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Summary of Facts and Subm ssi ons

2259.D

Eur opean patent No. 0O 604 552 with the title "Method of
synt hesi zi ng di verse collections of oligoners" was
granted with 15 clains based on the International
application WD 93/06121 filed as PCIT/ US92/07815.

| ndependent clains 1, 2, 9 and 12 as granted read as
fol |l ows:

"1l. The use of identifier tags to enabl e subsequent
identification of reactions through which nenbers of a
library of different synthetic conpounds have been
synt hesi sed in a conponent by conponent fashion and
consequent deductive structural identification of said
menbers. "

"2. Alibrary of different synthetic conpounds, which
conpounds are obtai nable by synthesis in a conponent by
conponent fashi on which |inks each conpound to one or
nore identifier tags which enabl e subsequent
identification of reactions through which said
conponents were incorporated and consequent deductive
structural identification of said nenbers."

"9. A tagged synthetic oligonmer l|ibrary produced by
synt hesi zing on each of a plurality of solid supports a
singl e oligoner sequence and one or nore identifier
tags identifying said oligomer sequence, said oligoner
sequence and identifier tags synthesized in a process
conprising the steps of:

(a) apportioning said supports anong a plurality of

reacti on vessel s;
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(b) exposing said supports in each reaction vessel to a
first oligomer nononmer and to a first identifier tag;

(c) pooling said supports;

(d) apportioning said supports anong a plurality of

reacti on vessel s;

(e) exposing said supports to a second ol i goner nononer
and to a second identifier tag; and

(f) repeating steps (a) through (e) fromat |east one
to twenty tines." (enphasis added by the Board)

"12. A nmethod of recording each step in a sequence of

ol i gomer nononer additions in the synthesis of an

ol igonmer library, the nethod conprising adding an
identifier tag in conjunction with the addition of each
nmononer, and performng at |east two cycles of nononer
and tag addition, thereby formng a series of
identifier tags identifying said oligoner sequence.”

As for the remaining clains: dependent clains 3 to 8
were directed to enbodi nents of claim2; independent
claim10 was directed to a nethod of preparing a tagged
synthetic oligonmer library; independent claim1ll was
concerned with a solid support; dependent clainms 13

and 14 were enbodi ments of claim 12 and i ndependent
claim15 was directed to an oligoner library obtainable
by a process of clains 12 to 14.
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An opposition was filed requesting revocation of the
pat ent on grounds of l|ack of novelty, |ack of inventive
step and | ack of sufficient disclosure. During

opposi tion proceedings, the Patentees filed new cl ains
of a main request and of auxiliary requests 1 to 4.

By a decision within the nmeaning of Article 102(1) EPC
dated 11 April 2000, the Opposition Division revoked
the patent. It was decided that the main request and
auxiliary requests 1 and 2 then on file failed to
fulfil the requirements of Articles 84 and/or of
Article 123(2) EPC and of Rule 57a EPC. Sufficiency of
di scl osure was found | acking with regard to the
invention as clainmed in the auxiliary requests 3 and 4
(Article 83 EPC), since the invention could not be
carried out over the whole scope of the claim

The Appel lants (Patentees) | odged an appeal against the
deci sion of the Qpposition Division, paid the appeal
fee and filed a statenent of grounds of appeal together
with a new main request and new first and second

auxiliary requests.

| ndependent clainms 1 and 4 of the mmin request
(claims 1 to 5) read as foll ows:

"1. A nethod of recording each step in a sequence of

ol i gomer nononer additions in the synthesis of an
oligomer library, the nethod conprising synthesizing
each oligoner on a solid support and at a separate

| ocati on adding on said support a chemcally conpatible
identifier tag in conjunction with the addition of each
nmononer, and performng at |east two cycles of nononer
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and tag addition, thereby formng a series of
identifier tags identifying said oligoner sequence.”

"4. A tagged synthetic oligonmer |ibrary produced by
synt hesi zing on each of a plurality of solid supports a
singl e oligomer sequence and, at a separate |ocation on
sai d support, one or nore identifier tags identifying
sai d oligoner sequence, said oligoner sequence and
identifier tags synthesized in a process conprising the
steps of:

(a) apportioning said supports anong a plurality of

reacti on vessel s;

(b) exposing said supports in each reaction vessel to a
first oligomer nononmer and to a first identifier tag;

(c) pooling said supports;

(d) apportioning said supports anong a plurality of

reacti on vessel s;

(e) exposing said supports to a second ol i goner nonomner
and to a second identifier tag; and

(f) repeating steps (c) through (e) fromat |east one
to forty tinmes." (enphasis added by the Board)

Clainms 2 and 3 related to further features of the
met hod of claiml. Claim5 related to a nethod for
preparing a tagged synthetic oligonmer l|ibrary including
essentially the sane steps as in the nmethod in claimA4.
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Clains 1 and 4 of the first auxiliary request (clains 1
to 5) differed fromclains 1 and 4 of the main request
respectively in that:

- inclaiml the feature "performng at |east two
cycles of nononer and tag addition, thereby
formng a series of identifier tags identifying
sai d oligoner sequence" was replaced by the
feature "performng fromtw to five cycles of
nonomer and tag addition, thereby formng a series
of identifier tags identifying said oligoner
sequence." (enphasis added by the Board);

- inclaim4, feature (f) read "repeating steps (c)
through (e) fromone to three tinmes" (enphasis
added by the Board).

Clainms 1 and 4 of the second auxiliary request
(claims 1 to 5) differed fromclains 1 and 4 of the
mai n request respectively in that:

- inclaiml, the feature "and perform ng at |east
two cycles of nmononmer and tag addition, thereby
formng a series of identifier tags identifying
sai d oligoner sequence" was replaced by the
feature "and perform ng two or three cycles of
nmonomer and tag addition, thereby form ng a series
of identifier tags identifying said oligoner
sequence." (enphasis added by the Board);

- inclaim4, feature (f) read "repeating steps (c)

t hrough (e) once" (enphasis added by the Board).
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The Respondents (Opponents) wi thdrew their opposition
on 9 January 2001.

The Board sent a conmunication pursuant to Article 11(2)
of the Rules of Procedure of the Boards of appeal
together with the summons to oral proceedings,
indicating its prelimnary, non-binding opinion. In
particul ar, the necessity of discussing whether or not
the amendnent in claim4 of the main request was

occasi oned by grounds of opposition was enphasi zed (cf.
point 2 of the communication). Furthernore, it was
mentioned that claim4 could be held to fail to fulfil
the requirenents of Article 123(2) EPC since it rel ated
inter alia to a tagged synthetic oligoner |ibrary where
t he | ongest oligonucl eotide conprised 41 nononeric
units, which library did not seemto have been

di sclosed in the application as filed (cf. point 4 of
the communication). It was al so pointed out that the
application as filed did not seemto disclose twd to
five cycles or two to three cycles of nononmer addition
inrelation to tagged oligoners, which, therefore,

rai sed doubts as to whether the subject-matter of
claiml1l of the first and second auxiliary requests
fulfilled the requirenents of Article 123(2) EPC (cf.
point 7 of the communication).

The Appellants inforned the Board that they would not
be attending the oral proceedings and that they did not
mai ntain their request for oral proceedings. These were
cancel l ed. No substantive reply to the Board's

provi sional view nor anmended claimrequests were filed.
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The follow ng docunments are referred to in the present

deci si on:

(4): Smth, L.M et al., Nature, Volunme 321, 1986
pages 674 to 679;

(5): Furka, A et al., Int.J.Peptide Protein Res.
Vol une 37, 1991, pages 487 to 493;

(7): Omrla, S.E et al., Proc.Natl.Acad. Sci.USA
Vol une 87, August 1990, pages 6378 to 6382;

(13): WO 90/ 14441;

(47): Decl aration of Professor M Bradl ey dated
30 Cctober 1999 and acconpanyi ng attachnents;

(53): Declaration of Professor A Furka dated 24 July
2000 and acconpanyi ng attachnents;

(54): Second decl aration of Professor M Bradl ey dated
16 August 2000 and acconpanyi ng attachnents.

The Appellants' argunents in witing insofar as they
are relevant to the present decision may be sumari zed
as follows:

Mai n request; claim4

Rul e 57a EPC

The amendnent carried out in claim4, which

corresponded to claim9 as granted was ai nmed at
correcting a drafting error in the claimwhich existed
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fromthe very beginning. It was allowable since it

di sposed of an inconsistency between the claimand the
description. In accordance with the case |aw (cf. eg.

T 113/86 of 28 Cctober 1987), correcting the error did
not constitute an abuse of the opposition proceedings.
The cl ai ns being considerably limted vis-a-vis granted
clainms 1 and 2, it was necessary to maintain at |east
sone reasonabl e coverage for the general principle of
the invention, ie the conbinatorial "split and pool”
synthesis format which was not limted to even-nunbered
oligonmeric units only, but included al so the odd-
nunber ed ones.

Article 123(2) EPC

The subject-matter of claim4 at issue conprised
libraries containing tagged oligoners with an even or
an odd nunber of nonomers. It was not denied that the
corresponding granted claim9 (which corresponded to
claim14 as filed) related to tagged oligonmers with
only an even nunber of oligonmeric units, in consequence
of the repetition of a two-unit cycle. However, it was
wong to base an Article 123(2) EPC objection entirely
on the wording of just one claim There was anple basis
in the application as filed for the application of the
conbinatorial "split and pool™ synthesis format to both
even and odd nunbered oligoneric units. For exanple,
claim?21 as filed clearly related to a process for
making |ibraries conprising oligonmers with an even or
odd nunber of nononers. The sanme information could al so
be found in the application as filed on page 3, line 35
onwards, page 12, lines 14 to 16, page 13, line 25
onwards and exanple 3G Libraries conprising oligoners
with an even or odd nunber of nononmers were, thus, part
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of the original disclosure. The requirenents of
Article 123(2) EPC were ful filled.

First and second auxiliary requests

Article 123(2) EPC

The first auxiliary request was limted to "dinmeric" to
pentameric" library nmenbers. Basis for the limtation
of claiml1l to no nore than five cycles of nononmer and
tag addition could be found in a nunber of places in
the application as filed. Page 7 line 34 of the B
specification referred to oligoners usually being "from
3 to 8 residues in length". This inplicitly included
tagged pentaneric material. Pentapeptides were
specifically disclosed eg in Exanples 1 and 2. Tagged
tetrameric materials were clearly within the scope of
granted clains 12 and 14. Tetranmers were al so
inmplicitly disclosed in the expression "from3 to 8
residues in length". Tagged trineric and dineric
materials were nentioned on page 7, line 12 and on
page 5, line 21, respectively. Thus, each of the

i ndi vi dual possible oligonmer sizes enbraced by the
first auxiliary request were explicitly disclosed. As
the second auxiliary request limted the situation
further referring only to "dineric" or "trimeric"
structures there could be no Article 123 problem for
ei ther cl aimrequests.

The Appellants requested that the patent be nmintained
on the basis of the main or first or second auxiliary
requests submtted together with the grounds of appeal.
Al ternatively, if the Board was negatively m nded about
the issues of novelty and inventive step, they
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requested referral to the Qpposition Division for the
i ssues to be considered by the first instance prior to
any review at appellate |evel.

Reasons for the Decision

2259.D

Mai n request

Rul e 57a EPC, Article 123(2) EPC, claim4

When conpared with claim9 as granted (which is
identical to claim14 of the application as filed),
claim4 of the main request now under consideration
carries, in addition to the introduction of the feature
"at a separate location on said support”, an anmendnment
in the process step (f) which conprises two distinct
parts. Firstly, the steps to be repeated are the

steps (c) through (e) rather than the steps (a) through
(e), and, secondly, the nunmber of tinmes these steps can
be repeated is said to be "fromat |east one to about
forty tinmes" rather than "fromat |east one to about

twenty tinmes".

The Opposition Division indicated in their decision
that the anmendnent in the then correspondi ng cl ai m was
not occasi oned by grounds of opposition (cf. page 7,
third paragraph of the reasons). The Appellants argued
that the change in the steps to be repeated was
allowabl e as it was done in order to correct an obvious
m st ake: repeating steps (a) to (e) fromone to about
twenty tinmes as earlier clained led to the non-sensi cal
conclusion that the clainmed process was neant only to
all ow the synthesis of oligonucleotides with an even



- 11 - T 0748/ 00

nunber of nononers. To back up their position, they
cited the decision T 113/86 (see supra) where it was
found that "voluntary amendnents...which are not
necessitated by any of the grounds of opposition..
should in principle not be allowed...However,...the
removal of an inconsistency between a claimand the
description should be allowed if the inconsistency

arises froman error..."

3. The Board agrees that the general teaching in the
patent in suit is that of tagged oligoners with an odd
or even nunber of nononers. |ndeed, the patent
specification discloses tagged oligoners with an odd or
even nunber of nononers on page 8, lines 36 to 44. A
met hod for obtaining tagged pentanmers is described in
Exanple I. In Exanple 111, the parallel synthesis of
pepti des and ol i gonucl eotide tags on carboxyl beads is
described. It is stated in point G "The nethods of
procedures (e) to (f) are then repeated...until the
desired peptide and the oligonucl eotide coding region
are conpletely assenbled.”. Claim1l2 as granted which
is identical to claim?2l1 as originally filed is also
directed to a nmethod for synthesizing tagged libraries
whi ch conprise oligomers with an even or odd nunber of
nononers. Thus, in principle, the change of "(a) to
(e)" to "(c) to (e)" can be seen as an all owabl e

amendnent renovi ng an i nconsi stency.

4. Nonet hel ess, as nentioned above, there is a second part
to the anendnent which concerns the nunber of tinmes the
steps can be repeated. In the Board's judgment, this
part of the amendnent does not anmount to the correction
of a m stake which would be i medi ately obvious from
readi ng the patent specification since the

2259.D
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specification consistently refers to repetitions of
steps "fromat |east one to twenty tines".

In the grounds of appeal, the Appellants did not
provi de any argunents as to why the anendnent as a
whol e shoul d be consi dered as occasi oned by grounds of
opposition. They decided to make no submi ssions in this
respect even after the Board indicated in its

conmuni cation that the issue arising fromRule 57a EPC
shoul d be di scussed at oral proceedings. This occurred
al t hough they expressed their intention not to take
part in the proceedings and even wthdrew t he request
for oral proceedings, thereby inplicitly admtting that
t hey accepted a decision by the board on the state of
the file.

The only explanation given for the second part of the
amendnment in question is found in the subm ssions nade
before the Opposition Division with letter dated

2 Novenber 1999 (see page 9 thereof) where it is stated:
"Anmended step (f) also specifies that the repeat steps
nmust be carried out up to forty tinmes (to achieve the
sanme upper limt for synthesis covered by the original
claim9 as granted.)" (enphasis added by the Board).

The | atter explanation, however, contradicts the stated
pur pose of the anendnent which allegedly was nerely to
correct a drafting error which was there fromthe
beginning (ie indicating steps (a) to (e) instead of (c)
to (a): cf. first part of the anmendnent) because the
second part of the amendnent (ie change "from at | east
one to twenty tinmes" into "fromat |east one to forty
times") takes advantage of the upper limt created by
and having a basis only in the alleged error. Such a
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partial correction cannot be justified under Rule 88

EPC. Further, this voluntary anmendnent creates an

i nconsistency with the description. Nowhere in the
application as filed can the expression "from at | east
one to forty tinmes" be found, either explicitly or
inplicitly, the enphasis being - as already stated - on
repeating the steps "fromat |east one to twenty tines".
As a matter of fact, claim4 now covers with the figure
"forty times" a process which |leads to the production

of a specific tagged synthetic oligoner library
conprising oligonucleotides with the length of 42 units,
which library is not disclosed in the application as
filed. This also constitutes an of fence agai nst

Article 123(2) EPC

Thus, in the Board's judgenent, the introduction in
claim4 of the feature of a nunmber of repetitions "from
at least one to forty tinmes" cannot be seen as an
answer to any ground of opposition (Rule 57a EPC) or as
an anmendnent renoving an inconsistency under Rule 88
EPC (cf. decision T 113/86, supra), and is, noreover,
contrary to the requirements of Article 123(2) EPC.
Consequently the main request is rejected.

First auxiliary request

In conparison with claim 12 as granted (identical to
claim?2l as filed), claim1l of this request requires (i)
synt hesi zi ng each oligonmer on a solid support; (ii)
adding the tag at a separate | ocation of said support;
(tii) that the tag be chemcally conpatible; (iv) that
two to five cycles of nononer and tag addition be

per f or med.
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Basis for features (i) to (iii) is found in the
application as filed which indicates how the tagged
oligoner libraries can be constructed on solid supports
| i ke beads or particles, the identifying tags being
attached either to the oligomer or to the solid support
to which the oligonmer is attached (thus, a separate

| ocation) (cf. eg. passage bridging pages 15 and 16).
The use of conpatible chem stries is a self-evident
requi renent of the whole exercise (cf. eg. page 17,
line 7).

As regards feature (iv), the application as filed
contains no expressis verbis disclosure of the process
of claiml1l with an upper limtation to five cycles of
nmononer and tag addition. The Appellants essentially
argued that a basis for the clained nethod could be
found in the disclosure of oligonmers conprising from
two to five residues.

The Board is not convinced by this argunent because the
nunber of cycles to be acconplished to obtain an

ol i gomer conprising fromz2 to 5 residues does not
necessarily equate with the nunber of residues fixed on
the support. This is evident from Exanple | where a

t agged pentaner is obtained by performng two cycles of
nononer addition, the first nononer conprising four

resi dues. Indeed, the application as filed defines
"nmononers” as "any nenber of the set of nol ecul es which
can be joined together to forman oligoner or polyner”
(cf. page 8, lines 10 to 17), the term not being
l[imted to nol ecul es consisting of only one residue (cf.
eg. diners).
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Auxiliary request 1 cannot be allowed as claim 1l does
not fulfil the requirenents of Article 123(2) EPC.

Second auxiliary request

Rul e 57a EPC

In conparison with granted claim 12 (identical to
claim?21 as filed) and granted claim 2 (based on
claiml as filed), clainms 1 and 4 of this request
require (i) synthesizing each oligoner on a solid
support; (ii) adding the tag at a separate |ocation of
said support; (iii) that the tag be chemcally
conpatible; (iv) that two or three cycles of nononer
and tag addition be perfornmed (claim1) or that three
cycles of nononer and tag addition be perforned
(claim4). The clainms were so worded to avoid

obj ections of lack of sufficient disclosure likely to
be raised in relation to clains of broader scope. They
are perm ssible under Rule 57a EPC.

Article 123(2)(3) EPC

Claim1 of this request differs fromclaim1 of the
first auxiliary request only in respect of feature (iv).
As already nentioned in relation to the first auxiliary
request, features (i) to (iii) are fairly based in the
application as filed. As regards feature (iv), it is
noted that claim21 as filed which was identical to
claim 12 as granted (cf. Section | above) required "at

| east two cycles” to be perfornmed. Furthernore, the
application as filed refers explicitly to a 3-step
synthesis for tagged libraries (cf. eg. page 19,

lines 16 to 28 with reference to Figure 2). Thus, the
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cl ai med net hod conprising two or three cycles of
nononer and tag addition can be directly and

unamnbi guously derived fromthe application as filed. In
t he context of said application, features (i) to (iv)
as a whol e are disclosed because it is manifest that
conditions (i) to (iii) apply generally to al

enbodi nents described therein, ie also in relation to

t hose characterized by feature (iv). Thus, in the
Board's judgnent, claim1l of this request satisfies the
requi rement of Article 123(2) EPC.

The sane holds true for the remaining clains, in
particul ar for independent claim4 where feature (f)
has been anmended to read "repeating steps c) through e)
once" which anmounts to performng three cycl es of
nononer and tag addition, this being - as stated -
supported by the original disclosure.

The scope of protection of the clainms of this request

is restricted in conparison with that of the clains as
granted. Thus, the requirenments of Article 123(3) EPC
are net.

Article 83 EPC

Claim1l relates to a nethod for recording each step in
t he synthesis of an oligomer |ibrary, which nmethod

i ncludes any kind of oligomers: nucleic acids,

pol ysacchari des, peptides etc..., as well as any kind
of identifier tags: oligonucleotides, nagnetic or

el ectroni c encoded information, fluorescent tags.

In the patent specification, pages 8 and 9, a generic
nmet hod is described for producing a peptide oligoner
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library tagged with oligonucl eotides. The parall el

synt hesi s of peptides and ol igonucl eotide tags on
carboxyl beads is reported. Exanples are al so provided
of pentapeptides which are fluorescently tagged.

In their decision, the Opposition Division found this
di scl osure insufficient for the reasons, in particular,
t hat :

- the field to select the tags fromwas far too

w de,

- ol i gonucl eoti des coul d not al ways be used as tags
and alternative tags, especially peptides, were
not sufficiently disclosed.

- fl uor ophore taggi ng had not been proven to be an
alternative to oligonucleotide tagging.

No witten evidence was cited in support of these
objections. Nor are there any experinental data on file
to support them In the Board's judgnment, they do not
anount to nore than mere assunptions which, as already
established in the case |law (see for exanple, T 505/00
of 25 March 2003) do not neet the standard required to
prove that the requirenment of Article 83 EPC is not

ful filled.

A nunber of expert opinions were filed by the

Appel lants. I n docunment (53), it is said that the
teachi ngs of the patent would | eave the scientist in an
excel l ent position to put the disclosed principle into
practice using the diversity of chem stries avail abl e
in 1991. Atable is provided in docunent (54) of the
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known chem stries likely to be used for the formation
of oligoners in relation to conpatibility with sone of
the potential taggi ng nethodol ogi es described in the
patent in suit (radioactive tags, fluorophores,

pepti des, N-al kyl ated peptides). In docunent (47), it
is stated that the scientist of ordinary chem cal

know edge in 1991 woul d have readily understood from
the patent specification that peptides may be a source
of tags and woul d have known how to reduce the |abile
nature of the peptidic bonds. Peptides/nodified

pepti des are nmentioned as capable of providing tags for
"confortably over 90% of potential |ibrary chem stries".

In view of these statenents and in the absence of any
evidence on file to the contrary, sufficiency of
di scl osure i s acknow edged.

Article 54 EPC

There are no docunents on file disclosing nethods for
maki ng tagged |ibraries whereby the oligoners are

synt hesi zed on a solid support and the identifier tag
is located at a separate |ocation on said support. The
subject-matter of clains 1 to 5 is, thus, novel.

Article 56 EPC

The cl osest prior art is docunent (5) which discloses
the solid phase synthesis of m xture of peptides with
predet er mi ned sequences (passage bridgi ng pages 487
and 488). The nethod conprises the steps of:

- apportioning the solid support (resin) anmong a
plurality of vessels,
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- exposi ng each of the supports to the desired am no
aci d,

- m Xi ng the supports so obtained,

- repeating the last two steps until the peptides of
the desired | ength and sequences are forned.

The identification of the sequence in am no-acids of
any of the peptides thus obtained is done (1) by
separation by HPLC fol |l owed by sequential degradation
or (2) by conputer-associ ated paper el ectrophoretic
identification (page 489, right-hand colum). It is
stated on page 493: "...determnation of the conmplexity
of the m xtures ...needs further investigation."

Starting fromthe closest prior art, the problemto be
sol ved can be defined as devel oping a nethod for an
easier identification of the sequences of specific
peptides in a m xture.

The solution provided is to add identifier tags on the
solid support in parallel to the oligoner (eg. peptide)
synthesis, each identifier tag being characteristic of
the nature and position of a specific nonomner

(eg. amino acid) in the oligoner. The Board is
satisfied that this nethod sol ves the above nenti oned
pr obl em

There is no docunent on file which, when conbined with
docunent (5), suggests the use of a binary system such
as this. The peptides present in the library obtained
by bi ol ogi cal neans described in docunent (7) are
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identified by the DNA sequences encodi ng them Thus,
docunent (7) does not suggest setting up a system of
identification in parallel to the synthesis of the

ol i gomer (peptide) library. In document (13), the
attachnment of nucleic acid tags to substances such as
expl osi ves, pollutants, paper goods and pharmaceuti cal
products is described. The tagging is not carried out
to nonitor the steps of synthesis of the substance to
be tagged. Thus, the docunent is no nore relevant than
any of the other docunments on file such as, for exanple,
docunent (4) which discloses fluorescence as a neans to
identify individual nucleotides present in a pre-

exi sting DNA fragnment while sequencing it.

28. | nventive step is, thus, acknow edged.

O der

For these reasons it is decided that:

1. The deci sion under appeal is set aside.

2. The case is remtted to the first instance with the
order to maintain the patent on the basis of the second
auxiliary request filed with the statenent of grounds
of appeal and a description to be adapted thereto.

The Registrar: The Chai r man:

A. Wl i nski L. Galligan

2259.D



