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Summary of Facts and Subm ssi ons

0219.D

Eur opean patent No. 0 552 202 with the title "Methods
nmedi at ed by the proto-oncogenic protein conplex AP-1"
was granted with 24 clains for all designated
Contracting States except ES and GR and 24 clains for
ES and GR on the basis of the international application
No. PCT/ US91/ 06848, published as WD 92/ 05447.

Two oppositions were filed relying on the grounds in
Article 100(a) and (b) EPC. In its interlocutory

deci sion dated 12 April 2002, the Opposition Division
found that the main request then on file (clainms 1 to 7)
could not be allowed for the reason that the patent
specification did not provide an enabling disclosure in
relation to claim6 (corresponding to granted clai m10)
whi ch read as foll ows:

"6. The use of a conpound as identified by the nethod
of claimse 1 to 5 for the preparation of a
pharmaceuti cal agai nst over-expression of steroid

hor none-responsi ve or steroid hornone-like conmpound-
responsi ve gene(s)."

However, the patent was maintained on the basis of the
first auxiliary request conprising clains 1 to 5 and 7
of the main request. Caiml read as foll ows:

"1. A nethod for identifying conmpound(s) useful for
treating abnormal cells, said nmethod conprising
sel ecting a conmpound whi ch displays bot h:
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(a) the ability to disrupt the function of AP-1, when
said conpound is enployed in a first assay system

conprising a cell |ine capable of expressing:
(1) steroid hornmone or steroid hornone-like
receptor,

(ii) AP-1, and

(iii) AP-1-responsive reporter; and

(b) substantially no ability to pronote
transcriptional activation of steroid hornone or
steroid hornone-like responsive genes, when said
conmpound i s enployed in a second assay system
conprising a cell |ine capable of expressing:

(1) steroid hornone or steroid hornone-Ilike
receptor, and

(ii) steroid hornmone- or steroid hornone-|ike-

responsi ve reporter."”

Dependent clainms 2 and 3 related to further features of
the nethod of claim1. Independent claim4 was directed
to a method for identifying conpound(s) which disrupt
the AP-1 response pat hway, but which exert
substantially no effect on steroid hornone or steroid
hor none-1i ke responsi ve pat hways. Dependent claim5
related to further features of the nmethod of claim4.

| ndependent claim6 was directed to a nethod for

sel ecting a conpound useful for treating abnornma

cells, said nethod conprising selecting a conpound

whi ch di srupts the function of AP-1, but has
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substantially no effect on the transcriptional
activation of steroid hornone-responsive or steroid

hor none-1i ke-responsi ve genes.

The appell ant (patentee) filed a notice of appeal
agai nst this decision, paid the appeal fee and
submtted a statenment of grounds of appeal together

with a new main request.

The board sent a conmunication pursuant to Article 11(1)
of the Rules of Procedure of the Boards of appeal,
indicating its prelimnary non-binding opinion.

On 27 Septenber 2004, the appellant filed further
witten subm ssions together with a new main request

and an auxiliary request.

The respondents (opponents 1 and 2) did not nmake any
witten subm ssions. They did not take part in the oral
proceedi ngs al t hough they had been duly sunmoned.

At the oral proceedings which took place on 27 Cctober
2004, the appellant filed a new request in replacenent
of all requests on file. This request conprised

claims 1 to 5 and 7 corresponding to clains 1 to 6

whi ch had been accepted by the opposition division
(identical to clains 1 to 5 and 7 of the main request
filed on 27 Septenber 2004) as well as a claim6 which
read as foll ows:

"6. The use of a steroid hornone or steroid hornone
anal ogue as identified by the method of clainms 1 to 5,
which fails to pronote transcriptional activation of
gl ucocorticoid receptor or retinoic acid receptor
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genes, for the preparation of a pharnaceutical for the
treatment of AP-1 stinulated tunor formation,
arthritis, asthma, allergies and rashes.™

The follow ng docunments are referred to in the present

deci si on:

OD19: Nagpal, S. et al., The Journal of Biol ogical
Chem stry, Vol. 270, No. 2, pages 923 to
927, 1995;

aD22: Fanjul, A et al., Nature, Vol. 372,
pages 107 to 111, Novenber 1994 ;

0oD23: Chen, J-Y., The EMBO Journal, Vol. 14,

No. 6, pages 1187 to 1197, 1995.

The appel lant's argunents may be sumrari zed as fol |l ows:

Article 83 EPC, sufficiency of disclosure; claim®6

No difficulties would be encountered when putting the

clainmed invention into practice.

- On the basis of conmon general know edge, the
skill ed person would be aware of which steroid hornones
woul d be likely to interact with the glucocortocoid or
retinoic receptors. Testing the hornones by the nethod
of claim1l would enable the identification w thout
undue burden of those anobngst them having the required
properties:
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- failing to activate transcription of
gl ucocorticoid or retinoic receptor responsive

genes.

- di srupting the AP-1 stinulation of AP-1

responsi ve genes.

| ndeed, it had been acknow edged by the first instance
that the patent specification provided sufficient
information for the nethod of claiml to be reproduced
and these findings had not been chall enged on appeal by
t he opponents.

Post - publ i shed state of the art (eg. OD19, (OD22, OD23)
provi ded evi dence that the nethods of the present
clainms were easily reproducible and led to the

i dentification of conpounds that would be appropriate
for the use of claim®6.

- Once a steroid hornone with the rel evant
properties had been identified, it was only a matter to
use it. Fornulating it as a pharmaceutical conposition
could be done as a matter of routine. Diseases agai nst
which it mght be useful were listed in the patent in
suit. At the effective date, the skilled person would
not doubt that the pharmaceutical would have a

t herapeutic effect because those di seases were known to
be the results of the AP-1 stinulation of certain genes
and the patent in suit disclosed that the active
ingredient in the pharnmaceutical would disrupt this
stimul ation.

The quot ed post-published state of the art as above
mentioned clearly established the |link between the



- 6 - T 0609/ 02

steroid hornone as identified in the patent in suit and
a disruption of AP-1 stinulation of transcription and
it also confirnmed that the diseases listed in the
patent in suit were likely to be treated by said
steroid hornone.

I n conclusion, the patent provided sufficient
information for the skilled person to be able to
reproduce the clained use in spite of the fact that no
techni cal evidence was given relative to said use,
because he/ she woul d necessarily achieve this use by
followi ng said information, as was confirmed by the

| ater publications. The requirements of Article 83 EPC
were fulfilled in relation to the subject-matter of

cl ai m 6.

The appel | ant (patentee) requested that the decision
under appeal be set aside and that the patent be

mai ntained on the basis of clains 1 to 5 and 7 of the
mai n request filed on 27 Septenber 2004 and of claim®6
filed during the oral proceedings on 27 Cctober 2004.

Reasons for the Decision

0219.D

Clains 1 to 5 and 7 of the request for consideration by
the board are identical to claiml to 6 on the basis of
whi ch the opposition division maintained the patent.
The patent proprietor is the sole appellant. Thus, in
accordance with the Enl arged Board of Appeal decision
G 9/92 (QJ EPO 1994, 875, cf order, item1l), the said
cl ai ms cannot be chal | enged.
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Only claim6 of the sole request on file is open to

revi ew.

Article 123(2)(3) EPC

2. A basis for the subject-matter of claim6 is found in
the application as filed, fromline 32 on page 13 to
line 28 on page 14. The scope of the clainmed subject-
matter is narrower than that of the correspondi ng
granted claim 10 (sections Il and VII, supra) since

- t he conpound to be used as an active ingredient in
t he pharnmaceutical conposition is restricted to a
steroid hornone or steroid hornone anal ogue capabl e of
interacting with the glucocorticoid- or retinoic-
receptors, and

- t he di seases stimulated by AP-1 which may be
treated with said conpound are identified in the claim
and

- t he nol ecul ar mechani sm nmentioned in the claimis
restricted to conpounds failing to pronote
transcription of the genes rather than to conpounds
agai nst the over expression in general, of said genes.

In the board's judgnent, the expression "which fails to
pronote transcriptional activation of glucocorticoid
receptor or retinoic acid receptor genes" is to be
understood as neaning "which fails to pronote
transcriptional activation of glucocorticoid receptor
or retinoic acid receptor responsive genes". The
requirenments of Article 123(2)(3) EPC are fulfilled.

0219.D
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Article 83 EPC, sufficiency of disclosure

0219.D

Claim6 relates to the use of a steroid hornone or

anal ogue thereof which fails to pronote transcriptional
activation of glucocorticoid receptor- or retinoic acid
receptor- responsive genes, for the preparation of a
pharmaceutical for the treatnment of AP-1 stinul ated
tumour formation, arthritis, asthma, allergies and
rashes, said hornone being identified by the nethod
according to the previous clainms. This latter aspect of
the claim(ie definition of the hornone in the
so-cal l ed "reach-through” format) has been debated to
sone extent during oral proceedings. However, as the
aspect of insufficiency in respect of the nedical

i ndi cation prevailed (cf points 4 to 13, infra), it is
not necessary to deal wth the "reach-through” issue in
t he present deci sion.

The patent specification describes a study of the
"interplay" between the steroid hornone/steroid hornone
receptor conplex regulating the transcription of
steroi d hornone-responsi ve genes and the AP-1 protein
regul ating the transcription of AP-1 responsive genes.
It shows that the transcription which is normally
activated by the steroid hornone/steroid hornone
receptor conplex and the transcription which is
normal ly stimulated by AP-1 are respectively down-
regul ated by AP-1 and by the steroid hornone receptor
(negative cross-regulation). The study is essentially
carried out using "custombuilt" constructs conprising
a reporter gene, the expression of which reflects the
effect of each regulatory protein/protein conplex on
transcription under various experinental conditions. It

is disclosed that the cross-regul ati on takes place at
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the protein level, involving an interaction between the

steroid receptor and AP-1.

The patent specification provides no evidence at al
relating to the invention in claim®6: no steroid
hornone is identified as binding to the hornone
receptor in such a way that the so-forned conplex wll
di srupt AP-1 stinulated transcription and at the sane
time fail to pronote steroid hornone regul at ed
transcription; no data of any kind are presented

i ndicating that such an hornone (if it were identified)
coul d have an inpact on any of the listed specific

di seases. In fact, in the application as filed, the
sole reference to the potential role of the steroid
hornmone of claim6 is found in the passage bridgi ng
pages 13 and 14: "The nmethod of the invention can be
enployed in a variety of ways, e.g., for treating

di sease states which are stinulated by AP-1. Such

di sease states include tunor formation (e.g. formation
of |ynmphomas), arthritis, asthma, allergies, rashes,
and the like.". In short, the patent specification is
not concerned with giving a technical basis to what is
cl ai ned.

The appel | ant provi ded post-published evi dence show ng
t hat steroid hornones such as needed to carry out the
use according to claim6 were |ater structurally
identified and that they, indeed, have an effect on
AP-1 stimulated transcription. In docunent OD19
published in 1995, it is nentioned on page 924,

ri ght-hand colum: "These results denonstrate that even
t hough these retinoids do not effectively activate gene
expression though RARa (Table 1), they still can

ant agoni ze the APl-dependent expression of 84S-CAT
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t hrough RARa in a potent manner.". On page 926, right-
hand colum, it is further stated: " Thus, the cross-
tal k between the retinoid and APl signal transduction
pat hways could clearly be mani pul ated for therapeutic
benefit in inflammtory and hyperproliferative

di seases, ...". In docunent OD22 published in 1994,
summary, the following statement is found: "Here we
describe a new class of retinoids that selectively
inhibits AP-1 activity but does not activate
transcription.” and on page 110: "The anti-AP-1-
selective retinoids are of particular interest because
of their anti-proliferative activity." As for docunent
OD23 published in 1995, summary, it discloses that:
"Using retinoic acid receptor (RAR) reporter cells
specific for either RARa, b or g we have identified
synthetic retinoids... Like RA these synthetic
retinoids allow all three RAR types to repress APl
(c-Jun/c-Fos) activity, denonstrating that the
transactivation and transrepression functions of RARs
can be dissociated by properly designed |igands."” and
on page 1195, l|eft-hand colum: "Therefore the
possibilities of designing "dissociating"” |igands for
RA nucl ear receptors point to new avenues in the

prevention and treatnent of proliferative di seases".

On the basis of the disclosures of these post-published
docunents, it was argued by the appellant that by
carrying out the clained invention, one would
necessarily obtain pharmaceutical conpositions since it
was by follow ng the teachings of the patent in suit
that the post-published results had been obt ai ned.
Consequently, in the appellant's opinion, sufficiency
of disclosure had to be acknow edged.
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The board cannot share this opinion. Sufficiency of

di scl osure nust be satisfied at the effective date of
the patent, ie on the basis of the information in the
pat ent application together with the common gener al
know edge then available to the skilled person.

Acknowl edgi ng sufficiency of disclosure on the basis of
rel evant technical information produced only after this
date would lead to granting a patent for a technica

t eachi ng which was achi eved, and, thus, for an

i nvention which was made, at a date later than the
effective date of the patent. The general principle
that the extent of nonopoly conferred by a patent
shoul d correspond to, and be justified by, the
technical contribution to the art, has to be kept in
mnd (eg. decision T 409/91, QJ EPO 1994, 653).

Were a therapeutic application is clained in the form
al l owed by the Enl arged Board of Appeal in its decision
G 5/83 (QJ EPO 1985, 64), ie in the formof the use of
a substance or conposition for the manufacture of a
nmedi canment for a defined therapeutic application,
attaining the clainmed therapeutic effect is a
functional technical feature of the claim (see G 2/88
and G 6/88, QJ EPO 1993, 93 and 114, Headnote IlIl. and
point 9 of the reasons, for non-nedical applications,
see also T 158/ 96 of 28 Cctober 1998, point 3.1 of the
reasons). As a consequence, under Article 83 EPC,
unless this is already known to the skilled person at
the priority date, the application nust disclose the
suitability of the product to be manufactured for the
claimed therapeutic application. It is a well-known
fact that proving the suitability of a given conpound
as an active ingredient in a pharmaceutical conposition
m ght require years and very hi gh devel opnental costs
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which will only be borne by the industry if it has sone
formof protective rights. Nonethel ess, variously
formul ated clains to pharmaceutical products have been
granted under the EPC, all through the years. The

pat ent system takes account of the intrinsic
difficulties for a compound to be officially certified
as a drug by not requiring an absol ute proof that the
conpound i s approved as a drug before it may be cl ai ned
as such. The boards of appeal have accepted that for a
sufficient disclosure of a therapeutic application, it
is not always necessary that results of applying the
claimed conposition in clinical trials, or at least to
animals are reported. Yet, this does not nean that a
sinpl e verbal statenent in a patent specification that
conmpound X may be used to treat disease Y is enough to
ensure sufficiency of disclosure in relation to a claim
to a pharmaceutical. It is required that the patent
provi des sone information in the formof, for exanple,
experinmental tests, to the avail that the clai ned
conpound has a direct effect on a netabolic mechani sm
specifically involved in the disease, this nechani sm
being either known fromthe prior art or denonstrated
in the patent per se. Showi ng a pharnaceutical effect
invitro my be sufficient if for the skilled person
this observed effect directly and unanbi guously
reflects such a therapeutic application (T 241/95, QJ
EPO 2001, 103, point 4.1.2 of the reasons, see also

T 158/ 96 of 28 October 1998, point 3.5.2 of the reasons)
or, as decision T 158/96 also put it, if there is a
"clear and accepted established rel ati onship" between

t he shown physiological activities and the disease (Il oc.
cit.). Once this evidence is available fromthe patent
application, then post-published (so-called) expert
evidence (if any) may be taken into account, but only
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to back-up the findings in the patent application in
relation to the use of the ingredient as a
phar maceutical, and not to establish sufficiency of

di scl osure on their own.

The appel | ant argued that experinental tests were in
fact irrelevant because no prediction could be nmade on
their basis that the observed effect would equally be
seen in vivo. The board will agree that an in vitro
effect may not necessarily be reflected in vivo, but
this does not |essen the usefulness of in vitro tests
in general in relation to sufficiency of disclosure.

| ndeed, the in vitro tests cannot be perfornmed unl ess
the "protagonists" of the test are available. This
nmeans that the skilled person is nade aware of the
structure of the active ingredient proposed for the
pharmaceutical conposition as well as, in technical
terns, of a definite |link between the ingredient and

t he mechani sm al |l egedly involved in the disease state.
The presence of a cause/effect relationship is, thus,
made pl ausi bl e. For how i nconpl ete the data m ght be,

t hey nonet hel ess go one step further towards disclosing
the invention w thout |eaving an undue burden to the
reader. In this context, it should be noted that it is
on the very sane kind of tests (but published sone
three to four years later) that the appellant based its
argunents in favour of sufficiency of disclosure. In
any case, the appellant's argunent could not justify
the recognition of sufficiency of disclosure in
relation to a claimto a therapeutic application of a
conposition when in the specification there exists no
evidence at all of its potential effectiveness.
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11. Here, a patent on pharnmaceutical drugs for the proposed
medi cal conditions having as active ingredient the
steroid hornone of claim®6 does not appear to be
justified pursuant to Article 83 EPC since at the
effective date,

- no such steroid hornone had in fact been
identified, with the corollary that a negative effect
on AP-1 stimulation of transcription and on the
transcription of steroid hornone- responsive genes had

not been proven,

and, noreover, there was not a shred of evidence that:

- switching off AP-1 activation of transcription by
t he cl ai med hornone woul d not affect the overal

met abolismin such a way as to nake sai d hornone
unsui t abl e as a nedi canment, nor that

- switching off the transcription of all AP-1
responsi ve genes woul d have such an effect on the
transcription of those AP-1 responsive genes which are
involved in the nentioned di seases so as to produce
sonme relief fromsaid diseases.

O herwi se stated, the subject-matter of claim6 covers
[imtless and untried downstream devel opnents in
relation to yet to be denonstrated nol ecul ar

mechani snms. In the board's judgnent, it anmounts to no
nore than an invitation to set up further research

prograns for which no guidance is forthcom ng.

12. It is accepted that sonme years after the filing date of
the patent in suit, sone steroid hornone anal ogues were

0219.D
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i ndeed shown to interfere with AP-1 stinul ated
transcription as required for the steroid hornone of
claim6. To the board, however, it can only nean that

it took a few years of research work possibly involving
inventive step and, therefore, undue burden, to put the
cl ai med subject-matter into practice ie to structurally
identify the rel evant product(s) and show a potenti al
effect in therapy. Even then, the correspondi ng use as
a pharmaceuti cal was suggested rather than shown (see

poi nt 6, supra).

In summary, sufficiency of disclosure nust, in
principle, be showm to exist at the effective date of a
patent. If the description of the patent specification,
like in the present case, provides no nore than a vague
i ndi cation of a possible nedical use for a chem cal
conpound yet to be identified, later nore detailed

evi dence cannot be used to renmedy the fundanental
insufficiency of disclosure of such subject-matter.

For these reasons, it is concluded that sufficiency of
di sclosure fails in respect of the subject-matter of

cl ai m 6.
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Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar The Chai r man

A. Wl i nski L. Galligani

0219.D



