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Summary of Facts and Submn ssions

3046.D

The respondent is proprietor of European patent

No. 0 435 450. The patent was granted with 10 clains
pursuant to European patent application

No. 90 312 572.0. The two i ndependent clains as granted
read as follows:

1. A pharmaceutical conposition conprising
crystalline sugar al cohol derived from at | east
one nono- or polysaccharide and having uniformy
di spersed within the crystal matrix of the sugar
al cohol particles of at |east one pharnmaceutically
active conpound.

7. A process for producing pharnaceuti cal
conpositions having uniformy dispersed
particul ate active which conprises the steps of
A) formng a nolten sugar al cohol derived from

at | east one nono- or polysacchari de;

B) di spersing particles of at |east one
phar maceutically active material in said
nol t en al cohol under conditions such that a
honbgeneous m xture is forned,

O cool i ng said honbgeneous nolten m xture
while agitating until a viscous nmass is
fornmed; and

D) cooling said mass slowy to a point where
sai d al cohols becone fully crystallised.™

Clainms 2 to 6 are dependent clains, directed to
el aborations of the conmposition according to
claim1l. Dependent clains 8 to 10 relate to
specific el aborations of the process according to
claim?7.



3046.D

- 2 - T 0455/ 98

The appellant filed opposition to the grant of the

Eur opean patent requesting its revocation in ful
pursuant to Article 100(a) EPC on the grounds of |ack
of novelty and inventive step. These grounds for
opposition were supported, inter alia, by the foll ow ng
citations:

(10) FR-A-2 629 822;

(11) US-A-4 252 794.

The opposition was rejected pursuant to Article 102(2)
EPC by a decision of the opposition division posted on
5 March 1998. The essence of the reasoning in the
decision to reject the opposition was as foll ows:

As to novelty, the opposition division found that none
of the docunents cited in the course of the opposition
proceedi ngs di sclosed clearly and unanbi guously the
phar maceuti cal conposition according to claim1l or the
process according to claim7 wth all the technica
features of these independent clains.

Concerning inventive step, the opposition division
considered citation (10) to represent the cl osest state
of the art. It found, however, that citation (10), even
if it is was read in the context of citation (11),

poi nted the skilled reader neither to the possibility
of using a pharmaceutically active conpound as the
active ingredient in the clained conposition nor to the
probl em of avoi di ng segregati on or separation of the
active particulate material fromthe excipient mass.
Moreover, it estimated that step C) of the process
according to claim7 was neither disclosed in the cited
docunents nor obvious to a person skilled in the art
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trying to solve the problemof effectively preventing
segregation of the dispersed particulate active
material fromthe crystal matrix of the sugar al coho

so as to achieve uniformdistribution of particles of a
pharmaceutical material within the crystalline sugar

al cohol matri x.

An appeal was filed against the decision of the
opposi tion division. Both the appellant (opponent) and
the respondent (proprietor) requested oral proceedings.

In advance of the oral proceedings, scheduled for 7
Decenber 2001, the respondent filed auxiliary requests
1 to 4 which becanme the second, third, fourth and fifth
auxiliary requests as refiled during the ora
proceedi ngs before the board (see paragraph VI bel ow).
Each of the second, third and fourth auxiliary requests
consi sts of an anended claim1l and clains 2 to 10 as
granted. The fifth auxiliary request consists of an
anmended claiml and clains 2 to 8 as granted (clains 9
and 10 being cancell ed).

In the introductory remarks at the oral proceedings,

t he chai rman suggested that, for reasons of procedura
econony, the patentability of process claim7 be

di scussed first, since this claimwas present in
identical formin all requests on file at the beginning
of the oral proceedings (see paragraphs | and V above).
As a result of this discussion, the respondent filed
towards the end of the oral proceedings a new first
auxiliary request. This request consists of clains 1 to
10 as granted, step D) in claim7 differing by the

i nsertion of the words enphasi sed bel ow. "cooling said
mass slowy over a period of between about 6 and about
96 hours to a point where said al cohols becone fully
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crystallised.”

The appel lant's argunents submitted in witing and
during oral proceedings can be summari sed as fol |l ows:

Citation (10) disclosed a process for the preparation
of a solid conposition based on crystalline sorbitol
having uniformy di spersed within the crystall matrix
particles of one or nore al kali phosphates. The express
I ncorporation of the disclosure of citation (11) in
docunent (10) had the effect that the teaching of the
cited state of the art was prejudicial to the novelty
of the process according to claim?7.

The opposition division was, in the appellant's

opi nion, incorrect in both its conclusions in the
deci si on under appeal, nanely that citation (10) did
not refer to the use of a pharnaceutically active
conpound for dispersion wthin the crystalline sorbitol
matrix and that the cited state of the art did not
mention the technical features of step C) in claim7.
On the contrary, alkali phosphates were clearly covered
by the term "pharnmaceutically active conpound” in its
broad sense used in the patent in suit. Simlarly, the
process disclosed in citation (11) included clearly and
unequi vocally the step of sinultaneously cooling and
kneadi ng the nolten sorbitol until a plastic nmagnma was
obt ai ned and this procedure corresponded exactly to
what was actually clained in step C).

The requi renent of cooling the extrudate resulting from
step © slowy to achieve crystallisation of the
sorbitol matrix was |ikew se anticipated by the

di sclosure in the cited state of the art. The

procedural steps used in the process of claim?7 for
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cooling the viscous nmass slowy to a point where the
sorbitol becones fully crystallised would be regarded
by the skilled reader as clearly inplied by the

di scl osure of citation (11).

The respondent's assertion that a uniform di spersion of
the particulate material in the crystalline sorbitol
matri x could not be achieved by the process discl osed
in citation (10) was incorrect. On the contrary, what
the respondent itself had denonstrated by the data
provided in Table | of the patent in suit was nothing
el se than the finding that tablets produced by the

cl ai med process contained in toto roughly the sane
anount of phenyl propanol am ne hydrochl ori de as the
active ingredient per one single tablet. The
respondent’'s subm ssion that these data showed the

uni f orm di spersion of the active ingredient within the
crystalline sugar al cohol matrix of the tablets was,
however, a nere assertion which was in no way supported
by the data presented in Table I

The respondent disagreed and its argunents, in witten
subm ssions and during the oral proceedings, were in
summary as foll ows:

The cl ained i nvention was directed to the probl em of
achieving a uniformdistribution of particles of a
pharmaceutical material within a crystalline sugar

al cohol matrix. Fromthe description given in the
background section of the patent in suit it would be
appreciated that this problemwas particularly acute
with respect to pharmaceuticals in the formof fine
powders because of the segregation probl em encountered
Wi th prior processes. The clained invention solved the
probl em by neans of the process according to claim7,
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in which the pharmaceutical particles were dispersed in
nol t en sugar al cohol followed by cooling of the m xture
W th continuous agitation thereby form ng a viscous
mass in which the distribution was fixed so that ful
crystallisation could be carried out subsequently. This
process lead, for the first tinme, to a conposition as
defined in claim1 of the patent in suit.

Citation (10) was concerned with a solid conposition
based on sorbitol and phosphates for the manufacture of
a freezing adjuvant for foodstuffs based on m nced neat
and was thus not relevant to the problem solved by the
invention. This citation contained no reference at al
to a pharmaceutical conposition. Thus the skilled
person, faced with the problem of producing

phar maceuti cal conpositions having a uniform

di stribution of particles of a pharnmaceutical nateri al
within the crystalline sugar alcohol matrix, had no
reason to consider citation (10) as a rel evant piece of
prior art.

The appel lant’s conbi nation of citations (10) and (11)
to attack the patentability of the clained process in
the patent in suit was w thout foundation. The passage
in (11) cited by the appellant, especially colum 4,
lines 30 to 45, described the procedure for producing a
nodi fied crystal form of sorbitol which was the precise
subject-matter of the citation (11). There was no
question of any other material being present in the
process than sorbitol itself. There was a reference in
(11) to the addition of conpounding additives after the
sorbitol product had been formed in the procedure
described in (11).

In particular, there was no teaching at all in citation

3046.D Y A
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(11) concerning the slow cooling of the viscous mass to
a poi nt where the sugar al cohol matrix becones fully
crystallised.

Citation (10) suggested the use of the apparatus

descri bed in docunent (11) in order to process a
sorbi tol / phosphate m xture. But (10) suggested only
that the m xture was extruded with this apparatus so
that it exited fromthe outlet at a tenperature of
85°C- 100°C whereupon crystallisation of the sorbitol
occurred. No previous controlled partia
crystallisation of the sorbitol was nentioned and no
reference was made to the operating conditions of the
process in (11). It could not be assuned therefore that
anyt hing conparable to step C) of claim7 was taught by
this reference in (10).

| X. The appel | ant requested that the decision under appea
be set aside and that the patent be revoked.

The respondent requested that the appeal be dism ssed
and that the patent be maintained either (main request)
as granted or alternatively in accordance with one of

the auxiliary requests filed during the ora
proceedi ngs.

Reasons for the Deci sion

1. The appeal is adm ssible.

Mai n request; auxiliary requests 2 to 5

2. As is apparent from paragraphs | and V above, process
claim7 is present in identical formin all sets of

3046.D Y A
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claims formng the main request and auxiliary requests
2 to 5.

As regards the assessnent of novelty of the process
according to claim7, the board considers it
appropriate to nmake first the foll ow ng genera

remar ks: Wien assessing novelty, the disclosure of a
particul ar prior docunent nust normally be considered
in isolation; in other words it is only the actua
content of a citation (as understood by a skilled man)
whi ch destroys novelty. It is not permssible to
"conbi ne" separate itens of prior art together.
However, according to established case | aw of the
boards of appeal, when determ ning the neaning to the
skilled man of a citation (hereinafter referred to as
the "primary citation") which contains a specific
reference to a second citation, all or part of the

di scl osure of the second citation nay need to be

consi dered as part of the disclosure of the "primary
citation" (see eg "Case Law of the Boards of Appeal of
t he European Patent O fice", 3rd edition, 1998, |. C
3.1, pp 70-71).

In the present case, step A) of the process according
to claim7 of the patent in suit conprises "formng a
nol t en sugar al cohol derived fromat |east one nono- or
pol ysaccharide". It has not been di sputed throughoout

t he proceedings that the process for producing the
solid conposition of sorbitol and phosphates discl osed
incitation (10) (ie the "primary citation") invol ves
as the first step the provision of the desired quantity
of sorbitol (ie a sugar alcohol derived froma

pol ysaccharide) in the nolten state (see eg page 2,
lines 33 to 35).
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Step B) of the clainmed process requires "dispersing
particles of at |east one pharnaceutically active
material in said nolten al cohol under conditions such
that a honobgeneous mi xture is fornmed" and corresponds
thus exactly to what is described in the second step of
the process disclosed in (10) as the provision of an
intimate mxture of sorbitol and phosphates (see

page 5, lines 14 to 15: "nélange intine de sorbitol et
de phosphates").

The board cannot accept the respondent's argunent that
a difference is to be seen in the fact that, according
to (10) phosphates are dispersed in the nolten
sorbitol, whereas the cl ained process requires

di spersion of a pharmaceutically active material in the
matri x of the nolten sugar al cohol. The term
“pharmaceutically active material” is broadly defined
in the patent in suit by reference to “an organic or
inorganic orally ingestible conpound which is taken for
medi ci nal, dietary and/or nutritional purposes, and
which is particulate in form Illustrative of the

phar maceutical ly active conpounds which may be
beneficially fornmulated by the practice of the cl ai ned
i nvention are organi ¢ conpounds such as aspirin,

ci meti di ne, ibuprofen, aspartam ne, atenolol,
saccharine, acetam nophen, phenyl propanol am ne
hydrochl oride and the |ike as well as inorganic
conmpounds such as salts and oxides of alkali netals,

al kaline earth netals and m neral suppl enents of iron,
copper, zinc, and the |ike” (see patent specification,
page 3, lines 25 to 30; claim4 - enphasis added).

This broad definition of the pharmaceutically active
material used for the dispersion in the nolten matrix
in the patent in suit clearly and unanbi guously
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i ncludes materials or conpounds enconpassed by the
technical term “phosphates” used in (10). The board
concurs with the appellant's subm ssion during ora
proceedi ngs that the use of phosphates, inter alia, for
pharmaceutical and nutritional purposes forns part of

t he common general know edge of a person skilled in the
art and indeed of many with no particular skill in the
art. Thus, to nention only two well-known exanples, the
skill ed person woul d know t hat dibasic sodi um
phosphate, used as an orally ingestible conpound, is a
particul ate material which is taken for dietary and/or
nutritional purposes as a sequestrant, enulsifier or
buffer in foods, or for nedicinal purposes as a
cathartic and in veterinary nedicine as a |l axative; and
t hat nonobasi ¢ sodi um phosphate is an orally ingestible
conpound which is taken for nedicinal purposes as an
urinary acidifier in veterinary nedicine. Consequently,
the reference to a pharnmaceutically active material in
step B) of the clainmed process cannot be consi dered,
contrary to the respondent’'s assertion and the opinion
of the opposition division in the decision under

appeal, as a distinguishing feature over the state of
the art according to (10).

The honbgeneous nolten m xture resulting fromthe
above-nenti oned process step B) is subsequently
subjected, in step (C) of the process according to
claim7, to an operation which is broadly defined as
“cooling said honbgeneous nolten mxture while
agitating until a viscous mass is forned”.

The further processing of the nolten intimte m xture
of sorbitol and phosphates obtained in the above-

nmenti oned second step of the process disclosed in (10)
is referred to in the cited docunent as involving its
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extrusi on under conditions such that said mxture is
brought, at the outlet of the extrusion apparatus, to a
tenperature of 85° C to about 100° C, whereby
crystallization of the sorbitol is effected (see

page 5, lines 14 to 19). In the follow ng paragraph it
I's, however, explicitly specified and expl ai ned that
the af orenenti oned extrusi on may be perforned, for
exanpl e, on the machines disclosed in US-A-3 618 902 to
TELEDYNE I NC. and that their application to the

manuf acture of powdered sorbitol (enphasis added) has
been disclosed in US-A-4 252 794 to |.C. 1. [ie citation
(11), the second citation]; in the foll ow ng passage it
Is explicitly stated that the text of the those patents
Is incorporated in citation (10) by reference (see
(10), especially page 5, lines 20 to 26).

Consequently, on the proper construction of citation
(10) (ie the “primary citation”), the procedural steps
and operating conditions used in the second citation
(11) for the manufacture of powdered, crystalline
sorbitol and their application for further processing
the nolten sorbitol/phosphate m xture into the fina
solid conposition of crystalline sorbitol and
phosphat es have been incorporated by reference into the
di scl osure of citation (10) (see point 3 above).

Furt hernore, the successive procedural steps and
operating conditions described in (11) (see especially
colum 3, line 64 to colum 4, line 45) for the

manuf acture of powdered, crystalline sorbitol are
exactly those suitable to prepare the conpositions
according to claim?7 of the patent in suit (see patent
specification, especially page 4, |line 42 to page 5,
line 7). This identity of the successive procedura
steps and operating conditions in the patent in suit
and in citation (11) is clearly very relevant to the
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actual scope of the disclosure of (10) in relation to
those features of present claim7 which are not
explicitly and specifically nentioned in citation (10),
but incorporated therein by reference.

The relevant nethod in citation (11) involves the steps
of “continuously introducing a feed conprising nolten
sorbitol into an elongated m xi ng zone havi ng shaft
means and a plurality of kneader bl ades nounted on the
shaft neans, the configuration of the kneader bl ades
bei ng such as to provide restricted cl earances between
the bl ades and the adjacent walls; sinmultaneously
cooling and kneading the nolten sorbitol as it passes

t hrough the m xing zone until a plastic magma of nolten
sorbitol and a substantial portion of ganma-sorbitol
crystals is obtained and continuously discharging the
blend fromthe m xi ng zone through an extrusion
orifice” (see especially colum 4, lines 32 to 41). If
this disclosure is conpared with that starting fromthe
penultimate |ine on page 4 to line 6 on page 5 of the
patent in suit, it becones unanbi guously clear that the
above-nenti oned successi ve procedural steps and
operating conditions disclosed in citation (11) and

I ncorporated by reference into the disclosure of (10)
correspond exactly to those which are used in the
patent in suit and which are shortly referred to in
step C) of claim7, as "cooling said honbgeneous

m xture while agitating until a viscous nmass is
formed".

The term "viscous mass" used in the patent in suit for
the product which is discharged fromthe extruder and
the term"plastic magma" used in (11) (see colum 4,
lines 39 to 40) woul d be considered by the skilled
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person as synonyns whi ch designate the sanme physica
state of the extrudate. Both, the "viscous mass" in the
patent in suit (see especially page 4, lines 19 to 22)
and the "plastic magma" in (11) (see especially

colum 4, lines 39 to 42) contain a substantial portion
of the sugar alcohol in crystalline form This nere
difference in wording is insufficient to establish
novelty of process step C) over the cited state of the
art (see eg decision T 114/86, QJ EPO, 1987, 485).

The final step D) of claim?7 conprises the feature of
"cooling said nmass slowy to a point where said

al cohol s beconme fully crystallised". The disclosure in
the description of the patent in suit referring to the
above feature (see especially page 5, lines 6 to 7)
reads "and further cooling the blend to ambient
tenperature formng the crystalline sugar al coho
cont ai ning included particul ate” conpared with the

di scl osure of the correspondi ng procedural step in
citation (11) (see especially colum 4, lines 43 to
45): "and further cooling the plastic magma to anbi ent
tenperature formng the nodified ganma-sorbito

pol ynor ph".

The respondent submtted repeatedly in witing and
during oral proceedings, that step D) of the clained
process, requiring that the extrudate in the formof a
vi scous nmass be cooled "slowy" to obtain the fina
product in crystalline form was not disclosed in the
cited state of the art. In this respect the board notes
that the term"slowy" is a entirely relative term

whi ch may generally vary within extrenely broad ranges
when used in connection with a cooling process,
especially if different sorts of materials are
concerned. Mre specifically, the cooling process of
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the hot extrudate fromstep C) is said in the patent in
suit to vary typically within the specified wi de range

of about 6 to about 96 hours depending on the cross-
sectional dinension of the extrudate mass and the
effect of the added ingredient, including even |onger
peri ods for extruded shapes having a cross-sectiona
di mension of greater than 20 mlllineters.

Thus apart fromthe fact that the board considers in
these circunstances the relative term"slowy" as
entirely inappropriate and too vague to delimt the
process of claim7 fromthe cited state of the art and
to establish novelty, it cannot recognise a rea

di fference between the cooling procedure and operating
conditions defined in step D) as "cooling said nmass (ie
the extrudate) slowy to a point where said al cohols
becone fully crystallised" and the cooling procedure as
disclosed in (11) - see point 6.4 above. In the patent
in suit, it is explained that the hot extrudate when
permtted to stand (this would inply to a skilled
person, in the board's opinion, cooling to anbi ent
tenperature) wll fully crystallise (see page 5,

lines 31 to 32). The equival ent procedural step in (11)
i nvolves entirely the sane procedure and operating
condi tions, nanely further cooling the plastic mgm
(hot extrudate) to anbient tenperature formng the
desired crystalline sorbitol.

Finally, the respondent argued during the ora
proceedi ngs that the uniform dispersion of the
phosphates within the crystalline sorbitol matrix was
not disclosed in the cited state of the art, whereas
this uniformdispersion had been denonstrated by the
data provided in Table | of the patent in suit. Since
the procedural steps and operating conditions in the
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cited state of the art and in the patent in suit are
the sane, there is no reason to assune that the
products obtained would be different. The appel | ant
argued during the oral proceedings, and the board is
satisfied that kneading the nolten mass, which is
carried in the process disclosed in (11) (see
especially colum 4, lines 24 to 38) and in the patent
in suit (see especially page 4, line 54, to page 5,
line 3) using the sane specifically equi pped extruder,
is responsible for the uniformdi spersion of the
particles of the active material within the crystalline
sugar al cohol matri x.

As is apparent fromthe observations in paragraph VII
above, the data presented in Table | of the patent in
suit indicate nerely the overall content of the active
i ngredi ent (phenyl propanol am ne hydrchl oride) in one
single tablet. The board concurs therefore with the
appel l ant's subm ssion, that these data are

I nappropriate to denonstrate the uniform dispersion of
the active ingredient within the crystal matrix of the
tablets and to establish a potential difference between
the conposition resulting fromthe process according to
claim7 and that obtained by the process disclosed in
docunent (10).

In conclusion, in the judgnent of the board the

di scl osure of citation (10), when interpreted in the
light of the specific reference to citation (11),
destroys the novelty of the subject-matter of claim7,
and this claimtherefore contravenes Articles 52(1) and
54(1) EPC. Since a decision can only be taken on a
request as a whole, there is no need to consider the
patentability of claim1l of any of the nmain request and
auxiliary requests 2 to 5.
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First auxiliary request

3046.D

Al t hough this request was presented during the ora
proceedi ngs and was, accordingly, filed late, the
board, exercising its discretionary power under

Article 111(1) EPC, considers that it should be
admtted into the proceedi ngs. The respondent subnitted
that this request was pronpted by the discussion in the
oral proceedings and was reinforced by sone additiona
subm ssions on the appellant's part during ora

proceedi ngs, nanely that the feature "cooling said nass
slowy" in step D) of the clained process was rel ative
and too vague to distinguish the clained invention from
the prior art. This assertion appears, prim facie,
correct. Although the board does not condone such

| at eness per se, the exact neaning and inpact of the
proposed small anmendnent in claim7 was i medi ately
clear to the appellant and the board. Coupled with the
fact that the appellant to a | arge extent pronpted the
anmendnent contained in the first auxiliary request by
its own argunents during oral proceedings, the board
exercises its discretion in favour of the respondent.

The board finds that anended claim 7 conplies with the
provisions of Article 84 and Articles 123(2) and (3)
EPC. Since this finding was not di sputed during ora
proceedi ngs, there is no need for further detailed
consi deration of this matter.

Claim7 as anended requires in step D) that the
extrudate fromstep C) be cooled slowy "over a period
of between about 6 and about 96 hours" to a point where
t he sugar al cohols beconme fully crystallised. Since a
cooling period falling within the period now specified
inclaim7 is neither specifically disclosed in the
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cited state of the art nor otherw se derivable
therefrom the board finds the subject-matter cl ai ned
inthe first auxiliary request novel within the neaning
of Article 54(1) EPC

Starting fromcitation (10), when interpreted in the
l'ight of the specific reference to citation (11), as
representing the closest state of the art, the
techni cal problemunderlying claim7 nmay be seen as
that of providing nore precise cooling conditions for
the extrudate obtained fromstep C) which allow the
particul ar sugar alcohol in the desired crystalline
formto be obtained (see patent specification,
especially page 4, lines 31 to 35).

The solution of the problemconsists of permtting the
hot extrudate to stand for cooling "over a period of

bet ween about 6 and about 96 hours". On the basis of

the data provided in the exanples of the patent in suit
and in the absence of any evidence to the contrary the
board is satisfied that the stated technical problemis
t hereby solved. This was not disputed by the appell ant.

The skilled person already knew that the successive
procedural steps and operating conditions used in the
state of the art cited in this decision for cooling the
nolten m xture of sorbitol and particul ate materi al

i nvol ved the steps of first cooling the m xture as it
passes through the extrusion zone until a plastic nmagma
of nolten sorbitol and a substantial portion of

sorbitol crystals is obtained, followed by cooling the
extrudate to anbient tenperature so as to obtain the
sorbitol matrix in the desired crystal form (see

points 6.3 to 6.6 above). For the skilled practitioner
with that know edge determ nation of the suitable
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period required to do this would be nerely a matter of
routine experinentation, wthout any inventive effort.
Mor eover, the period specified in claim?7, which may
extend over the extrenely wi de range fromabout 6 to
about 96 hours, cannot be considered as providing an
unexpect edl y advant ageous specific teaching or

i nstruction saving the skilled person the necessity to
performhis own experinents; on the contrary, such a
wi de range woul d suggest the experinents, albeit

routi ne, could be extensive.

In view of the forgoing observations, in the judgnent
of the board the subject-matter of claim?7 does not

i nvol ve an inventive step, and this claimtherefore is
contrary to Articles 52(1) and 56 EPC. Since a decision
can only be taken on a request as a whole, there is no
need, as regards the first auxiliary request either, to
consider the patentability of claiml1.

For these reasons it is decided that:

3046.D

1. The deci si on under appeal is set aside.
2. The patent is revoked.
The Regi strar: The Chai r man:
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