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Summary of Facts and Subm ssi ons

0342.D

The appellant is proprietor of European patent
No. O 502 092 (application No. 91 900 414. 39).

Notices of opposition were filed independently by
respondent (opponent) | and respondent (opponent) I1.
Bot h requested revocation of the patent under

Article 100(a) EPC on the grounds of |ack of novelty
and inventive step; under Article 100(b) EPC because of
i nsufficiency of disclosure; and under Article 100(c)
EPC because of inadm ssible extension of its

subj ect-matter. The grounds of opposition under

Article 100(a) EPC were supported, inter alia, by the
foll ow ng citations:

(1) H Malchow et al, "Therapie des Mrbus Crohn",
published in Dtsch. nmed. Wschr. 109, pp. 1811-
1816, 1984

(4) D. P. Jewell, "Corticosteroids in the Managenent
of Ucerative Colitis and Crohn's Di sease",
published in Gastroenterology Cinics of North
America, Vol. 18, No. 1, pp. 21-34, March 1989

(8) A Danielsson et al, "A Controll ed Random zed
Trial of Budesoni de versus Predni sol one Retention
Enema in Active Distal Ucerative Colitis"
published in Scan. J. Gastroenterol ogy, Vol. 22,
pp. 987-992, 1987

(9) S. L. Wlman, "Use of Oral Budesonide in a Patient
with Small Bowel Crohn's Disease and Previous
Pseudot unor Cerebri Secondary to Steroids",
published in Scan. J. Gastroenterol ogy, Vol. 24,
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Suppl . 158, pp. 146-147, 1989

(12) EP-A-0 040 590.

Wth his reply to the notices of opposition, the
appel l ant (proprietor) provided, inter alia, evidence
that, due to a nerger of two formerly independent |aw
firms, the professional representatives acting for
opponent Il seened to share identity, or at |east were
closely associated with the representati ves who handl ed
for the parent conpany of the appellant (proprietor)

t he Dani sh national phase of the patent in suit and

ot her patents which were closely related to the

subj ect-matter of the present patent. This being the
case, the proprietor concluded that the
representatives, who had filed opponent Il's
opposition, were not entitled to act agai nst him and
objected to the adm ssibility of the opposition and the
status of opponent Il as a party to the proceedings.

The patent was revoked. The stated ground for the
revocation of the patent was |ack of novelty of the
mai n request and | ack of inventive step of the

auxi liary request. The essence of the reasoning in the
decision to revoke the patent was as foll ows:

- The decision, as to whether or not a duly
aut hori zed professional representative acted
before the EPO in breach of his professiona
duties or internal contractual obligations did not
lie within the conpetence of the opposition
division. It was therefore not in a position to
accept the proprietor's objections to the
adm ssibility of the opposition | odged by
opponent Il and to opponent |1’s procedural
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st at us.

Nei t her of the notices of opposition contained any
i ndication of facts, evidence or argunents rel ated
to the grounds of opposition set out in

Article 100(b) and (c) EPC. Consequently, the
unsubstantiated grounds had to be consi dered as
non-exi stent in the notices of opposition.

As to the grounds of opposition laid down in
Article 100(a) EPC, the opposition division
considered citation (9) to be the closest state of
the art. This citation referred to the use of oral
budesonide in the treatnent of a patient with
smal | bowel Crohn's di sease. The discl osure of
citation (9) included, in the opinion of the
opposition division, the adm nistration of
budesoni de as rel apse preventing treatnent of
Crohn's disease in the small intestine and was
accordingly prejudicial to the novelty of the main
request .

Concerning the auxiliary request, the opposition
division did not call into question that the
specific formul ation used for oral adm nistration
of budesoni de conferred novelty on the subject-
matter of the clains. It concluded, however, that
citation (9) suggested for the treatnent of
Crohn's disease the use of a controlled rel ease
formul ati on which rel eased its budesoni de content
in sufficient concentration in that part of the
intestine where the disease resided to exert its
| ocal topic action. Since citation (12) disclosed
suitable fornul ation techni ques to provide oral
conposi tions of budesonide fulfilling al
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requirenents of controlled rel ease, the subject-
matter of the auxiliary request was, in the

j udgnment of the opposition division, the result of
an obvi ous conbi nati on of the teachings of
citations (9) and (12).

The proprietor of the patent filed an appeal agai nst
this decision. Replies to the statenment of grounds of
appeal were filed by both respondent |, together with a
decl aration of Professor Schdl merich (expert in
gastroenterol ogy), and respondent I1. An oral hearing
was schedul ed to take place on 18 January 2001. In a
faxed letter dated 15 January 2001, respondent |1
confirmed that he had decided to take no further part
in the opposition proceedi ngs.

About one nonth in advance of the oral proceedings, the
appellant filed a new main request and two auxiliary
requests and cancelled all previously filed requests.
These new requests were acconpani ed by decl arati ons by
the three Professors Hernon-Tayl or, Hodgson and
Rutgeerts (all experts in gastroenterology), and one by
Dr Persson (expert in clinical statistics). |ndependent
claims 1 to 3 of the main request for the designated
states, except ES and GR, are worded as foll ows:

"1l. Use of budesonide, or the 22 epinmer thereof, in
t he preparation of a pharmaceutical conposition
for the treatnment by the oral route of Crohn's
di sease in the small intestine as rel apse
preventing treatnent.

2. Use of budesoni de, or the 22 epinmer thereof, in
the preparation of a pharmaceutical conposition
for the treatnment by the oral route of Crohn's
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colitis in its active phase.

3. Use of budesoni de, or the 22 epinmer thereof, in
the preparation of a pharmaceutical conposition
for the treatnment by the oral route of Crohn's
colitis inits chronic phase as rel apse preventing
treatnent."

Clains 1 to 3 of the first auxiliary request differ
fromthe corresponding clains of the main request by
the addition of the follow ng specification at the end
of each claim "wherein in said treatnment the

gl ucocorticosteroid exerts its action locally on the
bowel ".

Clains 1 to 3 of the second auxiliary request differ
fromthe corresponding clains of the main request by
the addition of the follow ng specification at the end
of each claim "said pharnaceutical conposition being a
mul tiple unit conposition in a capsule wherein the
units which contain the glucocorticosteroid are enteric
and/ or slow rel ease coated."

The appel lant’s argunents submtted in witing and
during the oral proceedings can be sunmari sed as
fol | ows:

- In view of the decision of respondent Il to take
no further part in the opposition proceedi ngs, the
appel lant, for his part, did not pursue the status
of respondent I1’'s participation in the present
proceedi ngs any further.

- The deci sion of the opposition division was based
on the prior art of citation (9), which was not a
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reliable docunment. (9) was concerned with the
clinical condition of one single patient. Prior to
the adm ni strati on of budesonide, this patient was
subj ected to a nunber of other treatnents. It was
therefore not at all certain that any inprovenent
achieved was the result of treatnent with
budesoni de as opposed to a late or |ingering
effect from another treatnent.

Mor eover, Crohn's di sease was a conpl ex nedi cal
condition which exhibited many di fferent synptons.
Since the author of (9) essentially concentrated
on the presence or absence of pain, and pain

possi bly originated from other sources of the
patient's condition, it was |ikew se not certain
that the treatnment with budesonide in (9) truly
resulted in any inprovenent of the patient's
Crohn' s di sease syndrones.

Citation (9) itself nade no claimto have effected
rel apse prevention treatnment in the snal

intestine. Even if one were to accept that (9)

di scl osed sonme kind of treatment of sone kind of
Crohn's condition, it was manifestly not Crohn's
colitis inits active or chronic phase as in
presently effective clains 2 and 3. Even in so far
as the clains concern Crohn's disease in the snal
intestine, it was certainly not clearly and

unamnbi guousl y derivable that by the treatnent

di sclosed in (9) relapse prevention was achi eved,
or even attenpted. The patient's condition was not
noni tored for anything |ike | ong enough for a
clear conclusion to be drawmn to the effect that
rel apse prevention had i ndeed occurr ed.



- 7 - T 1009/ 97

- The appellant's statenents regarding the
substantial deficiencies in the disclosure of
citation (9) were, in his opinion, fully supported
by the first three Declarants who all were experts
and practising clinicians in the field of
gastroenterol ogy in general and Crohn's disease in
particul ar.

- In view of the foregoing, the clains of the main
request were novel because citation (9) failed to
provi de clearly and unanbi guously their subject-
matter. |If the board disagreed with that, (9)
failed to provide the subject-matter of the
auxiliary requests' clains in a clear and
unanbi guous manner

- The skilled person scrutinising the teaching of
(9) would not select this citation as the cl osest
state of the art and as his starting point for
arriving at the clained invention. The above-
menti oned deficiencies in (9) would | ead the
skilled person to be very sceptical indeed about
foll owi ng or devel oping the teaching of (9).

- In contrast to (9), a skilled person would rather
regard the section of citation (4) concerning the
treatnment of active Crohn's disease with
predni sol one as a trustworthy and neani ngf ul
di scl osure. He could sensibly begin to consider
how to devel op further treatnments for Crohn's
di sease, possibly by using other steroids. At the
priority date it was uncl ear whether steroids
acted mainly locally or mainly systemcally for
Crohn's disease. Since there was considerable
doubt over this, budesonide was plainly a poor

0342.D Y A
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choice if a systemc effect was required. The
skilled person would therefore have turned to
steroi ds other than budesoni de on the basis of (4)
for the treatnment of Crohn's di sease. Mreover, in
view of the disclosure in (4) the skilled person
woul d not consider it realistic to use budesoni de,
or any other steroid, to nmaintain rem ssion or
effect relapse prevention treatnent as presently
cl ai ned.

- In view of the above, the appellant concl uded that
the subject-matter clainmed in the patent in suit
was in no way obviously derivable fromany of the
cited docunents taken either individually or in
conbi nati on

The respondents' subm ssions both in the witten
procedure and at the oral proceedings can be summari sed
as follows:

- The appellant's requests and the acconpanyi ng
decl arations were filed late and should therefore
not be admtted into the proceedings. In
particul ar, the adm ssion of the declarations
woul d result in a disadvantage to the respondent,
because of lack of tinme for filing a witten reply
in the short period between the date of filing of
t he declarations and the date of the oral
pr oceedi ngs.

- The specification added to clains 1 to 3 of the
first auxiliary request ["wherein in said
treatment the glucocorticosteroid exerts its
action locally on the bowel "] was inadequately
supported by the originally filed docunents and
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t herefore not acceptable under the terns of
Article 123(2) EPC

- Citation (9) disclosed clearly the use of
budesoni de as a rel apse preventing treatnent by
the oral route of Crohn's disease in the smal
intestine. In sharp contrast to the patent in
suit, which totally failed to provide any clinical
trials or clinical data to support the
ef fectiveness of the clained treatnent of the
various conditions of Crohn's disease, citation
(9) described exactly the entire course of the
patient's treatnment of Crohn's disease, the ful
range of the patient's clinical data and provi ded
cl ear evidence of the effect of budesonide
achieved in this patient. As Professor Schdl merich
confirmed, the scientific correctness and
reliability of the clinical data and results
disclosed in (9) were for the skilled person
beyond all shadow of doubt.

The content of (9) was therefore clearly prejudicial to
t he novelty of the clainmed use of budesonide as rel apse
prevention treatnent of Crohn's disease in the snal

i ntestine.

- The distinction in the i ndependent clains of the
patent in suit between treatnent of small bowel
Crohn's disease and Crohn's colitis was a purely
artificial one. A therapy which was effective in a
certain condition of Crohn's disease was known to
be effective in the treatnent of other Crohn's
conditions as well. If the board neverthel ess
consi dered acknow edgi ng the novelty of the clains
relating to the treatnent of Crohn's colitis, such
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claims would not involve an inventive step.

- For the person skilled in the art, know ng from
(9) that orally delivered budesoni de was effective
in the treatnment of ileal Crohn's disease, it was
pl ai nly obvious to use budesonide for other
conditions of Crohn's di sease as well.

- That budesoni de exerts its action in the intestine
locally rather than system cally was al ready known
from several publications, for exanple citations
(4) and (9). Consequently, the task of the skilled
person was to find a suitable formnulati on which
rel eased its budesonide content in that part of
the intestine where the disease resided. Since
appropriate fornulations for the treatnent of
Mor bus Crohn neeting the above requirements were
al ready known from (12), the subject-matter of the
clainms of the first and secondary auxiliary
requests did not involve an inventive step either.

I X. The appel | ant requests that the decision under appeal
be set aside and that the patent be maintained in
anmended formon the basis of the main request or the
first or second auxiliary request, all filed on

18 Decenber 2000.

Bot h respondents request that the appeal be di sm ssed.

Reasons for the Deci sion

1. The appeal is adm ssible.

2. The question of whether or not the representatives who

0342.D Y A
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filed the opposition for respondent Il acted in breach
of the rules of professional conduct or nutual
contractual obligations is relevant only to the
internal relationship between the appellant and his
representatives, and has no bearing on the present
opposi tion and opposition appeal proceedings.

Even if the filing of the opposition by
representatives, who apparently acted in certain issues
concerning the patent in suit for both the appellant
and respondent Il (see for nore details paragraph |11
above), was based on the alleged breach of the

prof essi onal code or any internal contractual
obligations, nothing in the EPC woul d either oblige or
enabl e the board to adjudicate this issue. Nor would
the EPC give the board of appeal power to declare the
status of the opposition invalid and to excl ude
respondent Il as a party fromthe ongoi ng proceedi ngs,
if the opposition was indeed filed in breach of the
rul es of professional conduct or contractual

obl i gations by which the representatives in the
internal relationship with the appellant were bound
(see in this respect: decision T 838/92 of 10 January
1995).

The board concurs with the concl usions of the

opposi tion division concerning the adm ssibility of the
opposition | odged by respondent Il and his status as a
party to the first-instance opposition proceedings.
Article 107 EPC states that where one party filed an
appeal, any other parties to the first-instance
proceedi ngs are parties to the appeal proceedi ngs as of
right. Consequently, respondent Il remains party to the
appeal proceedi ngs pursuant to Article 107 EPC,
irrespective of his declaration to take no further part
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in the opposition proceedi ngs.

By cancellation of the fornulation clains the patent's
subj ect-matter has been narrowed considerably to
contain in all three current requests only clains in

t he second nedi cal use format. The latter are based on
claims 18 to 22 and 19 to 22 in the application as
filed and the patent as granted respectively.

The clains in all three requests were anended with the
ai mof reducing the clainmed subject-matter to one

speci fic enbodi nent of the application as filed and the
patent as granted and achieving a better delimtation
fromthe state of the art cited in the proceedings.
Consequently, the anmendnents nentioned above did not
change the particul ar purpose and character of the
claimed invention as set out in the application as
filed and therefore, did not prevent the present case
frombeing ready for the final decision at the

concl usion of the oral proceedings. Further, al
anmendnents can fairly be said to be occasi oned by
grounds for opposition specified in Article 100(a) EPC
and are therefore adm ssible under the terns of

Rul e 57a EPC. Moreover, the period of one nonth between
the date of filing of the present requests and the date
of the oral proceedings was sufficient to give the

ot her parties and the board the opportunity to study

t he amended requests. In the circunstances of the case
t he board decided during the oral proceedings to admt
the main, first and second auxiliary requests for their
consi derati on.

By filing the declarations of Professors Hernon-Tayl or,
Hodgson and Rutgeerts, the appellant apparently sought
to react and reply to the subm ssions and argunents in
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t he declaration of Professor Scholnerich filed by
respondent | with his observations presented in
response to the appellant's statement of grounds.

Mor eover, the board considers that the said

decl arations were referred to by the appellant as
expert opinions in support of his argunents and that,
as such, they are not citations which, under

Article 114(2) EPC, could be rejected as being | ate.
Therefore, in the board' s judgnent, the declarations in
guestion to which the appellant refers in support of
his argunents should be regarded as part of theses
argunents and should not be rejected as being filed

| at e.

3.3 As regards the adm ssibility of the declaration of
Dr Persson into the proceedings, the board takes the
following view In his observations presented in
response to the appellant's statenment of grounds,
respondent | has maintained his objections to the |ack
of clinical trials and clinical data in the patent in
suit and has, accordingly, contested the effectiveness
of the clained use of budesonide in the treatnent of
the particular conditions of Crohn's di sease specified
in the clains. The burden of proving this allegation
woul d be in the present case with the
respondent (opponent) I.

In a case such as the present, where an opponent

di sputes in the first and, subsequently, second

i nstance the correctness of certain results in the
patent in suit and, accordingly, the existence of an
inventive step, he has to expect at any stage of the
proceedi ngs that the proprietor of the patent in suit
will file counter-evidence to support his claimand to
counter the respondent's prevailing allegations. Even

0342.D Y A
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if the respondent hinself had not filed by that date
his own evidence in support of his allegation, he could
not really have been surprised that the appellant filed
sui tabl e counter-evidence in the formof Dr Persson's
decl aration in advance of the oral proceedings. In view
of the preceding considerations and in the
circunstances of the case, the board considered the
peri od of one nonth sufficient to study the declaration
and decided within its discretion under Article 114(2)
EPO to admt it into the proceedi ngs.

4. The clains in the present main request and second
auxi liary request are all adequately supported by the
originally filed docunments. Since this has not been
contested, there is no need to expand in detail on this
matter.

4.1 Contrary to the assertions of respondent | during the
oral proceedi ngs, the above conclusion applies equally
to the clainms of the first auxiliary request. The
references below to support for the amendnents in the
current version of the clains according to the first
auxiliary request are to the International application
publ i shed under the PCT (WD 91/07172). As to the
additional specificationin clains 1 to 3 that "the
gl ucocorticosteroid, ie budesonide, exerts its action
locally on the bowel ", this is either directly taken
fromor inplied by and therefore derived fromthe
di sclosure in the first two full paragraphs on page 8
(see especially lines 21 to 25). The distinction
bet ween the | ocal action of budesonide either in the
small intestine (claim1l) or in the large intestine,
specifically in the colon, (clains 2, 3) is further
based on the statenents in lines 11 to 16 on page 8.

0342.D Y A
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The anmended clains therefore conply with Article 123(2)
EPC. An infringenment of Article 84 EPC resulting from

t he amendnents effected in the clains according to the
appellant's present requests is simlarly not

recogni sabl e.

The amendnents narrow the scope of protection conferred
in conmparison with the clainms as granted. Thus, no
objection under Article 123(3) EPC arises agai nst the
current clains either.

For an objective assessnent of the technical problemto
be solved, it is established |egal practice in the EPO
to determ ne the closest prior art to the clained

i nvention.

Ctation (9) describes the course of treatnent of a
patient, who was di agnosed as having "termnal ileal"
Crohn's disease, and the effect of orally delivered
budesonide in the treatnent of this patient. The author
of (9), Dr Wl man, is undoubtedly a recogni sed
practising clinician having conprehensive experience
and expertise in the field of gastroenterol ogy. This
has not been contested and is noreover supported by his
decl aration submtted with respondent Il1's letter
during the opposition proceedings on 9 June 1997. In
this capacity, Dr Wolman reports in citation (9) the
course of the patient's nedical treatnment on the basis
of the followng clinical data in chronol ogical order:

- di agnosi s by repeated X-rays reveal ed recurrence
of acute termnal ileal Crohn's disease in a
patient, six nmonth after she had been treated for
t he sane di sease by surgery to renove the
afflicted area of the small bowel (termnal ileal
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resection);

- treatment with a variety of nedications including
oral and intravenous netroni dazol and 5- ASA
(Pentasa, 5-amnosalicylic acid), as well as the
general precaution of keeping the patient NPO (ni
per os), were ineffective;

- synpt ons subsequently devel oped to a stage at
whi ch the bowel becane obstructed; this resol ved
with NG suction and |V fluids; the reinstitution
of food agai n produced abdom nal pain;

- on this occasion she was kept NPO (nil per os) and
was started on a course of budesoni de capsul es, as
t he sol e nedi cati on,

- after a further four days on this nedication,
feeding was reinstituted with clear fluids and
then full diet and the patient did well for 3
nont hs;

- reduction of budesonide froma regi men of 10 Xx
0.5 ng caps/day to 8 caps/day resulted in
recurrent pain but resolved on returning to 10
caps/ day;

- after 3 nonths of treatnent at a regi nen of
budesoni de of 5 ng/day no system c side effects of
steroi ds occurred.

By nonitoring the patient's condition and evaluating in
detail the collected clinical data, Dr. Wl nman reaches
in (9) the follow ng express conclusions: "Budesoni de
5 ng/day is effective in the treatnent of ileal Crohn's

0342.D Y A
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di sease"” and "Budesoni de shows great potential for the
treatnment of ileal Crohn's disease without steroid side
effects" (see (9), end of page 147).

The appel | ant hinmsel f has unequi vocal | y acknow edged by
reference to citation (9) in the application as
publ i shed (see page 5, lines 27 to 29) and the patent
as granted (see pages 41 to 44) that "the use of oral
budesonide in the treatnent of small bowel Crohn's

di sease in its active phase has been descri bed" before
the priority date of the patent in suit. This
indicates, in the board s judgnent, that the
appellant's own experts had originally no reasoned
doubts on the correctness of Dr Wl man's concl usi ons.

Simlarly, the opposition division in its decision and
both respondents in their subm ssions considered the
content of citation (9) to be the closest state of the
art inrelation to the clained use of budesonide in the
patent in suit.

Not wi t hst andi ng the above, in the course of the

opposi tion and appeal proceedings the appellant relied
on the allegation that the Wl man paper (9) was only
superficially attractive as the closest prior-art
docunent but was in fact not a reliable docunent
because of its many deficiencies. In support of his

all egation that Dr Wol man's conclusions in (9) were
erroneous or not reliable, the appellant submtted
during the appeal proceedings declarations by Professor
Her non- Tayl or, Professor Hodgson and Professor

Rut geerts. The board notes that all three refer froma
scientific point of viewto certain deficiencies in the
di scl osure of citation (9).
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In Article 54(2) EPC, "the state of the art” is clearly
and unanbi guousl y defined as "everything nmade avail abl e
to the public by neans of a witten or oral

description, by use, or in any other way before the
date of filing of the European patent application". A
docunent normally forns part of the state of the art,
even if its disclosure is deficient, unless it can
unequi vocal |y be proven that the disclosure of the
docunent is not enabling, or that the literal

di scl osure of the docunent is manifestly erroneous and
does not represent the intended technical reality. Such
a non-enabling or erroneous disclosure should then not
be considered part of the state of the art (see eg

T 77/87, Q) EPO 1990, 280; T 591/90 of 11 Decenber
1991).

The onus of proving the allegation that the disclosure
of (9) is erroneous, not reliable or does not represent
the intended technical reality rests in the present
case with the appellant (proprietor).

The board has carefully taken into consideration every
single point of criticismin the evaluation of the

di scl osure of (9) in the above-nentioned three

decl arations and the concl usions drawn therefrom The
criticismof the disclosure in the Wl nman paper appears
to focus primarily on the follow ng points:

- citation (9) was concerned with the clinica
condition of a single patient; a person skilled in
the art of the managenent of Crohn's di sease would
know that it is not possible to base Dr Wl man's
conclusion on the single case with its associ ated
uncertainties, disclosed in the abstract (see eg
Her non- Tayl or, paragraph 11);
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- no attenpt to asses the patient's condition using
the CDAlI (Crohn's Disease Activity Index) was
reported; pain, when considered in isolation, was
not a reliable indicator of Crohn's disease
severity (see eg Hodgson, paragraphs 9, 21 to 23;
Rut geerts, paragraphs 5 to 8; Hernon-Tayl or,
par agraphs 11 to 13);

- the treatnment with budesoni de was a doubl e "non-
bl i nd" or "open" one (see eg Rutgeerts,
par agr aph 10; Hodgson, paragraph 22);

- citation (9) was accepted as an un-refereed paper
Wi thout scientific scrutiny (see eg Hodgson,
par agraphs 6 to 9);

- (9) provided no evidence that the active snal
bowel Crohn's disease in the patient was
effectively treated by the budesoni de therapy and
it provides no details of the nature of the
conposition used (see eg Hodgson, paragraph 27,
Rut geerts, paragraph 13);

- (9) provided no evidence that the patient's
i nprovenent observed was actually the result of
the treatnment with budesoni de, as opposed to a
late or lingering effect fromany other therapy
undergone by the patient in the course of her
treatnment reported in (9) (see eg Hodgson,
par agr aphs 12-15; 18, 19, Hernon-Tayl or,
par agr aph 13);

- Dr Wl man' s concl usi on was only one possible

deduction fromthe limted clinical data (see eg
Her non- Tayl or, paragraphs 11, 13).

0342.D Y A
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However, neither the appellant's subm ssions nor the
expert's declarations contain any convincing or

obj ective evidence, |let alone real proof, to showin an
unequi vocal manner that the disease treated in (9) was
i ndeed not Crohn's disease, or that the clinical data
were indeed incorrectly interpreted, or that the
patient's inprovenent was indeed not the result of her
treatment with orally delivered budesonide, and, in
particular, that Dr Wl man's express concl usions at the
end of (9) were erroneous or not reliable.

In this respect, the board nmust give the sane weight to
Prof essor Schdl merich's declaration submtted by
respondent | and his subm ssions during oral

proceedi ngs. According to Professor Schol nmerich's
expert opinion, the scientific correctness of the
clinical data and results reported by Dr Wbl man in (9)
was beyond doubt (see Schdl nmerich: section 3, end of
par agraph 4) and, on the basis of the clinical data
provided in (9), the inprovenent in the patient's
condition was the | ogical consequence of her treatnent
with orally delivered budesoni de.

The board has no doubts at all on the outstanding
scientific and professional qualifications of the

Decl arants | eading themto their personal and

subj ective evaluation of the teaching in (9). However,
in the absence of any objective evidence and real
proof, the Declarants' personal eval uations of docunent
(9) and their subjective opinions are clearly
insufficient to prove in an unequivocal manner that the
essential facts reported in (9) and the concl usions
drawn by Dr Wol man were in fact erroneous or not
reliable.
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Consequent |y, docunent (9), as it stands, is certainly
to be taken into consideration when determ ning the
problemto be sol ved and assessi ng novelty and

i nventive step.

Citation (4) is a review paper relating to the use of
corticosteroid conmpounds in the managenent of

ul cerative colitis and Crohn's di sease. The section of
citation (4) specifically relating to Crohn's di sease
(see especially end of page 28 onwards) refers to two
studi es concerning the treatnment of Crohn's disease in
its active phase with orally delivered corticosteroid
conpounds. The National Cooperative Crohn's D sease
Study (NCCDS), which was carried out in the USA and
used the corticosteroid prednisolone in a dose that
vari ed according to the severity of the disease from
0.25 ng/kg to 0.75 ng/ kg, showed the benefit to be
mainly for ileal disease. The European Cooperative
Crohn's Di sease Study (ECCDS) used the anal ogous
corticosteroid conmpound 6-net hyl predni sol one (28 ng/ day
reducing to 12 ng per day over 6 weeks). This treatnent
is reported in (4) to be effective for all disease

| ocations (ileal or colonic).

In view of the preceding considerations, the board
considers, in accordance with the opinion of the
respondents and the opposition division, that the

di scl osure of (9) represents the closest state of the
art.

Bef ore defining the problem and reaching a decision on
the patentability of the clainmed subject-matter in the
patent in suit, consideration nust be given to the
respondents' contention that the distinction between
the different conditions of Crohn's di sease made in
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present clainms 1 to 3 is essentially artificial and
arbitrary.

The board is fully aware of the fact that certain
conditions of Crohn's di sease may occur simnultaneously
in different sections of the digestive tract, for
exanple, the ileumand the colon (see eg (1):
especially Fig 1, page 1812; page 1814, right hand
colum, "Illeokolitis) and that the border between
Crohn's conditions may be fluid in certain cases.
However, the location of Crohn's disease solely in a
specific section of the gastrointestinal tract is well
docunented in the cited state of the art. As an exanple
only, the patient in (9) was clearly diagnosed as
having term nal ileal Crohn's disease. Further, in (1)
and (4) a clear distinction is made between the

| ocation of the disease in the small intestine on the
one hand, ie duodenum ileum (see eg (1): page 1814,

ri ght hand colum, 3'9full paragraph; (4): page 29,
line 6, of the text portion, "mainly for ileal

di sease”) and in the large intestine, ie colon, on the
other (see (1): page 1814, right hand columm, | ast

par agraph; (4): page 29, line 9 of the text portion
“ileal or colon").

Simlarly, the distinction nade between the treatnent
of Crohn's disease in its active phase, on the one
hand, and rel apse prevention or maintenance treatnent,
on the other, is derivable, for exanple, from docunent
(4). Thus, on page 29 of (4) reference is nmade to the
fact that the glucocorticosteroid conpounds

pr edni sol one and 6-net hyl predni sol one were nainly
effective in the treatnent of ileal disease or al

di sease | ocations, but essentially failed to maintain
rem ssi on
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Furt hernore, Professor Rutgeerts explained during the
oral proceedings, to the board' s satisfaction, that in
each patient a careful diagnosis of the |ocation and
severity of Crohn's disease has to be made and that the
clinical synptomatol ogy and the nethods of treatnent of
each of the different conditions vary strikingly.

Hence, on the basis of the established distinction
between the different conditions of Crohn's di sease and
starting fromDr Wl man's di sclosure in docunent (9) as
representing the closest state of the art, the problem
the patent in suit sets out to solve was that of

provi ding further uses for the nedi canment budesonide in
addition to those already disclosed in the state of the
art. The solution to the problem conprises the use of
budesoni de, or the 22 epiner thereof, in the
preparation of a pharmaceutical conposition for the
treatment of the various conditions of Crohn's disease
specified in claims 1 to 3 of the appellant's current
requests.

The patent in suit clains that the specific conditions
of Crohn's disease set out in clains 1 to 3 can
successfully be treated by the admnistration of orally
del i vered budesonide to patients in need of it. In his
witten subm ssions and during the oral proceedings,

t he respondent suggested that, in the absence of
clinical trials and clinical data in the contested
patent, it was doubtful whether the use of budesonide
covered by present clains 1 to 3 would in each and
every case enable a successful treatnent of the

di fferent kinds of Crohn's conditions, but did not
substantiate this with any evidence. However, a nere
doubt on the part of the respondent cannot prevent the
effects and capabilities ascribed to the clained uses
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of budesonide in the patent in suit being taken into
account when formul ating the problem (see eg T 219/ 83,
Q) EPO 1986, 211).

On the basis of the disclosure of the clained invention
in the patent in suit, the state of the art, which
general ly teaches the useful ness of glucocorticosteroid
conpounds in the treatnment of Crohn's disease and the
specific use of budesonide in the treatnent of Crohn's
di sease reported in (9), the board sees, prima facie,
no reason to doubt that the problemin its different
aspects has been sol ved.

In citation (9) itself, Dr Wl nman nmakes no explicit
claimto have effected rel apse prevention treatnent.
The conclusion in the inpugned decision that the

di scl osure of (9) takes away the novelty of the use of
budesoni de for rel apse prevention in the snal

intestine goes, in the board' s judgnment, beyond what is
directly and anbi guously derivable fromthe teaching of
the cited docunment. The opposition division's

concl usi on was essentially based on the observation in
(9) that reduction of the dosage reginmen from 10
caps/day to 8 caps/day resulted in recurrent pain but
resolved on returning to 10 caps/day.

On the basis of the explanations given in the

decl arations of Professor Rutgeerts (see eg

par agr aphs 8-10) and Prof essor Hernon-Tayl or (see eg
par agraphs 15, 16), including the pieces of prior art
cited therein, one cannot exclude that recurrence of
pain reported in (9) may in fact have been due to a
dosage reginmen too low to achieve effective rem ssion
of Crohn's di sease. Moreover, the state of the art
cited in the above-nentioned decl arations (see eg
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Sunmers et al; Gastroenterol ogy 1979, Vol. 77, 847-870)
woul d appear to suggest that in citation (9) the
patient's condition was not nonitored | ong enough for a
cl ear conclusion to be drawn to the effect that rel apse
prevention had i ndeed occurred.

In the board's judgnent, citation (9) does not disclose
clearly and unequivocally the treatnment of Crohn's

di sease in the small intestine as rel apse preventing
treatment and does not, accordingly, destroy the
novelty of claim1 of all the requests.

The patient in (9) was diagnosed pre- and
postoperatively as suffering from"termnal ilea
Crohn's disease”. Since the treatnment of conditions of
Crohn's disease in the colon is neither explicitly nor
inplicitly disclosed in the Wl nman paper, (9) cannot
destroy the novelty of clains 2 and 3 either which
relate to Crohn's colitis in its active phase and
Crohn's colitis in its chronic phase as rel apse
preventing therapy.

The proposed solution to the stated probl em according
to all three requests is therefore deened to be novel
within the meaning of Article 54(1) EPC

The only issue remaining is therefore whether the
proposed solution involves an inventive step.

Mai n request

0342.D

Claim2 relates to the use of budesonide or the 22R
epi mer thereof in the preparation of a pharmaceuti cal
conposition for the treatnent by the oral route of
Crohn's colitis in its active phase. Citation (9)
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provi des treatnent of active Crohn's disease of the
termnal ileum

The person skilled in the art, should he really need
this information, could see fromFigure 1 on page 1812
of (1) that the termnal ileumis directly connected to
t he col on. Docunent (1) discloses that the

gl ucocorticosteroid compound prednisolone is effective
inthe treatment of termnal ileal Crohn's disease,
Crohn's ileocolitis inits active phase, ie a condition
where the di sease occurs simnmultaneously in the il eum
and the colon, and is |likew se effective in conbination
wi th sal azosul fapyridine in the treatnment of Crohn's
colitis (see 1814, right-hand colum, |ast three

par agr aphs).

Citation (4) suggests that orally delivered 6-nethyl
predni solone is effective for all disease |ocations, in
particular for the treatnment of Crohn's conditions of
the ileumor the colon (see page 29, lines 15 to 17,
fromthe bottom

In the board's view, the skilled person faced with the
stated technical problemwould have been aware from his
know edge in anatony of the direct connection of the
termnal ileumand colon in the gastrointestinal tract.
From his knowl edge of the prior art he would al so have
been aware of the successful treatnent of Crohn's
conditions of the termnal ileumon the one hand, and
the colon on the other by the oral adm nistration of
one and the sane glucocorticosteroid conmpound. On the
basis of this know edge the person skilled in the art
woul d have reasonably expected that orally delivered
budesoni de, which has been shown in (9) to be effective
in the treatnment of Crohn's disease in its active phase
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inthe termnal ileum would be simlarly effective in
the treatment of Crohn's disease in its active phase in
the foll ow ng section of the bowel, ie the colon. In
the present situation, this notional skilled person was
provided with a clear hint fromthe prior art pointing
himin the direction of the clainmed use of budesoni de,
and it was only necessary to confirm experinmentally
that the highly probable result was in fact obtained.
The necessity of experinentally confirmng a reasonably
expected result does not render an invention unobvious.

In view of what has been said above, the board finds
that the use of budesonide according to claim2 does
not involve an inventive step contrary to the
requirenents of Article 52(1) in conjunction with
Article 56 EPC

Since a decision can only be taken on each request as a
whol e, there is no need to look into the patentability
of the other clains.

First auxiliary request

9.5

0342.D

At the priority date of the patent in suit, it was

al ready known to a person skilled in the art that
budesoni de exhibits a topical |ocal action rather than
a system c action. For exanple, (4) discloses on

page 30 under the heading "Steroid Absorption" (see
especially 2" paragraph, lines 7 to 9): "The prom sing
results with <....... > budesonide <....... > suggest

t hat plasma concentrations are uni nportant”.

Further, (8) provides additional evidence of the
predom nantly | ocal action of budesonide by stating:
"Budesoni de undergoes an extensive first-pass
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nmet abolismto netabolites of mnimal biologic activity,
whi ch accounts for the | ow frequency of systemc
effects" (see page 988, left-hand colum, lines 9 to
12).

The finding by Dr Wolman in (9) that treatnment of his
patient wth a regi mren of budesonide 5 ng/day "did not
result in systemc side effects of steroids" (see

page 147, lines 3 to 4) also clearly points the skilled
person to the predom nantly | ocal action of budesoni de.

For a person skilled in the art know ng that budesonide
acts predomnantly locally, it was obvious to use for
the treatnment of Crohn's colitis in its active phase a
controll ed rel ease formul ati on which releases its
budesoni de content in sufficient concentration in that
part of the bowel where the disease resides to exert
its local topic action. Suitable formulation techniques
to provide oral conpositions of budesonide fulfilling
all requirenents of controlled rel ease were, at the
priority date, already well known to a person skilled
in the art (see eg citation (12)).

In view of the foregoing, the board finds that the use
of budesoni de according to claim2 of the first
auxiliary request does not involve an inventive step
and that this request is accordingly not patentable

ei t her.

auxi liary request

At the priority date of the patent in suit it was

al ready known that it would be strongly desirable for
the treatnment of specific conditions of Crohn's

di sease, eg Crohn's colitis, to have preparations which
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rel ease a mpjor part of its drug content in the |ower
part of the intestinal system preferentially in the

| arge intestine, ie colon (see (12), paragraph bridging
pages 1 and 2). Ctation (12) suggests solving this
probl em by the provision of a nultiple unit conposition
in a capsule wherein the units which contain the
respective active conponent or drug are enteric-coat ed.
Sui tabl e coatings nentioned in (12) are, for exanple,
ani oni ¢ carboxylic acrylic polynmers soluble only above
pH 5.5 (see (12), page 3, line 11 onwards).

The subject-matter of claim2 of the second auxiliary
request results from an obvi ous conbi nati on of the
teachings of citations (9) and (12). It follows that
the second auxiliary request is not acceptable either.

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend P. A M Lancon
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