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Summary of Facts and Subm ssi ons

2175.D

The patentee (appellant) | odged an appeal against the
deci sion of the opposition division dated 7 Decenber
1998, whereby the European patent No. 0 149 565 was

r evoked.

The patent had been opposed by three parties on the
grounds as set forth in Articles 100(a) and (b) EPC
that the invention was not new, did not involve an
i nventive step and was not sufficiently disclosed.
Basis of the revocation was the granted clainms which
wer e consi dered by the opposition division not to

i nvol ve an inventive step.

Respondent | (opponent 1) and respondent Il (opponent 2)
filed observations in reply to the statenment of grounds
of appeal .

A conmuni cation under Article 11(2) of the Rules of
Procedure of the Boards of Appeal presenting sone
prelimnary and non-binding views of the board was sent
to the parties together with the summons to oral

pr oceedi ngs.

In reply to the board' s conmuni cation, the appell ant
filed an auxiliary request together with its letter
dated 13 May 2003, the granted clains being its main
request.
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Respondents | and Il filed observations relating to the
board's comuni cation and the appellant's auxiliary
request. Mreover, respondent | submtted that the
auxiliary request should not be admtted into the

pr oceedi ngs.

Oral proceedi ngs took place on 16 June 2003. As
announced in its letter of 13 March 2003, respondent
11l (opponent 3) did not attend said oral proceedings.

Claim1 of the main request for consideration by the
board (granted claim1) read:

"1l. A nethod of perform ng an assay of an analyte in a
[iquid nmedium conprising the use of:-

i) individual assay vessels or an array of assay
vessels in fixed relationship to one anot her,

ii) a labelled reagent for the assay which is soluble
inthe liquid nedium and

iii) another reagent for the assay bound to
magnetically attractable particles which are
suspendabl e but insoluble in the liquid nmedi um
conprising the steps of

a) incubating in the assay vessel s a sanpl e contai ning
the analyte with the other reagents for the assay
whereby the | abell ed reagent becones partitioned
between the Iiquid phase and the magnetically
attractable particles in proportions which depend on
the concentration of the analyte in the sanple,

b) separating the |iquid phase fromthe nmagnetically
attractable particles, and renoving the |iquid phase
fromthe assay vessels,

characterised by the | abell ed reagent being a conponent

of a fluorescent or |um nescent system and follow ng
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renoval of the liquid phase fromthe nmagnetically
attractabl e particles resuspending the magnetically
attractable particles in another |iquid nmedium and
observing a signal generated by the | abell ed reagent
t hereon. "

Claims 2 to 8 were dependent on claiml1l, with claim®6
bei ng dependent on clains 1 to 5.

Claim1 of the auxiliary request read:

"1. A nethod of perform ng an assay of an analyte in a
[iquid nmedium conprising the use of:-
i) individual assay vessels or an array of assay
vessels in fixed relationship to one anot her,
ii) a labelled reagent for the assay which is soluble
inthe liquid nedium and
iii) another reagent for the assay bound to
magnetically attractable particles which are
suspendabl e but insoluble in the Iiquid medium
conprising the steps of
a) incubating in the assay vessel s a sanpl e contai ning
the analyte with the other reagents for the assay
whereby the | abelled reagent becones partitioned
between the |iquid phase and the magnetically
attractabl e particles in proportions which depend on
the concentration of the analyte in the sanple,
b) separating the |iquid phase fromthe nmagnetically
attractable particles, and renoving the |iquid phase
fromthe assay vessels,

characterised by:
the | abel | ed reagent being a conponent of a fluorescent
or | um nescent system
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the magnetically attractable particles being
suspendable in the liquid phase w thout shaking for a
period at |least as long as the incubation tine of the
assay and

foll owing renoval of the liquid phase fromthe
magnetically attractable particles resuspending the
magnetically attractable particles in another liquid
medi um and observing a signal generated by the | abelled
reagent thereon." (enphasis added by the board)

Dependent clainms 2 to 5 corresponded in wording to
claims 2 to 5 as granted and dependent clainms 6 and 7

corresponded to clains 7 and 8 as grant ed.

X. The follow ng docunments are referred to in the present

deci si on:

(24) US-A-4 256 834;

(28) EP-A1-0 030 087;

(30) I. Viinikka et al., din. Chim Acta, Vol. 114,
1981, Pages 1 to 9;

(31) M Pourfarzaneh et al., Ligand Quarterly, Vol. 5,
No. 1, 1982, Pages 41 to 47;

(36) EP-Al-0 082 636;

(37) W Klingler et al., Steroids, Vol. 42, No. 2,
August 1983, Pages 123 to 136;

(51) Declaration of Gordon Coulter Forrest dated
10 Septenber 1993.

2175.D
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The appellant's argunents in witing and during oral
proceedi ngs, insofar as they are relevant to the
present decision, may be summari zed as foll ows:

Mai n request; inventive step of the subject-matter of claim1l

2175.D

Docunent (28) was one of the docunents which could be
taken as the closest prior art for the assessnent of

i nventive step. It described i nmunoassays based on
fluoronetry or chem | um nescence using magnetically
attractable particles (MAPs). These assays differed
fromthe method of claim1l1l in that it was the

fl uorescence or |lum nescence emtted by the |abelled
reagent still present in the supernatant after
separation of the MAPs which was neasured. In view of
that prior art, the objective technical problemcould
be defined as the provision of an assay net hod which
avoi ded a manual process. The solution provided was to
read the fluorescence or |um nescence emtted by the

| abel | ed reagent fixed on the MAPs. At the priority
date, the person skilled in the art knew the

magneti zabl e particles to be dark-col oured (see
docunent (31), page 46, right-hand colum), opaque and
able to absorb and scatter |ight when suspended in a
liquid phase. He/she would have thus concl uded t hat
they had a high probability of interfering with the
readi ng. And, besides, the sensitivity of the machines
used for the reading was consi dered poor. Thus, it
woul d have been expected that the presence of MAPs
woul d have interfered so nuch with the reading as to
make the carrying out of a useful assay inpossible.
Therefore, the possibility of using nmagnetizable
particles in i munoassays woul d have been di sregarded
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as unrealistic. Evidence of this point could be found
in such docunents as docunent (30), page 3, which
showed that the common practice was as described in
docunent (28), ie to separate the MAPs and to neasure

fl uorescence on the remai ni ng supernat ant .

The respondents had cited various docunents, such as
docunent (36), which described i munoassays based on
the use of transparent, non-magnetically attractable
particles. Because of the very nature of these
particles, the skilled person would not have thought of
conbi ning the teachings of these docunents with that of
docunent (28). In the sanme manner, docunent (24)
related to a honbgeneous assay in which charcoal was
used to quench the fluorescent signal emtted by
unbound nmaterial in order to be able to neasure the
signal bound to clear particles. If anything, it taught
away from using opaque particles as carrier for the

| abel producing the signal to be neasured. There was,

t hus, no reasonabl e expectati on of success of solving

t he af ore-nenti oned probl em by conbi ning the teachings
of this docunment with that of docunent (28).

Docunent (37) was identified by the respondents as the
closest prior art. As with the previously nentioned
docunents, this docunent disclosed an i nmunoassay which
made use of non-nmagneti zabl e particles. There was,

t hus, no reason why the skilled person trying to solve
t he af ore-nenti oned probl em woul d have taken its

teachi ngs into consideration.
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Auxiliary request; inventive step of the subject-matter of

claiml

In all of the docunents of the prior art, the reason
for using MAPs was to separate the conponents of the

i mmunoassays fromthe biological sanple. The person
skilled in the art would, thus, have been inclined to

| ook for magnetizable particles which were relatively
dense and sedinented swiftly. Therefore, there was no
incentive in the state of the art to choose shaking for
a period of time at |east as long as the incubation
time. For this reason, the subject-matter of claiml

was i nventive

Xl Respondent |'s argunents in witing and during oral
proceedi ngs, insofar as they are relevant to the
present decision, may be summarized as foll ows:

Mai n request; inventive step of the subject-matter of claim1l

Docunent (37), which described all the technical
features of the invention as defined in claim1 with

t he exception that particles w thout magneti zabl e

mat eri al were used instead of MAPs, represented the
closest prior art. In view of the fact that the nethod
of that docunent sui generis required a centrifugation
step to separate the bound | abel (attached to the
particles) fromthe unbound | abel (present in the
liquid phase), such a step being associated with

di sadvant ages acknowl edged in the prior art (see
docunent (31)), the objective technical problemto be
sol ved was the provision of an inmunoassay which

avoi ded that separation step. As MAPs were known at the
priority date and as their use was regarded in the

2175.D
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prior art (and particularly, in docunent (31)) as
advant ageously replacing centrifugation steps in
i mmunoassays, claim1l did not involve an inventive

st ep.

Auxiliary request; inventive step of the subject-matter of

claiml

The additional feature contained in claim1 of the
auxiliary request was only an obvi ous optim sation of
the clai ned nethod, as both the di sadvantage associ at ed
Wi th continuous m xing and, thus, the advantage of
using MAPs having a density or a size appropriate for
themto remain in suspension were known in the prior

art, nore particularly fromdocunent (31).

XI'l1l. Respondent Il1's argunments in witing and during oral
proceedi ngs, insofar as they are relevant to the
present decision, may be summarized as foll ows:

Al the materials and reagents, including the MAPs,
useful to carry out the method as defined in claim1l of
the main request were available to the person skilled
inthe art at the priority date. There was no
particul ar technical problem addressed by the
invention, it was rather for the skilled person a
guestion of choosing the nore appropriate technical
means. Nevertheless, if the problemsolution approach
was to be used, docunent (37) mght be regarded as the
cl osest prior art. The use of MAPs being suspendable in
the Iiquid phase wi thout shaking for a period at |east
as long as the incubation tinme of the assay was to be
regarded by the person skilled in the art as an obvi ous

requirenent.

2175.D
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Respondent I11 did not express any opinion in these
appeal proceedings.

The appel | ant requested that the decision under appeal
be set aside and the patent be nmintained as granted
(rmain request) or alternatively on the basis of the set
of clainms filed with its letter of 13 May 2003
(auxiliary request).

Respondents | and Il requested that the appeal be
di sm ssed.

Reasons for the Decision

Mai n request (clains as granted)

Article 54 EPC, Article 83 EPC. novelty, sufficiency of
di scl osure

2175.D

At oral proceedings, respondents |I and Il no |onger
objected to the clainmed subject-matter on the grounds
of novelty and sufficiency of disclosure. Respondent
1l failed to provide any argunments in witing
regardi ng these two points. In the board' s judgnent,
there are no docunents on file which destroy the
novelty of the subject-matter of claim1l, and the
claimed process is reproduci ble on the basis of the
information provided in the description of the patent
in suit. Novelty and sufficiency of disclosure are
acknow edged.
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Article 56 EPC;, inventive step of claiml

The state of the art

2175.D

Docunent (37) describes a solid phase i nmunoassay of
unconj ugated estriol in serum of pregnant wonen

noni tored by chem | um nescence. The inmunoassay is
performed in three steps. Firstly, the serumis m xed
with a tracer solution (a | um nogenic estriol
derivative) and a suspension of anti-estriol antibodies
attached to solid particles of the "Anmerlex" type
(which are particles without a nmagnetizabl e conponent).
Secondly, after incubation, the particles are
centrifuged and washed. Finally, they are resuspended
and the light em ssion of the bound tracer attached to
the particles is neasured by oxidation with HO using
m croper oxi dase as catal yst.

Docunent (28) describes a solid phase i nmunoassay of an
anal yte (see pages 1 to 6 and claim1l). The inmunoassay
is perfornmed in five steps. Firstly, the solution
containing the analyte to be neasured is mxed with an
excess of magnetically attractable particles bearing a
receptor capable of selectively binding the anal yte
(such as an antibody). Secondly, after incubation, the
particles are magnetically separated. Thirdly, in one
of the described enbodi nents (see fromline 24 of

page 4 to line 3 on page 5), the particles thus
recovered are resuspended in a liquid conprising a

| abel | ed substance which may be a fluoronetric or
chem | um nescent one (see page 5, lines 11 and 12)

whi ch binds to those receptors on the particles which
are not already bound to the analyte. Fourthly, after

i ncubation, the reaction mxture is centrifuged and
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resuspended. Finally, the anount of |abel which has
becone attached to the excess particl e-bound receptor

i s neasured. However, in the absence of any detailed
illustration in the docunments of an i Mmunoassay

enpl oyi ng those five steps identified above, its
description (fromline 11 on page 2 to line 1 on page 5)
anounts to a suggestion rather than an actua

di scl osure.

4. Docunent (31) is a review about the production and use
of magneti zable particles in immunoassays, this latter
term being intended by the authors to include
noni sot opi ¢ assays, such as assays enpl oyi ng
fl uorophores (see page 41). Magnetizable solid phase
supports are described on pages 43 to 45. On page 45,
right-hand colum, the authors nention that "Al
commonl y enpl oyed separation techniques ... require
centrifugation...". They then go on to discuss the
hazards and del ays associated with centrifugation.
Finally, on page 46, right-hand colum, it is stated
that: "The central objective of enploying nmagnetizabl e
particles in the separation step ... is to elimnate
the need for centrifugation.”. At the end of the
article (see page 47, right-hand colum), the follow ng
opinion is expressed: " ..., assays based on the use of
antisera coupled with mcroparticles may require
several wash and centrifugation steps. These probl ens
can be avoided by the use of magnetizabl e
particles ...".

2175.D
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The cl osest prior art

2175.D

I n accordance with the case | aw (see, for exanpl e,
decision T 606/89 of 18 Septenber 1990, reasons,

par agraph 2), the closest prior art for the purpose of
obj ectively assessing inventive step is generally that
whi ch corresponds to a simlar use requiring the

m ni mum of structural and functional nodifications.

In the present case, the nmethod described in

docunent (37) and the method suggested in docunment (28)
have the sanme use: neasuring the quantity of an analyte
in a biological sanple via a fluorescent or
chem | um nescent inmunoassay system They rely on the
sanme two concepts of (i) "extracting"” the analyte from
t he bi ol ogi cal sanple by binding it to a solid phase
and (ii) evaluating its concentration "in a
differential manner", ie by quantifying the anount of a
| abel | ed reagent which binds to the solid support in
the presence of the analyte by nmeasuring the anmount of
fl uorescence due to said reagent on said support, as
exenplified in docunent (37), and unanbi guously
suggested in docunent (28) (see fromline 24 of page 4
to line 1 of page 5). How nuch of the anal yte was bound
to the particles is then deduced fromthese

measur enent s.

VWhat in their principles differentiates the two nethods
is the nunber of separate steps which they invol ve:
three in the case of the nethod of docunent (37) and
five in the case of the nethod of document (28) (see
points 2 and 3, supra). Furthernore, in docunment (37),
the particles are not magneti zabl e and centrifugation
is used to separate themfromthe nmedium whereas in
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docunent (28), magnetizable particles are used which
are "magnetically separated” fromthe nedium The
signal emtted by the | abel attached to the particles
is then neasured in the presence of clear particles
(docunent (37)) or suggested to be neasured in the
presence of opaque (nmagnetizable) particles (docunent
(28)). In comparison to this prior art, the clained

met hod conprises the sanme nunber of steps as the nethod
of docunment (37) but magnetic separation is used as the
particles are of the magneti zable type. The anount of

| abel is, thus, neasured in the presence of opaque
particles as suggested in docunent (28).

In the board's judgnent, although docunents (28) and
(37) are in principle very close, docunent (37),
because it provides a detailed disclosure, takes
precedence over docunent (28), which suggests the

i mmunoassay rather than it discloses it. In this
respect, the appellant argues that the skilled person
woul d not have consi dered docunent (37) as the cl osest
prior art because the nethod discl osed does not nake
use of magnetizable particles. The board does not find
t his argunment convincing. |Indeed, docunment (37) teaches
an i mmunoassay of the sanme kind as those referred to in
the patent in suit. In accordance with the case | aw,
(see decision T 202/95 of 21 July 1998), the skilled
person knows everything in his sphere of conpetence
and, therefore, he/she would be aware of the teachings
contai ned in docunent (37). In the next paragraphs, the
probl em sol uti on approach i s devel oped starting from
docunent (37).



10.

11.

12.

2175.D

- 14 - T 0187/ 99

As nentioned above (see point 2, supra), docunment (37)
di scl oses a solid phase i nmunoassay nethod whereby the
anal yte (estriol) to be neasured is mxed with non-
magneti zabl e particles ("Amerlex" particles) carrying a
receptor for said analyte (anti-estriol antibodies) in
t he presence of a | abelled reagent (a | um nogenic
estriol derivative) which is also capable of binding to
said particles. After incubation, the particles are
separated fromthe |iquid nmediumby centrifugation and
t he amount of |abelled reagent fixed on the particles
is quantified by nmeasuring the chem | um nescence caused
by sai d reagent.

Starting fromthis prior art, the technical problemto
be sol ved may be fornulated as the provision of a

si npl er i munoassay for neasuring the amount of a given
analyte in a sanple.

Al though it is not suggested in docunent (37) that the
nmet hod described therein could be inproved upon, the
formul ation of this problemis nonethel ess obvious as
the prior art at the priority date is replete with
alternative solid phase imunoassays (see docunent (31),
pages 41 and 42, for a summary of the different assays
whi ch were available). In the board' s judgnent, | ooking
for "a better method" was a concern shared by all those
skilled in the art. And, thus, it took no inventive

step to think of devel opi ng yet another such nethod.

The provided solution is to elimnate the
centrifugation step by using magnetizable particles

whi ch enabl e the nagnetic separation of the anal yte and
| abel | ed reagent fixed on the receptor fromthe

bi ol ogi cal sanple, followed by the neasurenent of the
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fluorescent or |um nescent signal emtted by the
| abel | ed reagent attached to the particles.

At the priority date of the patent in suit, the
drawbacks associated with the use of centrifugation of
solid phase supports, nore particularly in the form of
particles, in non-isotopic i munoassays had al ready

been pointed out in docunent (31) (see pages 45 and 46).
Furthernore, this docunent al so describes the nagnetic
separation of magnetically attractable particles as an
advant ageous alternative to centrifugation (see point 4,
supra). In the board's judgnent, the conbination of the
teachings of this docunent with those of docunent (37)
made it obvious to replace non-nagnetizable particles

by magneti zable particles, ie replace centrifugation by
separation, when attenpting to solve the afore-
ment i oned probl em

At oral proceedings, the appellant cited a nunber of
docunents including declarations, such as docunents (31)
and (51), as evidence that at the priority date

magneti zabl e particles were considered opaque. In the
appel lant's opinion, this inplied that the skilled
person woul d have considered themas highly likely to
interfere with the reading of the signal emtted by the

| abel | ed reagent fixed upon them and, therefore, he/she
woul d not have used themin the claimed manner.

Wereas the board may wel|l agree that the presence of
opaque particles in close vicinity to the signal to be
read could prima facie be thought likely to interfere
with the reading, it cannot agree that this would have
prevented the person skilled in the art fromcarrying
out the nethod as clained in order to solve the problem
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on the basis of the conbined teachings of docunents (37)
and (31). Indeed, this is the very alternative which is
clearly envisaged in docunent (31): "... assays based
on the use of antisera coupled to mcroparticles may
require several wash and centrifugati on steps. These
probl ens can be avoi ded by the use of magneti zabl e
particles ..". Besides, it is a point accepted by al
parties that magnetizable particles were avail abl e at
the priority date. Thus, it was only a matter of "try
and see" whether the suggestion in docunent (31) could
be put into practice.

16. For these reasons, it is concluded that the
requirenments of Article 56 EPC are not fulfilled by the

mai n request .

Auxi | iary request

Adm ssibility of the request into the proceedi ngs

17. The adm ssibility of the auxiliary request was no
| onger objected to at oral proceedings. The board
considers that this request was submtted in response
to the comunication under Article 11(2) of the Rules
of Procedure of the Boards of Appeal and, thus, accepts
it into the proceedings.

Amendnents (Article 123 EPC)

18. Claim 1 corresponds to granted claim6, clains 2 to 5,
6 and 7 being identical in wording to granted clains 2
to 5 7 and 8, respectively. As granted claim6 was
dependent on granted clains 1 to 5, and as granted
claims 7 and 8 were dependent on granted claim6, the

2175.D
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amendnents are considered to have resulted neither in
the addition of subject-matter which extends beyond the
content of the application as filed nor in an extension
of the protection conferred. Therefore, the
requirenents of Article 123 EPC are net by the

auxiliary request.

| nventive step (Article 56 EPC)

19.

20.

21.

22.

2175.D

Caim1l1l of the auxiliary request differs fromclaiml
of the main request in that the magnetically
attractable particles are said to be suspendable in the
liquid phase without shaking for a period at |east as

I ong as the incubation tinme of the assay.

Thi s added feature does not change the definition of
t he objective technical problemstarting from docunent
(37) as stated at point 10 (see supra).

The provided solution is nowto elimnate the
centrifugation step by using magnetizable particles
whi ch enabl e the nagnetic separation of the anal yte and
| abel | ed reagent fixed on the receptor fromthe

bi ol ogi cal sanple, followed by the neasurenent of the
fluorescent or |um nescent signal emtted by the

| abel | ed reagent attached to the particles, said
magneti zabl e particles being such that they fail to
sedinment for as long as the reaction between the
particle bound receptor, the analyte and the | abelled
reagent takes pl ace.

In the paragraph entitled "Avoi dance of continuous
m xi ng", docunment (31) identifies as a disadvantage the
need to shake continuously the assay tubes when
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enploying antisera linked to a solid support. It
suggests that this disadvantage nmay be all evi ated by
usi ng nmagneti zable particles with a bulk density
simlar to that of the incubate (see page 46, right-
hand col umm).

Therefore, the board considers that the person skilled
in the art would have regarded it as obvious not only
to replace, in the nmethod of docunent (37), the
"Aner | ex" particles by magnetically attractable
particles but also to choose those particles in such a
way that they have a density approximating to that of
the liquid phase, thereby avoiding, as pronpted by
docunent (31), both the need for centrifugation and

conti nuous m Xxi ng.

Finally, as to the appellant's argunent that the person
skilled in the art would have regarded as unrealistic

t he reading of the fluorescence or |um nescence enmtted
by a conpound in a suspension of opaque particles, one
can reply as follows. It is admtted in the patent
specification (see page 5, lines 11 to 13) that, for
the clained nethod to be valid, it is required that
"the MAPs shoul d not attenuate the signal generated by
the | abel | ed reagent thereon by nore than about 90%,
whi ch neans that the appellant is satisfied if at |east
10% of the light emtted by a fluorophore or

| um nophore i s neasured, whether that compound is
attached to a particle or is in solution in the
suspensi on of MAPs (the two enbodi nents being covered
by claim1l). The person skilled in the art, aware from
docunent (D24) (see colum 28, lines 25 to 38) that 45%
of the light emtted by fluorescein-|abelled antibodies
attached to particles in a suspension further
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cont ai ni ng opaque particles (charcoal) may be neasured,
woul d not have been deterred from taking such a reading.

For these reasons, the subject-matter of claim1 does
not involve an inventive step, contrary to the
requirenents of Article 56 EPC, and, thus, the
auxiliary request is also not allowable.

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r wonman:

A. Wl i nski F. Davi son- Brunel

2175.D



