodone or a
pharmaceutically acceptable salt thereof is contained in an oral controlled release
dosage form to control visceral pain in human patients, the dosage form comprising;:
a) from 5 mg to 80 mg oxycodone or a salt thereof;

b) an effective amount of a controlled release acrylic resin matrix, said acrylic resin
matrix being selected so that the formulation provides substantially pH-independent
in-vitro dissolution characteristics;

¢) a pharmaceutical diluent.



(a) discontinuing treatnment with norphine; and (b)
adm ni stering oxycodone or a salt thereof in an anpunt
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thereof. 40. Method accordi3dg to claim39, wherein the
oxycodone or a pharmaceutically acceptable salt

thereof is orally adm nistered in an anount of | ess

t han 45% by wei ght of the norphine or salt thereof,
preferably | ess than 40% by wei ght, nore preferably

| ess than 35% by wei ght, even nore preferably |ess

than 30% by wei ght and nost preferred 25% by wei ght of

t h29.momettiodeforcatied moﬂdfreimeoﬁeveﬂe \iscefalrpainind patient already being

treat| derateto yere vi scer al n.in a patient
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conmprising: (a) discontinuihg treatment with
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salts eof ;. .and dm ni stering oxycodone or a
sal" 1gpf]%fté8fnqrpp1g?]oé%l}ﬁqre%§ | ess than the equi potent
wei ght of the hydronorphone, oxynorphone, codeine,

hydrocodone or salts thereof. 42. A nmethod of treating
mo#@Method acoseding @ Jpigrdy, azvhepgn thej quaocismeuoe Aphammpgeutically
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41. A method of treating moderate to severe visceral pain in a patient already being

treated with hydromorphone, oxymorphone, codeine, hydrocodone or salts thereof,
the method comprising:

(a) discontinuing treatment with hydromorphone, oxymorphone, codeine,
hydrocodone or salts thereof; and

(b) administering oxycodone or a salt thereof in an amount of less than the
equipotent weight of the hydromorphone, oxymorphone, codeine, hydrocodone or

salts thereof.

42. A method of treating moderate to severe visceral pain in a patient, the method
comprising:

(a) administering to a human patient a unit dose containing oxycodone or a salt
thereof in an amount of 5 mg;

(b) monitoring pharmacodynamic parameters elicited by said unit dose in said
human patient and determining whether said pharmacodynamic parameters are
appropriate for treatment of said patient on a repeated basis;

(c) titrating the patient by adjusting the dose of oxycodone or a salt thereof

administered to the patient by administering a unit dose of oxycodone or a salt



(c) titrating the patient by adjusting the dose of
oxycodone or a salt thereof adm nistered to the

w@atte®nt21by admi nistering a unit dose of 0xyCOBOIEPIING/B50252
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saltthereof with a differedt¢ anmount of oxycodone or a

salt thereof if it is determned that said

phar macodynanm ¢ paranmeters are not satisfactory or

mai nt ai ni ng the dose of oxycodone or a salt thereof in
said unit dose at a previously adm nistered anount if

sai d pharmacodynam c paraneters are deened

appropriate; (d) continuing the step (c) titration by
adjhesdoif mdthtandiffebeatarmdun vy oxybodendsr ssattahdredfhié itéofetermined that

unt i propri ate steady-state pharnmacodynan ¢,
paﬁ%%ﬁﬁr@cg@waé@@smm a?t@agg’%‘#em or ma{piaingng the dose of
Cont i ; Lol ; _
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thereof until appropriate steady-state pharmacodynamic parameters are achieved in
said patient; and
(e) continuing the administration of the dose of oxycodone or a salt thereof until

treatment is terminated.

43. Method according to claim 42, wherein the patient is titrated with a unit dose

containing oxycodone or a salt thereof in an amount of 5 mg to 10 mg.



