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Summary of Facts and Subm ssi ons

2972.D

The appellant is proprietor of European patent

No. 0 249 347 which was granted with 10 clainms on the
basi s of European patent application No. 87 304 363. 2.
Claim1l1 for all designated Contracting States other
than AT, ES and GR read as foll ows:

"A solid, controlled rel ease, oral dosage form the
dosage conprising an anal gesically effective anmount of
di hydrocodeine or a salt thereof in a controlled

rel ease matrix wherein the dissolution rate in vitro of
t he dosage form when neasured by the USP Paddl e Met hod
at 100 rpmin 900 M aqueous buffer (pH between 1.6
and 7.2) at 37°C is between 25% and 60% (by w)

di hydr ocodei ne rel eased after 1 hour, between 45%

and 80% (by wt) di hydrocodei ne rel eased after 2 hours,
bet ween 60% and 90% (by wt) di hydrocodei ne rel eased
after 3 hours and between 70% and 100% (by wt)

di hydrocodei ne rel eased after 4 hours, the in vitro

rel ease rate being i ndependent of pH between pH 1.6
and 7.2 and chosen such that the peak plasma | evel of
di hydr ocodei ne obtained in vivo occurs between 2 and

4 hours after admnistration of the dosage form™

Dependent clainms 2 to 10 related to el aborations of the
oral dosage formaccording to claim1.

Claim1 for the Contracting States AT, ES and GR was
wor ded as foll ows:

"A process for the preparation of a solid, controlled
rel ease, oral dosage form characterised by

i ncorporating an anal gesically effective anount of

di hydrocodeine or a salt thereof in a controlled
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rel ease matrix wherein the dissolution rate in vitro of
t he dosage form when neasured by the USP Paddl e Met hod
at 100 rpmin 900 M aqueous buffer (pH between 1.6

and 7.2) at 37°C is between 25% and 60% (by wt)

di hydrocodei ne rel eased after 1 hour, between 45% and
80% (by wt) di hydrocodei ne rel eased after 2 hours,

bet ween 60% and 90% (by wt) di hydrocodei ne rel eased
after 3 hours and between 70% and 100% (by wt)

di hydrocodei ne rel eased after 4 hours, the in vitro

rel ease rate being i ndependent of pH between pH 1.6 and
7.2 and chosen such that the peak plasma |evel of

di hydr ocodei ne obtained in vivo occurs between 2 and 4
hours after adm nistration of the dosage form™

The respondent filed notice of opposition requesting
revocation in full of the European patent pursuant to
Article 100(a) EPC on the grounds of |ack of novelty
and inventive step. O the nunmerous docunents cited
during the first-instance opposition and subsequent
appeal proceedings, the following remain relevant to
t he present deci sion:

(2): US- A-4 235 870
(4): DE- C-3 246 492
(8): F. J. Rowell et al, "Pharmacokinetics of

| ntravenous and Oral D hydrocodeine and its Acid
Met abolites”, Eur. J. of din. Pharm (25), 1983,
pages 419 to 424.

The patent was revoked pursuant to Article 102(1) EPC by
a decision of the opposition division posted on 6 My
1997. The stated ground for the revocation was |ack of
inventive step. The essence of the reasoning in the
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opposition division's decision was as foll ows:

The problemto be solved was to provide a controll ed-

rel ease pharmaceutical preparation containing

di hydr ocodei ne which provided pain relief lasting for

12 hours, thereby allow ng adm nistration of the

nmedi canment on a tw ce-daily basis. According to the
opposition division, citation (2) described a

uni versal | y-applicabl e, slowrelease pharmaceuti cal
matrix material conprising a conbination of a higher

al i phatic al cohol, such as cetostearyl alcohol, and a
hydr at ed hydroxy-al kyl cellul ose, such as hydroxy
ethylcellulose in a ratio of from2:1 to 4:1. Inclusion
of the conbi nation of cetostearyl al cohol and

hydr oxyet hyl cel | ul ose disclosed in (2) as the slow

rel ease matrix material in pharmaceutical preparations
intended for oral adm nistration resulted in a sl ow

rel ease of a therapeutically active conmpound during a
predeterm ned period of time of fromfive to ten hours.
Citation (2) taught that the period of sustained rel ease
di d not depend on the particular active conmpound used,
but arose fromthe properties of the matrix materi al
itself. The cited docunment taught also that the duration
of the releasing period could be controlled by varying
the proportion of the slowrelease matrix materi al
present in the particular dosage form In the opposition
division's opinion, it was obvious for a skilled person,
knowi ng the prior art of (2), to try to solve the probl em
by providing controll ed-rel ease di hydrocodei ne
conpositions conprising a sufficient anobunt of the slow
rel ease matrix material disclosed in (2) to afford a

t herapeutic | evel of dihydrocodeine during the desired
12 hour period.

An appeal against the decision of the opposition division
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was | odged by the proprietor (appellant). The statenent
of grounds of appeal was acconpani ed by Statutory

Decl arati ons by Kevin John Smth, Robert Kai ko and
Tinmothy Hunt. In the Smith Declaration, reference was
made, inter alia, to publication (8).

In a Board's conmuni cation dated 13 March 2002, the
rapporteur questioned the coincidence of the results of
certain experinments reported in the Smth Declaration
with those disclosed in the patent in suit and expressed
serious doubts as to the patentability of the clained
subject-matter in the patent in suit in view of the prior
art disclosed in citations (2) and (4).

I n advance of the oral proceedings fixed for 7 Novenber
2002, the appellant withdrewwith its faxed letter of

30 Cct ober 2002 the existing clainms and requested

mai nt enance of the patent in anended formon the basis of
a single claimreading as foll ows:

"A solid, controlled release, oral dosage form conprising
tablets with the foll ow ng conposition:
%

D hydrocodeine tartrate 29.3
Anhydr ous | actose 28.5
Hydr oxyet hyl cel |l ul ose 10.0
Cet ost earyl al cohol 30.3
Tal c 1.0
Magnesi um st ear ate 1.0

the tabl ets being made by the procedure of Exanple 1."

As a result of the Board' s objections under Rule 29(6)
EPC to the above-nentioned claimas raised early on
during the oral proceedings, the appellant cancelled
all previously-filed requests and presented, instead, a
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new request conprising a single claimfor al

desi gnated Contacting States other than AT, ES and GR
and another single claimfor the Contracting States AT,
ES and GR. The current claimfor the Contracting States
except AT, ES and GR has been anended so as to repl ace
the reference to the description at the end of claim1l
of the above request ("the tablets being made by the
procedure of Exanple 1") with the follow ng text from
Exanpl e 1:

T the tabl ets being made by the procedure of:
di hydrocodeine tartrate was wet granulated with
anhydrous | actose and hydroxyethyl cellul ose for

10 m nutes and the granules were sieved through a

16 nmesh screen; the granules were then dried in a Fluid
Bed Dryer at 60°C, to the warned di hydrocodei ne
cont ai ni ng granul es was added nolten cetostearyl

al cohol and the whol e was m xed thoroughly; the mxture
was allowed to cool in the air, regranul ated and sieved
t hrough a 16 nesh screen; talc and nmagnesi um stearate
were then added and m xed with the granules, and the
granul es were then conpressed into tablets.”

The current claimfor the Contracting States AT, ES and
GR has been anended in a simlar way.

The appel l ant's subm ssions presented in witing and
during the hearing can be summari sed as foll ows:

The probl em addressed by the clainmed invention was to
provide a controlled-rel ease oral dosage form of

di hydr ocodei ne which afforded therapeutically active

| evel s of di hydrocodeine in vivo over at |east a twelve
hour - peri od and could therefore be used on a tw ce-
daily basis. Naively it m ght be assuned that for a
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nmedi cament to be effective over 12 hours, it was
necessary to have rel ease of the drug over 12 hours.
Thi s approach of the opposition division ignored the
phar macoki neti ¢ and pharnmacodynam ¢ factors and | acked
a scientific basis. Fromthe interpretation of the
releasing rates in claiml it was evident that the

rel ease of di hydrocodei ne was heavily wei ghted towards
the initial part of the twelve-hour period for

anal gesia. These figures did not conformw th the
opposition division's finding that it was obvious to
prol ong the duration of sustained rel ease beyond the 9
or 10 hours of citation (2).

As explained in the Smith Declaration, at the priority
date of the patent in suit the aimwould have been to
prepare a formul ati on of di hydrocodei ne, which net the
rel easing characteristics calculated in the said
declaration. It would have been possible to nmake a
preparation which had the cal cul ated rel easing rates
which were widely available in 1986. The resultant
preparation would give the 12-hourly pain control which
was required but would not be in accordance with the
clainmed invention. It was surprising to find that an
ef fective di hydrocodei ne rel ease conposition had the
upfront- release rates given in the contested patent,
where nost of the ingredient is released within the
first 2 or so hours and all of the active ingredient
could be released within 4 hours.

There was nothing in (2) which suggested that it was an
appropriate starting point for a preparation which is
intended to be taken at intervals of 12 hours. The

di sclosures in (2) specifically referred to by the
opposition division in the inpugned decision indicated
that when a tablet contained 20% of matrix, the active

2972.D Y A
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ingredient will be released in vitro over five hours
but when the matrix was increased to 25%the rel ease
period was increased to 6 to 7 hours and at 30%
concentration the rel ease period was increased to 9 to
10 hours. On the contrary, the tablets of Exanple 1 of
the patent in suit contained approxi mately 40% of the
matri x and yet essentially all the active ingredient
was rel eased in about 6 hours. Consequently, there were
many factors which influenced the design of a

di hydr ocodei ne dosage form which can give effective
pain relief over a period of 12 hours. The prior art,
and in particular (2), did not point to the answer
provi ded by the clained invention.

The main argunments submitted by the respondent in
witing and at the hearing may be summari sed as
fol | ows:

The calculations in the Smth Declaration were based on
the incorrect assunption that di hydrocodei ne rel eased
over 32 hours would remain in the body for 32 hours and
have an effect over 32 hours. Starting fromthe
conparison in Table 5 of the patent in suit the only
adj ustnment required to nake an uncontroll ed-rel ease

di hydrocodei ne preparation effective in pain relief
over 12 hours, was a 2-hour shift in the plasnm
concentration of 31 ng/m achieved after 10 hours when
clinically testing an uncontrol |l ed-rel ease

di hydr ocodei ne preparati on.

Citation (2) disclosed the slowrelease matrix materi al
used for the controlled-rel ease, oral dosage form
cont ai ni ng di hydrocodeine clainmed in the patent in suit
and taught that both the nature of the active

medi canent and the dosage to be incorporated into this
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matri x material were not critical to provide a
controll ed rel ease of the nedi canent over the desired
predeterm ned period of time. G tation (2) taught
noreover that the tinme period during which the rel ease
of the medi canent fromthe dosage form occurs could be
controlled by the ratio of the anount of the matrix to
the weight of the fornulation. Since the appell ant
itself admtted that the clai ned dosage forns were
prepared by standard nethods, the skilled person,
reducing to practice the teaching of (2), would
inevitably and w thout any inventive nerit arrive at
the clained invention. No inventive step was therefore
recogni sabl e for the clained subject-matter in the
patent in suit.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained in
amended formon the basis of the single request filed
during the oral proceedings on 7 Novenber 2002.

The respondent requested that the appeal be dism ssed.

Reasons for the Decision

1

2972.D

The appeal is adm ssible.

Al t hough the appellant filed its current request for
the first time during the hearing before the Board and
thus at a very late stage of the proceedi ngs, the Board
decided to admt it largely because the respondent
itself gave its consent that this late-filed request
shoul d be admtted and the Board and the respondent
were clearly in a position to deal with it.
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The claimas amended during the oral proceedi ngs before
the Board finds its support in originally-filed claim1l
in conjunction wth Exanple 1 of the application as
filed. In particular, the nunerical values for the

per cent ages of the individual constituents of the
tablets specified in the current version of the claim
(see paragraph VI above) have been cal cul ated fromthe
absol ute anmounts of these constituents contained in the
tabl ets disclosed in Exanple 1 of the application as
filed (see pages 7 to 8) and the patent as granted (see
page 4). Tablets with the particular conposition
specified in the current claimand made according to
the procedure set out in said claimhave been shown in
the application as filed to exhibit in vitro (see
especially page 10, Table 1) and in vivo (see
especially page 13, Table 5) release profiles as
specified for the tablets in claim1l of the application
as filed. The claimaccording to the appellant's
current request is thus adequately supported by the

di sclosure in the application as filed and conplies in
this formal respect with the requirenents of

Article 123(2) EPC

Since the anmendnents introduced in the current claim
anount to a restriction of the granted scope,
Article 123(3) EPC is also satisfied.

The claimhas been redrafted in the formof a product-
by-process claim The clainmed oral dosage formis now
defined in the claimpartially by its conposition
(substance paraneters) and partially by its method of
manuf acture (process paraneters). According to the

est abl i shed jurisprudence of the Boards of appeal,
clainms for products defined in terns of processes for
their preparation ("product-by-process" clains) are
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froma formal point of view adm ssible only if there
was no other information available in the application
whi ch coul d have enabl ed the applicant or patentee to
define the product satisfactorily by reference to its
conposition, structure or some other testable paraneter
(see Case Law of the Boards of Appeal of the European
Patent O fice, 4th edition 2001, 11.B. 6.1, 6.3).

Since a conparison of Exanple 1 and Exanple 5 in the
patent in suit appears to indicate that sone properties
of the clainmed oral dosage form such as the

di ssolution rate in vitro, may vary slightly depending
on certain process paraneters, such as the duration of
the wet granul ation period (see Table 1, colum 3 vs
Table 4), drafting of the claimas anmended in the form
of a product-by process claimappears justified and
even necessary on the basis of the principles set forth
above. The anmended claimis therefore al so acceptable
under the ternms of Article 84 EPC.

The clainmed invention relates to a solid, controll ed-
rel ease, oral dosage form containing di hydrocodei ne
tartrate for use in the treatnent of noderate-to-severe
pain. In the statenent setting out the grounds of
appeal , the appellant acknow edged that di hydrocodei ne
tartrate fornmulations for inmediate rel ease to relief
pain for about four to six hours and to be taken about
four tinmes a day were available to physicians for the
treatnment of pain long before the priority date of the
patent in suit. D hydrocodeine tartrate (30 ng) nornal -
rel ease tablets, which are disclosed in the patent
specification (see page 7, line 29) and in citation (8)
(see especially the paragraph bridging the left- and

ri ght-hand colums on page 419) by reference to their
trade mark "DF 118", appear to be representative of
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this state of the art. According to the disclosure

of (8), "DF 118" has been widely used in the relief of
m | d-to-noderate pain for many years, including the
relief of postoperative pain.

According to the appellant, dihydrocodei ne had never
been provided in a sustained release formdespite the
fact that, at the priority date, dihydrocodei ne had
been avail abl e for around 75 years and the technol ogy
of sustained-rel ease conpositions had been conmon
general know edge. Notw t hstandi ng the appellant's
above assertions, citation (4) discloses in general
terms a process for the preparation of solid,
control | ed-rel ease, oral dosage forms conprising the
st eps of

(i) incorporating a therapeutically active anbunt of a
nmedi canment into a m xture of
hydr oxypr opyl net hyl cel | ul ose having a nol ecul ar
wei ght of |ess than 50000 and et hyl cel | ul ose or
sodi um car boxynet hyl cel | ul ose as the controll ed-
rel ease matrix or carrier material, and

(ii) conpressing and form ng the nmedi canent/carrier
m xture obtained fromstep (i) into solid single-
dosage units for oral admnistration

This citation provides an extensive list of a |large
nunber of nedi canents which may be used for
incorporation in the particular matrix or carrier
material used in (4)(see page 5, line 21, to page 6,
line 9) to formcontroll ed-rel ease dosage forns.
Included in this list within a broad variety of
different types of active nedi canents are anal gesi cs.
The broad group of anal gesics nentioned in (4) includes
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as one exanple of this group dihydrocodeine tartrate
(see page 5, lines 59 to 60).

Though it may be formally correct to regard

citation (4) as the closest state of the art, since the
former is the only piece of prior art available to the
Board whi ch nentions the possibility of providing a
control | ed-rel ease, oral dosage form contai ning

di hydrocodeine tartrate as the active ingredient, this
citation does not, in the Board' s judgnent, provide in
the present case a realistic starting point for the
definition of the problemto be solved and, hence, an
assessnment of the inventive step. Indeed, the cited
docunent nerely refers in general ternms to

di hydrocodei ne tartrate as one possi bl e candi dat e,
anmong hundreds of other suitable nmedi canents quoted in
(4), for the preparation of a controlled-rel ease dosage
form but does not give the skilled man any specific

| ead, clue or suggestion that would have led himto a
control |l ed sustained-rel ease fornul ati on specifically
cont ai ni ng di hydrocodeine tartrate as the active

medi canment, as defined in the present claim

For the above reasons, the Board considers that in the
present case known di hydrocodeine tartrate formul ations
for imedi ate rel ease, for exanple, the comercially
avai |l abl e normal -rel ease di hydrocodeine tartrate

tabl ets designated "DF 118" (see document (8)) are an
appropriate and realistic starting point for discussing
inventive step, |argely because such tablets have
actually been used at the priority date of the patent
in suit for pain relief for four to six hours. The need
to take anal gesic nedication at frequent intervals

t hrough the day and night neans either that the patient
has to be woken to take nedication or pain energes
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prior to adm nistering the next dose. Accordingly, the
desirability of a controlled-rel ease di hydrocodei ne
tartrate product, in addition to the avail able

i mredi at e-rel ease products appears sel f-evident.

Thus, starting fromthe prior art referred to in

points 5.1 and 5.3 above, the technical problemto be
solved, inline with page 3, lines 50 to 51, and the
appel l ant's submi ssions in the appeal statenent and at

t he hearing, may be seen in providing a controlled

sust ai ned-rel ease di hydrocodei ne conposition which
affords effective anal gesic | evels of dihydrocodeine in
vivo over a 12-hour period, thereby allow ng

adm ni stration of the nedicanment on a tw ce-daily

basi s.

The solution of the problemis the provision of the
control | ed-rel ease, oral dosage form of dihydrocodei ne
tartrate defined nore precisely in the current claim

As pointed out by the Board in its comunication dated
29 March 2002, the data of the clinical studies
reported in Table 5 on page 7 of the patent in suit
indicate that, 12 hours after the adm nistration of the
first dose of a controlled sustained-rel ease

di hydr ocodei ne preparation according to the present
claim the nean plasma concentration of dihydrocodeine
in healthy volunteers amounts to 34 ng/m. This figure
is well below the m nimum pl asma concentration of

38 ng/m considered in the Smth Declaration as the
absol utely necessary mninumto provide pain relief
over a 12-hour period. During the oral proceedings the
appellant admtted that after the adm nistration of the
first dose of the clained sustained-rel ease

di hydr ocodei ne fornul ati on, adm nistration of a
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suppl ement al dose nmay be necessary to achieve effective
pain relief lasting over a period of 12 hours. In the
Board's view, there can be no doubt that doctors who
are famliar with the clainmed preparation would be
aware of this need. However, the appellant explained to
the satisfaction of the Board that the figure of

34 ng/mM shown in Table 5 is the concentration upon

whi ch plasma concentrations of di hydrocodei ne woul d
begin to accunul ate when a second dose was taken.

Pl asma concentrations fromthe second, third, fourth
and | ater doses of the preparation will always be

hi gher than this value and a steady state will be

achi eved where even the m ni mum concentrations in any
12-hour interval are higher than that achieved fromthe
first dose. According to the appellant, the purpose of
devel oping a control | ed-rel ease di hydrocodei ne
preparati on was to enabl e noderate-to-severe pain to be
treated chronically dosing at 12-hourly peri ods.

On the basis of the appellant’'s plausible explanations
set forth above and in the absence of any evidence to
the contrary, the Board is satisfied that the problem
posed has credi bly been solved. Since this has not been
di sputed by the respondent, there is no need for
further detailed substantiation of this matter.

Since none of the citations available to the Board from
t he proceedi ngs before the EPO discl oses a controll ed-
rel ease di hydrocodei ne conposition conprising all the
features of the single claimnow on file, the clained
solution of the problem defined above is novel within

t he meaning of Article 54(1) EPC, and this finding has
not been contested by the respondent. The Board
accordingly sees no reason to depart fromthe
opposition division's opinion on novelty expressed in



8.1

2972.D

- 15 - T 0718/ 97

paragraph |11 of the decision under appeal.

However, the Board does not share the appellant's view
that the proposed solution to the problem posed, nanely
providing tablets with the particular conposition
specified in the current claim was not obvious in the
light of the cited state of the art.

In this respect is observed that citation (2) discloses
al ready the controlled release matrix material which
has actually been used in the patent in suit for the
preparation of the clainmed tablets which afford

t herapeutic | evels of dihydrocodeine in vivo over a

12 hour period. According to the claimin the patent in
suit, the matrix material consists of

- a conbi nation of cetostearyl alcohol (30.3% and
hydr oxyet hyl cel | ul ose (10%

- inaratio of 3:1

- and is included in the tablets according to the
clainmed invention in an anount of about 40% by
wei ght of said tablets. (see present clain). The
tablets further contain as fillers and excipients:

- | act ose (28.5%,

- talc (1% and

- magnesi um stearate (1% .

The skilled person finds in citation (2) the teaching
t hat
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- t he conbi nati on of hydroxyethyl cel | ul ose and
cetostearyl alcohol (see, inter alia, claiml1,
lines 43 and 46; Exanple 9, lines 18 and 27;
colum 4, lines 43 and 62)

- in the preferred ratio of 3:1 (see colum 3,
lines 48 to 49; Exanple 9, line 32) and

- in an anount of 20%to 40% by wei ght of the final
pharmaceuti cal dosage form (see abstract; colum 9,
lines 31 to 39; colum 10, lines 30 to 39)

is a particularly useful slowrelease matrix materi al
for the preparation of controlled rel ease dosage fornms
(tabl ets, capsules) intended for oral adm nistration of
a broad variety of nedicanents, to provide a sl ow

rel ease of the nedi canment over a predeterm ned period
of fromfive to ten hours. According to Exanple 8

of (2) the known slowrel ease preparations are
perfectly suitable for oral admnistration two or three
times a day.

The tablets disclosed in (2) preferably contain as
inert fillers or diluents (see colum 5, lines 4 to 5;
colum 8, line 26; Exanple 2, lines 55 to 57):

- | act ose,

- tal c and

- magnesi um st ear at e.

However, citation (2) discloses not only the slow

rel ease matrix material, inert fillers and excipients
used for preparing the clained sustained-rel ease
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di hydr ocodei ne preparation in the patent in suit, but
contains the supplenmentary information that both the
phar macol ogi cal nature of the active therapeutic

i ngredi ent and the dosage to be incorporated into the
slowrelease matrix are not critical to the achi evenent
of sustained rel ease of the nmedi canent over the desired
period of time. According to the disclosure of (2), any
medi canent requiring frequent repeated-dosage

adm nistration by the oral route to naintain a

t herapeutical l y-active blood level is particularly
suitable for inclusion in the slowrelease matri x
disclosed in (2). The cited docunent draws the
conclusion that the utility of the slowrel ease matrix
described in (2) is not limted to one particular
active ingredient, neither is the slow release action
achieved with only one class active therapeutic
conmpounds, but arises fromthe properties of the
particular slowrelease matrix itself (see colum 7
line 67, to colum 8, line 21).

As regards the desired rel easing period of the

medi canment ,

the cited docunent teaches that the slowrel ease matrix
mat erial disclosed in (2) permts an accurate
prediction of the rate of release of a therapeutically-
active conmpound per unit tinme froma unit dosage form
(see colum 3, lines 35 to 37). The predictability of
the release rates over a predeterm ned period of tinme
is based on the finding in (2) that the ratio of the
amount of the slowrelease matrix to the weight of the
final dosage form (tablet, capsule) has a special
effect in controlling the time period during which the
rel ease of the active ingredient froma unit dosage
formw Il occur. A skilled person derives fromthe

di sclosure in (2) that by gradually increasing the
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ratio of the slowrelease matrix in the dosage form
from 20 percent to 30 percent by weight or nore the

rel easing period of the active nmedicanent is gradually
i ncreased from about five hours to nine to ten hours
(see colum 4, lines 5 to 30; colum 9, lines 31 to 38;
colum 10, lines 30 to 45).

In conclusion, on the basis of the teaching of citation
(2) those skilled in the art could reasonably expect

t he probl em posed to be sol vable by using the sl ow

rel ease matrix material, fillers and excipients
suggested in the cited docunent for preparing

phar maceuti cal dosage forns providing sustained
controll ed rel ease of di hydrocodei ne during a
predeterm ned period of time. Having carefully studied
the cited state of the art and the appellant's

subm ssions in the proceedi ngs, the Board cannot
recogni se a technical reason or at |east a good
argunment whi ch woul d possi bly have prevented the
skilled person from applying the technical teaching of
(2) to the preparation of a controlled-rel ease dosage
form cont ai ni ng di hydrocodei ne as the active ingredient
whi ch provides 12 hourly pain relief.

As admitted by the appellant itself in the course of
the oral proceedings, the clained tablets in the patent
in suit are made according to a standard procedure.
Citation (2) teaches clearly that the rel ease rate of

t he active nmedi canent froma unit dosage form accordi ng
to (2) is controlled by the ratio of the anmount of the
rel ease matrix to the total weight of the finished
formul ation and that the release rate of the active
medi cament can gradual ly be increased by gradually
increasing this ratio. Thereafter, reduction of the
teaching of (2) to practice by sinply determ ning the
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exact ratio of the known slowrelease matrix required
for preparing a controlled rel ease di hydrocodei ne
conposi tion which provides 12 hourly pain relief would
be a matter of nere routine experinmentation for the
skilled practitioner armed with the know edge of
citation (2). The need to carry out suitable
experinments in order to determne the correl ation
between the in vitro dissolution rates obtained and the
desired plasma levels in vivo is unavoidable in the
preparation of slowrelease pharmaceutical conpositions
of any ki nd.

The principal line of argunment relied on by the

appel lant in support of inventive step was that the aim
of those skilled in the art, faced at the priority date
with the solution of the technical problem posed, would
have been to prepare a formnul ation of dihydrocodei ne
whi ch net the releasing characteristics calculated in
the Smth Declaration. However, this |ine of argunent
is not convincing. Since it is clear fromthe Board's
observations in this decision that at the priority date
an appropriate and fully satisfactory solution to the
probl em underlying the patent in suit was obviously
derivable fromthe prior art in (2), those skilled in
the art had no reason at all to try to solve the
probl em on the basis of the calculations in the Smth
Decl arati on which are based on many assunptions the
correct applicability of which is difficult to judge.

For the foregoing reasons, the clained subject-matter
in the patent in suit |lacks an inventive step as
required by Article 56 EPC. Therefore, neither the
claimfor the designated Contracting States other than
AT, ES and GR nor that for the latter can be allowed to
stand having regard to Article 52(1) EPC
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Or der

For these reasons it is decided:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend P. A.M Lancgon

2972.D



