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Summary of Facts and Submissions

C8187.D

European patent application No. 02 795 936.0, filed as
international application PCT/US02/40620 and published
as WO 037051350, was refused by a decision of the
examining division on the basis of

Article 97(1) EPC 1973.

The relevant passages of claim 1 of the request before
the examining division read as follows (note: starting
from the formula, the claim is reproduced as facsimile

including its numbering of the pages):

"Use of lipoxin or a lipoxin analog for the preparation
of a pharmaceutical agent comprising the lipoxin or
lipoxin analog in a therapeutically effective amount
for causing a subject"s tissue to express increased
levels of bactericidal permeability iIncreasing protein
(BP1), thereby treating infection caused by gram-
negative bacteria, wherein the lipoxin or lipoxin

analog has the following formula:

Rz
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wherein Ry if present can be

HO, 05
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wherein X is Ry, OBy, or SRy;
- wherein R is
(i) a hydrogen atom;
(if) an alkeyl of 1 to 8 carbons atoms, inclusive, which can be straight
chain or branched;
(i a cycloalkyl of 3 to 10 carbon stoms, inclusive;

(iv) an arallkyl of 7 10 12 carbon atoms; .
(v) phenyl; ' '
- (v) substituted pheayl .
Fl Z3
. g ..

z} Z

wherein Z, Z, Zia, Ziy and Zy are each independently selected fom —

NOs, ~CN, —C(=0}-R,, ~SO3H, a hydrogen atom, halogen, methyl, -
OR,, wherein Ry is 1 to 8 carban atoms, inclusive, which can be a
straight chain or branched, andbydroxyl; "
{m} a detectable label n:tﬂlacnle; or
_ (viii) & straight urbrmﬁhedchama!kmylufztoﬂ ::ar‘l:matums,

: inclusive;

wherein Q is (C=0), SO; or (CN);

wherein Qs is O, § or NH; '

wherein one of Ry and Ry is a hydrogen atom and the other s -
(a) a hydrogen atom; N

by m alkylof 1 to § carbon atoms, inclpsiw:, which can be strmght chain _

or branched; _
(¢} 2 eycloallyl of 3 to 6 carbon atoms, inclusive;
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or

(d) an alkenyl of 2 fo § carbon atoms, m::lume, whmh can be straight
cha:murbramhtﬂ,nr '
(&) RQRs
_ wherangls—D nr-S- . :
'ﬂﬂmclnR.mﬂkyleuenfﬂmﬂmhnnsaﬁJms mclwe,whmhcm‘u: :
sﬂmghtchmnrhrmbad,mdwhermhlsahdnfﬂtusmhnnm
mchmve,wh:hmheshmgbtnhmurhrmchﬂ, o
: n&mmmm ' . '
(a}ahamgmmm, -

: w]:nmnY; utY;m-{'.lE, mﬂhyLm-EH&ndwh:mmihauﬂmw
(a}ahyﬂ:mgmawm '
(l:-}GH-Zb '

| whuan-!-h—ﬂ =to3, 'n-EItnS and
w:hz,mdepmﬂmﬂy,m aqrmn amtm m‘ahahgr:namm,

' _{d}ana.'(h:m:rnfl hutlcmﬁmnatum.*., mc‘.luswr
utY;degt:a.kenmgaﬂ:mrm
*(a)=NH; o '
®=0;
wherein Ry is o
" (a) am‘allcy] of 1 to 9 carbion atoms which carl be straight chain or
(6) <(CH:) R
_ 'whemﬁmmm:s
@a u}rc]uﬂilqu of 3 to 10 carbon atoms, mr.lum'-"c
- {u}zphr.uyl.nr
. (ii1) substitated phenyl

(b}mquer.bfl to ﬁm‘bnnatnms mcluam, whmhmnb: a:ra:ghtcham -
_m.'bnnd:l.ad, o : :
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wherein Z;, Z, Zs, Ziv ad Zy are each independently selected from -
NO;, ~CN, ~C(=0)-R;, ~SO3H, a hydrogen atom, halogen, methyl, -
DR.,whu'ﬁanls 1 mﬁmm:mlumve,whchmbaa

' wmmmmwmmmhm

(n)"R,Q.Ru
whmnqluﬂurs ;
whm:mR. is nIk}rImc of 0 to 6 carbons ahc:rms, mcluswa, which can be
ﬂm@ﬂﬂmmmbnmmﬂ _
' whqumhmﬂkflufnmsmrbunamms,mclmw,wmchmhe
straight chain or branched;
(d) —ClRai) (Bav)— s
whﬁﬁnTh|mﬂIhpnuﬂuhimﬁ@uﬂﬂﬂhﬁ
(i) a hydrogen atom;
ﬁﬂCH.zmhma+h=3 a=0 1o 3, b=(H3, anﬂwhetﬁ.neanhf,
independently, is a cyano, amﬂ'ﬂ,urahalugmai‘mn, :
' (a}ahalmlkylnfltuharbunmmﬂ,mdum'ﬁ.andltnﬁhlngen
atoms, mclumve,su'a.tghtchmnorbmmhad,md
' wherein R; is
() 2 hydrogen atom;
{b]maﬂc}'iﬁ'amlmum’mnatums,mchmmmﬂtchmM -
. branched; -
{c) a halogen; _
wherein Ry, and Ray are each independently:

il
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L

(&) 2 hydrogen atom;
(b) an allyl of 1 tu E naﬂmﬂ atoms, mcluswe, wh:u:h canbc straight chain

orl:ramh&d,

(c)a cyvclna.lkj'l of3to 6 ca:imn atoms, mcluswe.

{ﬁ}maﬂ:mﬁufﬂtnﬂ:arbma.tm mclumvc,w}m:hmnbc:sﬁmght .

cha]norh'ﬂﬂﬂhﬁd,nr
(EORQR
whermnfhls-o-urhﬁ—
mhermk;malkﬁen&nfﬂtnﬁcmsaﬂmmmnlmmwhmhmb:
straight chain or branched; mdwhﬁmnhma&ylufﬂm 8 carbon atoms,
mc]umve,whxhcmbcmghmhammbrmuhad, )
mngquismﬁﬁ,memhydrbmw—SHand
w]:lfremﬂ:mnﬂ:lrrla :
_ '(a}nhydmgma.tum,
CBCHZ,
Wherein a+b=3, =0 t0 3, b=ﬂtc>3
ﬂndwﬁmmhz.mdwmdmﬂmmam a nitro, o:ahalugmatum,
{n}ma&;&uflh{mﬁmm,mﬂmu,mﬁtnhmmmm,
- (d) am alkoxy of 1 to 4 carbon atoms, inclusive, straight chain or
. nrY;;mi:IY{‘taktugetﬁgra:g o
@=Nmor |
®)=0; _
wherein Y or Y is—OH, methyl, bydrogen, or —SH and
whersin the otheris. |
(a}ah}rdmgaqamﬁ;_
(v) CH,Z,
' where a+b=3, a;=-|]t¢3 buums
. Wherein each Z, independently, is a cyano, a mitro, utahalugm stom;
(¢) am aliyl of 2 to 4 carbon atoms, inclusive, straight chain ot branched;

.__"![.I'U--n
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i::d}:mal]mx:,rufl to 4 carbon atoms, inclusive, strmghtr.hmuar :
branched: : | o . :
" or Ysand Y taken together are -
@
®)=0:
‘wherein R, is: |
{ﬂ)ﬂh}'ﬂmﬁmmﬂ
: {b}aﬂcylnflmsmnmms
R wherein Ry is . '
btz

' mahzmamzmmhmmwmm—'
NO,, ~CN, ~C(=0)-Ry, ~SO4H, a hydrogen atom, halogen, methyl, -ORs,
- ':mmmlmﬂmmmhﬂmwhchmheammgﬁdumu
'~ ‘braached, and hydroxyl; __
' (b) & substituted phenoxy

R whﬁreinziihmugﬁ'z.,aré.as'deﬁm_da:bﬁv;or.

— AoA —
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whn-cinziﬂmilghz\,m as defined above,
wﬁmnhmdhm:achnﬂapwdenﬂy

(2) ahydrogen atom; -
'-mﬂhrdmrﬁ.orahﬂ,
: {c}amcth}rluraha]nmgﬂ:l}i,

'{ﬂahﬂm .
{e}malknzyofltn3mbmamms,
wheremkamﬂ'ﬂ,mam:hmdepemiﬂnﬂ?
{al'ih?dmsmﬁtﬂm, : '
) a.hydroxﬂ, or thiol;

() aﬁjm urna.lumuﬂyl T .'-""‘"_'".‘"“"-'— T s ek
! d}ahahgm, S ' ' '
'(e}aualkmynflms::arbmaimaor . :
' (§amalkyl or haloalkyl of 2 t04 carbon atoms, mnlumve,wht:hcanbe
sh‘aghtthamnrhrmhed. SR

.'_.;M‘L_—
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. The documents cited during the proceedings before the
examining division and the board of appeal include the
following:

(1) WO-A-01/70664

(2) WO-A-95/01179

1v. The examining division held the subject-matter of the
request not to be new with respect to documents (1)
and (2).

V. The appellant lodged an appeal against said decision of
the examining division and filed grounds of appeal
relating to the set of claims filed with letter of
28 April 2005 and on the basis of which the examining
division had taken its decision. In addition, this
submission of 10 March 2008 contained two further sets

of claims as first and second auxiliary request.

The wording of claim 1 of the first auxiliary request

is as follows:

"A method for lessening an inflammatory response
resulting from a bacterial infection comprising:
administering to a subject a therapeutically effective
amount of a purified lipoxin, such that the subject”"s
tissues express increased levels of bactericidal
permeability increasing protein (BPl); and

wherein the bacteria are sensitive to BPI and the
infection is decreased."

C8187.D
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Claim 1 of the second auxiliary request reads as

follows:

"A method of investigating the ability of a lipoxin
compound to treat an infection caused by gram-negative
bacteria, which method comprises testing the effect of
said lipoxin an the expression regulation of

bactericidal permeability increasing protein (BPI1)."

VI. Oral proceedings took place on 10 July 2012 in the

presence of the representative of the appellant.

VII. The arguments of the appellant in both the written and

oral proceedings may be summarised as follows:

With respect to Article 52(2) EPC and relating to

claim 1 of the main request it was emphasised that
documents (1) and (2) did not refer to the use of any
lipoxin, as defined by the formulae, in a medicament
for treating infection caused by gram-negative bacteria
by way of causing a subject"s tissue to express
increased levels of bactericidal permeability
increasing protein (BPI). This subject-matter was new
in particular because of the disclosure of the
mechanism for causing expression of iIncreased levels of
BPI.

In the applicant®s opinion, the wording of claim 1 of
the first auxiliary request involved no problem with
respect to Article 53(c) EPC.

Claim 1 of the second auxiliary request was to be
derived from the overall content of the application as

filed, exhibited no problems with respect to

C8187.D
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Article 83 EPC because of the examples that were

disclosed i1n the application and, finally, there were
no problems with respect to Article 84 EPC, even with
regard to the considerations set out by the examining

division In the communications cited in i1ts decision.

The appellant requested that the decision under appeal

be set aside and that a patent be granted on the basis

of the claims of the main request filed with the letter
dated 28 April 2005 or, alternatively, on the basis of

one of the two auxiliary requests filed with the letter
dated 10 March 2008.

Reasons for the Decision

C8187.D

The appeal i1s admissible.

The amended claims filed by the appellant with letter
of 10 March 2008 represent an attempt to overcome the
objections raised by the examining division in its
decision. Consequently, they are admitted into the

proceedings.

Claim 1 of the main request; Article 52 EPC

The subject-matter of this claim relates to the use of
lipoxin or a lipoxin analog selected from the pool
defined by a generic formula for the preparation of a
medicament for treating infection caused by gram-
negative bacteria by causing a subject®s tissue to
express iIncreased levels of bactericidal permeability
increasing protein (BPI).
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One example of a lipoxin or lipoxin analog comprised in

the generic formula

Rz

is where R; is the fourth member out of the list

following the formula on page 94 of claim 1 and R, is
hydrogen (lines 6 and 7 on page 101 of the claim),

and where R, is the sixth member out of the second list
following the formula on page 95 of claim 1 and Ry is
substituted phenoxy containing Zi, Zii, Ziii, Ziv and Z,
as hydrogen according to lines 9 and 15 to 17 together
with line 12 on page 101 of the claim,

which results in the following chemical formula:

HQ OH
A COOH
7 No—()

OH

Document (1) relates to the treatment of illnesses
caused by gram-negative bacteria (see claim 12 together
with page 2, lines 25 to 28) by use of lipoxin analogs
(see claim 11 together with claim 10 and claim 2); the
suggested lipoxin analogs comprise exactly the lipoxin
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analog of the application in suit as defined above (see
document (1), figure 4 and page 30, lines 4 to 10).

Thus, one of the lipoxin analogs, disclosed as an

individualised, particular substance administered in an
experiment showing i1ts usefulness for the treatment of
ilInesses caused by gram-negative bacteria according to
document (1) matches the generic formula claimed in the

application iIn suit.

Accordingly, the technical teaching set out in claim 1
of the main request in the form of a second medical use
which refers to the substance to be used, to the
medicament to be prepared and to the illness to be
cured 1s the same in this claim 1 as in the technical
teaching disclosed iIn document (1). The same substance
must inevitably act in the same manner and follow the

same mechanism or mechanisms in both cases.
Therefore, the subject-matter of claim 1 of the main
request is not new with respect to the teaching of
document (1).

Claim 1 of auxiliary request 1; Article 53(c) EPC
Article 53(c) EPC stipulates:

"European patents shall not be granted in respect of:
(c) methods for treatment of the human or animal body
by surgery or therapy ...; this provision shall not

apply to products, in particular substances or
compositions, for use in any of these methods."
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Claim 1 of the first auxiliary request relates to

a method for lessening an inflammatory response
resulting from a bacterial infection comprising:

administering to a subject ..

with the definition of "subject" being "intended to
include living organisms susceptible to conditions or
diseases caused or contributed bacteria and pathogens
as generally disclosed, but not limited to, throughout
this specification. Examples of subjects include humans,
dogs, cats, cows, goats, and mice. The term subject is
further intended to include transgenic species.”™ (see
page 64 of the description as originally filed, lines 6
to 10).

"Lessening an inflammatory response resulting from a
bacterial infection”™ is a therapeutical treatment.
Consequently, the subject-matter of claim 1 of the
first auxiliary request is a method for treatment of
the human or animal body by therapy and therefore is
not patentable.

Claim 1 of the second auxiliary request; Article 84 EPC

This claim relates to

a method of iInvestigating the ability of a lipoxin

compound ...

The feature that "a lipoxin compound™ is defined to be
the subject of the iInvestigation means that the pool of
substances to be tested i1s intended to be limited iIn
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order not to comprise all organic compounds in their

entirety.

Therefore, also this feature in claim 1 of the second
auxiliary request - just like the other features
contained In the claim - must comply with

Article 84 EPC requiring the claims to define the
matter for which protection is sought and to be clear

and concise.

The term "a lipoxin compound™ per se cannot provide a
sufficient definition of the limited pool of related
compounds, because it is not clear what kinds of
compounds similar to lipoxines are being included by
opening the term "lipoxin™ to the broader term "lipoxin

compounds™.

5.2 Accordingly, the teaching of claim 1 of the second

auxiliary request is In breach of Article 84 EPC.

C8187.D
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Order

For these reasons 1t i1s decided that:

The appeal is dismissed.

The Registrar: The Chairman:

N. Maslin U. Oswald

C8187.D



