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Summary of Facts and Subm ssi ons

0804.D

Eur opean patent application No. 86 903 731.7, filed as
I nternational Application No. PCT/US86/00882 with the
title "Diagnostic reagents based on uni que sequences
within the variable region of the T cell receptor and
uses thereof" was published under the Internationa
Publ i cati on nunber WO 86/ 06413.

The application was refused by a decision of the
Exam ni ng Division. That decision was based on a set of
42 clainms submitted during the oral proceedi ngs and on
the description and drawings as originally filed,
except for pages 4 and 15, which were filed with the
letter of 21 January 1993.

Clains 1, 2, 33 and 34, conprising in bold the
amendnents objected to by the Exam ning D vision under
Article 123(2) EPC, read as foll ows:

"l. A nethod of testing for a specific disease in a
human or ani mal subject, which di sease has an
i mmunol ogi cal invol venent, which conprises:

a. contacting a T cell-containing sanpl e obtai ned
fromthe subject with an i mmunol ogi cal reagent
capable of binding to T cells and havi ng
specificity for an am no acid sequence within the
variable region of a chain of the T cell antigen
receptor of T cells associated with the specific
di sease, under conditions that permt the
formati on of a detectable conplex between the
i mmunol ogi cal reagent and T cells that contain the
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am no aci d sequence; and

b. conparing the extent of formation of the
detectable conplex in the sanmple with that in a
sanple froma normal subject, thereby enabling
di agnosi s of the disease of interest or nonitoring
of its progress.”

"2. A nmethod of testing for a specific disease in a
human or ani mal subject, which di sease has an
i mmunol ogi cal invol venent, which conprises:

a. contacting a T cell nucleic acid-containing sanple
obtained fromthe subject with a nucleic acid
reagent capable of binding specifically to a
nucl ei ¢ acid sequence encodi ng an am no acid
sequence within the variable region of a chain of
the T cell antigen receptor of T cells associ ated
with the specific disease, under conditions that
permt the formation of a detectable conplex
bet ween the nucleic acid reagent and a T cel
nucl ei ¢ aci d sequence encodi ng the am no acid
sequence; and

b. conparing the extent of formation of the
detectable conplex in the sanple with that in a
sanple froma normal subject, thereby enabling
di agnosi s of the disease of interest or nonitoring
of its progress.™

"33. A nethod for detecting organ transplant rejection
in a human or animal subject into whom or which an
organ froma different subject has been transpl anted
whi ch conpri ses:
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a. contacting a T cell-containing sanpl e obtai ned
fromthe host subject with an inmmunol ogi cal
reagent capable of binding to T cells and having
specificity for an am no acid sequence within the
vari able region of a chain of the T cell antigen
receptor of T cells associated with organ
transplant rejection, under conditions that permt
the formati on of a detectable conplex between the
i mmunol ogi cal reagent and T cells that contain the
am no aci d sequence; and

b. conparing the extent of formation of the
detectable conplex in the sample with that in a
sanple froma normal subject, thereby enabling
di agnosis of the rejection of the transpl anted

organ."

"34. A nethod for detecting organ transplant rejection
in a human or ani mal subject into whom or which an
organ froma different subject has been transpl anted,
whi ch conpri ses:

a. contacting a T cell nucleic acid-containing sanple
obtai ned fromthe subject with a nucleic acid
reagent capabl e of binding specifically to a
nucl ei ¢ aci d sequence encoding an am no acid
sequence within the variable region of a chain of
the T cell antigen receptor of T cells associ ated
with organ transplant rejection, under conditions
that permt the formation of a detectabl e conpl ex
between the nucleic acid reagent and a T cel
nucl ei ¢ acid sequence encoding the am no acid
sequence; and
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b. conparing the extent of formation of the
detectable conplex in the sanmple with that in a
sanple froma normal subject, thereby enabling
di agnosis of rejection of the transplanted organ.”

The only reason for the refusal was that the subject-
matter of clains 1, 2, 33 and 34 did not neet the

requi renents of Article 123(2) EPC because the
expression in the clains as filed "variable region of
the B chain of the T cell receptor” had been
generalized to read "variable region of a chain of the
T cell receptor”. OsMng to this new wordi ng, the

Exam ning Division held that clains 1, 2, 33 and 34 had
been broadened to cover diagnostic nethods involving
reagents capabl e of binding not only to the variable R
chain of the T cell receptor (Vg), but also to the
variable a chain of the T cell receptor (V. However,

t he di agnostic use of Vg binding reagents was not
derivable in a direct and unanbi guous manner fromthe
application as filed. Thus, although there was "fornal
support" for the above generalization in the
application as filed, this could not be all owed
follow ng the rationale energing from deci sions

T 157/ 90 of 12 Septenber 1991, T 397/89 of 8 March 1991
and T 770/90 of 17 April 1991, according to which
formal support in an application as filed is
insufficient for the generalization of a feature if the
feature's general applicability was not evident to the
skill ed person.

An Appeal was filed, the fees paid and the witten
statenment setting out the grounds of appeal conprised a
mai n request and a first and second auxiliary requests.
The clains of the nmain request were the sanme as the
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clains refused by the Exam ni ng Division.

V. The Appel l ant essentially argued as foll ows:

- The application as filed contained all the
technical information to find di seases associ at ed
with the variable regions of both the a and 3
chains (Vs and Vg) of the T cell receptor and to
apply the clained diagnostic nethod. In support of
this line of argunent, the Applicant submtted a
series of post published docunents (docunent (5):
Urban et al., Cell, Vol. 54, pages 577 to 592,
(1988); docunent (6): Mdller et al., J. din.
| nvest., Vol. 82, pages 1183 to 1191 (1988);
docunent (7): Posnett et al., J. din. Invest.
Vol . 85, pages 1770 to 1776 (1990); docunent (8):
Arden et al., Nature, Vol. 316, pages 783 to 787
(1985)) giving evidence of the generalized
application of the clained diagnostic nethod.
Therefore, the generalization of clains 1, 2, 33
and 34 did not contravene the requirenents of
Article 123(2) EPC

- The passages on page 11, lines 3 to 5 and 27 to 31
related explicitly in general terns to the use of
the variable regions of T cell receptors for the
di agnosi s of any di sease havi ng i nmunol ogi cal
associ ation. On pages 57 and 58 the application as
filed details were given relating to the isolation
and identification of the variable region of both
the a@ and B chains of the T cell receptor.

VI . The Appel |l ant requested that the decision under appeal
be set aside and that a patent be granted on the basis

0804.D Y A
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of the clains rejected by the Exam ning Division (min
request) or one of the first and second auxiliary
requests submtted with the grounds of appeal, or the
third auxiliary request submtted on 21 Novenber 1994.
Oral proceedi ngs were al so request ed.

Reasons for the Deci sion

1

The appeal is adm ssible

Mai n request

0804.D

The only point at issue is whether the generalization
inclains 1, 2, 33 and 34 of the expression "variable
region the B chain of the T cell receptor” to "variable
region of a chain of the T cell receptor” neets the
requi renents of Article 123(2) EPC

Article 123(2) EPC needs to be consi dered when an
amendnent is proposed during the course of prosecution
of an application, either to the clains or to the
description and the drawi ngs. The function of

Article 123(2) EPCis to prevent the addition of
subject-matter to a patent application after the date
of filing. However, fromthe wording of Article 123(2)
EPC it is also to be understood that anendnents of
clains - also a broadening of the scope of the clains
as originally filed - can be allowable, but only when
the application after the anendnent does not "contain
subj ect-matter which extends beyond the content of the
application as filed". As is said in decision T 133/85
(QJ EPO 1988, 441), the original application may be
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said to represent a "reservoir" upon which the
applicant may draw to anend the application, but it
must be observed that "in accordance with

Article 123(2) EPC, the original application should be
consi dered as a reservoir which cannot be expanded
after the date of filing".

The T cell receptor is a nenbrane protein conprising &
and B chains, each in turn divided in variable and
constant regions (see the application as filed,

page 23, lines 28 to 32). The a and R chai ns conprise
variable (V), diversity (D) and junctional (J) domains
(see page 58, lines 6 to 8, interpreted in the light of
docunent (6), page 1183, under the headi ng

"I ntroduction").

In order to deci de whether the expression "variable
region of a chain of the T cell receptor” in clains 1
2, 33 and 34 represents subject-matter which extends
beyond the content of the application as filed, it is
necessary to find out whether this expression finds a
basis in the original application. Thus, it is
necessary to identify the content of the said
"reservoir", i.e., the originally filed description and
the originally filed clains.

The Board observes that claim1 as filed has been split
into present clains 1 and 2, each specifying that "the
reagent binding to T cells"” of claim1 as filed should
be an "i munol ogi cal reagent” (claim1l) or "a nucleic
acid reagent” (claim?2). Claim33 represents a specific
enbodi nent of claim53 as filed, in which "the reagent
binding to T cells" of claimb53 has been further
defined as being an "imunol ogical reagent”. Caim34
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is also a specific enbodinent of claim5b3 as filed, in
whi ch "the reagent binding to T cells"” of claim53 has
been further characterized as being "a nucleic acid
sequence”. The Exami ning Division raised no objections
under Article 123(2) EPC to these anendnents and the
Board agrees as well. It is also noted that claim53 as
filed conprised the expression "variable region of the
chain of the T cell receptor”, whose nmeani ng seens not
to be clear because the T cell receptor was known to
conprise two chains (the & and B chains). Thus, the
only neani ngful wordi ng woul d have been either
"variable region of the chains of the T cell receptor”
or "variable region of a chain of the T cell receptor”
(enphasi s added). The |atter wordi ng has been adopted
in present clains 1, 2, 33 and 34.

In the Board's view, there is an expressis verbis
statenent in the application as filed that the

di agnostic nethod of the invention may rely on any

am no acid sequence present in the T cell receptor (or
the respective nucleic acid sequence which encode it)
for the diagnosis of diseases having i nmunol ogi ca
associ ation. The rel evant passages are the follow ng:

- "This invention utilizes the presence of unique
am no acid sequences (or the unique nucleic acid
sequences which encode them) within the T cel
receptor” (page 11, lines 3 to 5)

- "...it is contenplated that any unique am no acid
sequence present in the T cell receptor in
i ncreased copies in a disease state may be used in
the practices of the subject invention..."
(page 11, lines 27 to 30)
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Further, the application as filed al so states on

page 58, lines 6 to 8 that "The am no acid sequence of
the V, J and D donmins of the al pha and beta

pol ypeptide is determned..." and at lines 13 to 15
that "The nucl eoti de sequence of the variable region of
the al pha or beta gene nRNA is determ ned by the priner
extension nethod..." (enphasis added). Thus, in the
Board's judgenent, these passages are not only in |ine
with the statenent nade on page 11 (see point 7 supra)
that the diagnostic nethod of the invention nay rely on
any ami no acid sequence present in the T cell receptor,
but also inply that the said am no acid sequence may be
taken fromthe variable region of the a chain of the

T cell receptor. Therefore, the expression "variable
region of a chain of the T cell receptor” can be
derived directly and unanbi guously by a skilled reader
fromthe "reservoir" represented by these four passages
cited above. Consequently, the Board acknow edges t hat
the subject-matter of clains 1, 2, 33 and 34 of the
mai n request satisfy the requirenents of

Article 123(2).

The Examining Division relied on decisions T 157/90
(supra), T 397/89 (supra) and T 770/ 90 (supra).
However, the present situation, where there is verba
support in the application as filed for a
general i zation shoul d be distinguished from situations
where no such explicit or inplicit verbal support can
be found, as in the cases dealt wth in decisions

T 157/ 90 (see point 2.4 of the reasons: "The
application as originally filed does not contain any
further information about apparent variations or
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equi val ents and, therefore, the explicit disclosure
relates to the glycine as the additional am no acid at
the carboxy-term nal end of human calcitonin for the
pur pose of an ami dation either of proline or glycine by
nmeans of carboxypeptidase Y, and not hing nore"),

T 397/89 (see point 2.4 of the reasons: "The feature of
Caiml ("neans for transmtting torsional and

| ongi tudi nal forces") is therefore a generalisation of
the teaching disclosed in the application as originally
filed which is not supported in that application even
when read by a skilled person") and T 770/ 90 (see

point 2.5 of the reasons: "Also no other indications in
the description which explicitly or inplicitly woul d
propose ot her factors can be found").

As regards sufficiency of disclosure, the Exam ning

Di vi sion accepted that the anended cl ains satisfied the
requirenents of Article 83 EPC (see end of paragraph 2
of the decision under appeal). The Board agrees wth
this conclusion. Further, the Board observes that the
only objections under Article 54 EPC and Article 56 EPC
rai sed by the Exam ning D vision were agai nst the

“i mmunol ogi cal reagents". The Applicant refornul ated
the clains objected to in the formof a first and
second di agnostic use of inmunol ogi cal reagents or
nucl ei ¢ aci ds capable of binding to the variable region
of the B-chain of the T cell antigen receptor. In

par agraph 4.2 of the comrunication of 22 March 1993,
the Exam ning D vision accepted that the clains in the
formof a first and second di agnostic use of

i mmunol ogi cal reagents or nucleic acids net the
requirenents of Article 54 EPC and Article 56 EPC. The
Exam ni ng Di vi sion accepted the Applicant's argunents
that this use as diagnostic agents was only possible in
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the light of the two technical teachings disclosed by
the present application, nanmely (i) thereis alimted
nunber of am no acid sequences present in the variable
region of the T cell receptor and (ii) these sequences
are associated wth a disease. These technica

teachi ngs were neither disclosed nor rendered obvi ous
by any docunent of the prior art (see paragraph 3 of
the Applicant's subm ssion of 21 January 1993). The
Board agrees as well. On the sane grounds, it nust be
acknow edged that the diagnostic use of present clains
37 to 40, the diagnostic nethods of clains 1 to 34, 41
and 42 satisfy the requirenments of Article 54 EPC and
Article 56 EPC. These requirenents are also net by the
pol ypepti de of independent claim 35 and the

pol ydeoxyri bonucl eoti de of claim 36 since they are
specific am no acid or DNA sequences associated with
the T cell |ynphoma MOLT-3 (see application, page 51,
lines 21 to 22) and they are not disclosed or rendered
obvi ous by any prior art docunent. In conclusion, the
subject-matter of the clainms of the main request
satisfy the requirenents of the EPC. The Appellant's
mai n request can be accepted by the Board. In view of
this, it is superfluous to examne the first, second
and the third auxiliary requests, or to summon to ora
pr oceedi ngs.

O der

For these reasons it is decided that:

1. The deci si on under appeal is set aside.

2. The case is remtted to the first instance with the

0804.D Y A
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order to grant a patent on the basis of the clains of
the main request submitted before the Exam ning
Di vision at the oral proceedings on 4 May 1994,

The Regi strar: The Chai r wonman:

U. Bul t mann U. Ki nkel dey
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