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Summary of Facts and Submn ssions
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The appeal is against the decision of the opposition
di vi si on revoki ng European patent No. 0 285 370
(application No. 88 302 782.3), which had been opposed
by the respondent (opponent) on the grounds of |ack of
novelty and inventive step. Independent clains 1 and 8
as granted read as foll ows:

"1l. An injectable soft tissue augnentation nmateri al
conprising a sterilised mxture of type | and type 111
col | agen extracted by proteol ytic digestion of

I nsol ubl e ammi on, sol ubl e ami on, sol ubl e chorion from
human pl acenta, and conbi nations thereof, honogeni sed
to pass through a surgical needle.

8. A nethod of making an injectable soft tissue
augnentation material conprising, sterilising a mxture
of type | and type Il collagen extracted by

proteol ytic digestion of insoluble amion, soluble

ammi on, sol uble chorion from human pl acenta, and

conbi nations thereof, and honbgeni sing the nateri al
sufficiently to pass through at |east a 0.556 mm

di aneter (25 gauge) surgical needle.”

Clains 2 to 7 and 9 to 13 related to specific

enbodi nents of the injectable soft tissue augnentation
material of claiml or of the nmethod of claimS8,
respectively.

The foll ow ng docunents are cited in the present
deci si on:

(D1): Marie Claire, No. 410, page 360 (Cctober
1986) ;
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(D2): Madanme Figaro, No. 1311, pages 172 to 176
(Cct ober 1986);

(D3): Tardy M et al., Enjeux, No. 74, pages 79 to
82 (Novenber 1986);

(D4): EP- A1-0 083 868;

(D5): US- A- 4, 485, 096.

On 28 January 2002, the appellant submtted clains 1 to
13 of an auxiliary claimrequest, wherein clains 1
and 8 read as foll ows:

“"1l. An injectable soft tissue augnentation nateri al
conprising a sterilized mxture of type | and type 111
collagen in a ratio of type | to type Il of 57:43,
extracted by proteol ytic digestion of insoluble ammion
or sol uble amion from human pl acenta, and conbi nati ons
t hereof , honpbgeni sed to pass through a surgical needle.

8. A nethod of making an injectable soft tissue
augnentation material conprising, sterilizing a mxture
of type | and type IIl collagen in a ratio of 57:43,
extracted by proteolytic digestion of insoluble amion
or sol uble amion from human pl acenta and conbi nati ons
t hereof, and honobgenising the material sufficiently to
pass through at |least a 0.556 mm di aneter (25 gauge)
surgical needle.”

Clains 2 to 7 and 9 to 13 were as granted.

Wth a letter dated 25 January 2002, the respondent
W t hdrew t he opposition.
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V. Oral proceedings were held on 29 January 2002.
VI . The subm ssions by the appellant can be summari zed as
fol | ows:

Mai n request

Novelty (Article 54 EPC)

-  Docunents (D1) and (D2) were non-technical
publ i cati ons which provided no specific details
about what particular part of the placenta
(ami on/ chorion) one had to start with, the type(s)
of collagen to be used and the process of
production. Docunent (D3) did not disclose
i nj ectabl e augnentation material conprising type |
and type Il collagen. Docunent (D4) related to
col | agen derived from bovine or porcine sources.
Therefore these docunents failed to disclose a
product having all the technical features recited in
claim1.

I nventive step (Article 56 EPQC)

- The problemto be solved was to inprove the
i njectabl e augnentation materials of bovine origin
such as Zydern? (referred to in docunent (D4), on
page 1, line 26 and in the patent in suit, eg on
page 3, lines 20 to 22) and Zypl ast® (see page 3,
lines 28 to 29 of the patent in suit). The solution
provi ded were the conpositions according to claim1l
whi ch, conpared with these known augnentation
mat eri al s, achieved the foll ow ng unexpected
advant ageous effects: (i) a reduction in adverse
i mmunol ogi cal reactions (see page 5, lines 24 to 25

0918.D Y A
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of the patent in suit) ; (ii) a longer persistence
at six nonths (see Table 2 on page 8); (iii) a
greater fibrocytic ingrowmh and neovascul ari sation
vi s-a-vis the bovine collagen inplants and

adi pocytes deposition in the inplant (see page 8,
lines 5 to 10 and 46 to 57).

- Wiile the skilled person m ght have | earned from
docunents (Dl1) and (D2) the vague idea that human
pl acenta collagen could be an alternative to
products derived from bovi ne sources, he/she would
not have arrived at the claimed subject-matter on
the foll ow ng grounds:

- Al t hough the prior art bovine products (such as
Zydernf) were based on type I/type Il collagen
m xtures, the skilled person would not have
selected the type I/type Il collagen fraction
from human pl acenta because there were
di fferences in conposition between type I/type
11 collagen m xtures obtained from human
pl acenta and t hose obtai ned from bovi ne sources.

- Docunents (D1) and (D2) were magazi nes which
nerely nmentioned that collagen fromthe human
pl acenta could be used to fill up winkles with
reduced allergenicity. No details were given
about the process of production or what
particular part of the placenta (ammion/chorion)
one had to start wth.

- Docunent (3) reviewed the biomaterials
obt ai nabl e from human pl acenta, including two
fractions of collagen (collagen type IV and a
m xture of collagen type | and coll agen

0918.D Y A
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type Il11). The only injectable materials
mentioned were solutions of type IV collagen
useful in ophthal nol ogy. No injectable
preparations conprising the type I/type I
col l agen m xture were disclosed but nerely solid
gels for use in healing ("cicatrisation"),

surgi cal haenostasis, reconstitution of
(possibly burned) living skin and tissue repair.
There was thus no suggestion in docunent (D3) to
use a type I/type Il collagen m xture from
human pl acenta as an injectable conposition for
augnentation (eg filling up winkles). On the
contrary, there were good reasons for the reader
of docunent (D3) to avoid using a type |/type
11 collagen m xture from human pl acenta for
augnentation. In fact, docunent (D3) pointed
towards type |V collagen from hunman pl acenta as
i njectable collagen. Mreover, it was enphasi sed
in this docunent that a probl em arose upon
colonisation of type I/type Il collagen

m xtures from human placenta by fibroblasts: the
| ength of the applied gel contracted by a

factor of 5.

Auxi liary request
Novel ty

-  Docunents (Dl) to (D4) failed to disclose all the
technical features recited in claim1l, including the
ratio of collagen type | to type Il of 57:43.

I nventive step (Article 56 EPC)

- The anendnents to i ndependent clains 1 and 8
resulted in a restriction of the placental source of
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type | and type Il collagen to the amion of human
pl acenta (the wordi ng "sol ubl e chorion" had been
deleted). As an effect of this restriction, the
ratio of type | to type Ill collagen in the m xture
was 53:47, as nentioned in the patent in suit on
page 9, line 9.

- The use of ammion-derived collagen (having thus a
ratio of type | to type Il of 53:47) gave rise to
t he unexpected advant ageous effects (i) to (iii)
al ready pointed out in relation to the main request.

- No prior art docunent suggested the proportion 53:47
recited in claim1. Wiile docunents (D1) and (D2)
were silent about this specific ratio, docunent (D3)
taught that one had to start from whol e placenta
(see Table 2: "tissu placentaire"), thus leading to
a different ratio of type | to type II1l collagen
than the one stated in claim1.

VII. The appel |l ant (patentee) requested that the decision
under appeal be set aside and that the patent be
mai ntai ned as granted (main request) or on the basis of

claims 1 to 13 filed with the letter dated 28 January
2002 (auxiliary request).

Reasons for the Deci sion

1. The appeal is adm ssible.

Mai n request
Novel ty

2. Docunents (Dl1) and (D2) do not provide specific

0918.D Y A
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technical details inter alia about which collagen
type(s) anong the possible types I, II1I, IV, V, VI
(see Table 1 of docunent (D3)) have to be present in

t he augnentation material and about what particul ar
part of the placenta (amion/chorion) one had to start
Wit h.

Docunent (3) reviews the bionmaterials obtainable from
human pl acenta, including two fractions of collagen
(coll agen type IV and a m xture of collagen type | and
collagen type I1l ). The only injectable materi al
mentioned in this docunent is a solution of type IV
col | agen useful in ophthal nol ogy (see central colum on
page 81). No injectable preparation conprising a

type I/type |1l collagen m xture is disclosed but
merely solid gels for use in healing ("cicatrisation"),
surgi cal haenostasis, reconstitution of (possibly
burned) living skin. It is true that reference is nmade
on page 81, r-h colum to "conblenent” (filling),
however, it is in the context of a porous solid
col |l agen structure conprising fibrin and growh factors
(PDGF, &-TGF) to be used for pronoting healing. There
Is thus no disclosure in docunent (D3) of the use of a
type I/ type Il collagen m xture from human pl acenta
as an injectable conposition for augnentation

(eg filling up winkles).

Docunent (4) discloses injectable soft tissue
augnentation material conprising collagen from bovi ne
or porcine corium (skin).

In view of the foregoing, it nust be concluded that
none of docunents (Dl) to (D4) discloses all the
technical features of the material of claim1l1 and the
nmet hod of claim 8. Therefore these clains and dependent
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claims 2 to 7 and 9 to 13 are found to satisfy the
requi renents of Article 54 EPC

I nventive step (Article 56EPC)

3. The appel |l ant considers that the conpositions according
to claim1 provide a solution to the probl em of
i nproving (see patent in suit, bottom of page 3) the
known i njectabl e augnentation nmaterials of bovine
origin such as Zydern? (referred to in docunent (D4), on
page 1, line 26 and in the patent in suit, eg on
page 3, lines 20 to 22) and Zypl ast® (i bidem page 3,
lines 28 to 29). It is argued that the clained
conpositions, conpared with these augnentation
mat eri al s based on bovi ne col | agen, achi eve the
fol | ow ng unexpected advant ageous effects: (i) a
reduction in adverse inmmunol ogi cal reactions (see
page 5, lines 24 to 25 of the patent in suit); (ii) a
| onger persistence at six nonths (ibidem Table Il on
page 8); (iii) a greater fibrocytic ingrowh and
neovascul ari sati on and adi pocytes deposition in the
i nplant (ibidem page 8, lines 5 to 10 and 46 to 57).

4. As for advantageous effect (i) above, in the board's
opi ni on, collagen from human pl acenta, unli ke bovine
col l agen, is not "xenogeneic" (patent in suit, page 5,
line 24). Hence it is obvious to the skilled person
that it induces | ess adverse inmunol ogical effects, if
at all. Technical effect (i) has thus to be treated as
an obvi ous and expected effect, also in view of
docunents (Dl1) and (D2) (see eg the third colum on
page 176 of docunent (D2): "[le collagéne tiré du
pl acenta hunmain est] anallergique car tout a fait
i dentique a notre propre collagéne").

0918.D Y A
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As regards advant ageous effect (iii) above, the
appel lant admts that it is a nmere expl anation of
effect (ii) rather than a technical effect per se
(see point 13 of the G ounds for Appeal: "This
[effect (iii)] leads to greater persistence for the
clained inplants"). The board agrees as well that
effect (iii) can be nerged with effect (ii).

In view of this, the only technical effect left,
possibly giving rise to a problemto be solved vis-a-
vis the bovine inplants of the prior art, is

effect (ii) above (longer persistence at six nonths).

As evidence that the clainmed conpositions exhibit
technical effect (ii), the appellant points to Table 2
on page 8 of the patent in suit, dealing with the
persi stence of inplants from human placenta after six
nont hs.

Yet the board observes that "Groups 8 and 10" listed in
colum 1 of Table 2, relating to two conpositions
according to claim1l based on (or conprising) soluble
chorion from human placenta, turn out to be conparable
or worse than Zydern? and Zyplast® as to the persistence
at six nonths. For these reasons the board is not ready
to accept that the problemto be solved by the clained
subject-matter is to prepare a better product
(exhibiting | onger persistence at six nonths) than
Zydern? and Zypl ast®.

In the absence of any advantageous technical effect,
t he objective problem sol ved by the clai ned subject -
matter has to be restated to neet a | ess anbitious
obj ective, nanely the provision of a further or

al ternative augnentation material, differing from
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Zydern? and Zyplast® by the fact it is extracted by
proteol ytic digestion of insoluble amion and/ or

sol ubl e ami on from human pl acenta. The remai ni ng
technical features of this further augnentation
material are common to Zydernf and Zypl ast®, since these
al so conprise a mxture of type | and type Ill collagen
(see page 9, line 9 of the patent in suit) and have

al so been sterilised and honpgeni sed to pass through a
surgical needle. The question to be answered is whet her
or not it would have been obvious for the skilled
person to arrive at sonething falling under the terns
of claim 1.

Thus, there was an incentive for the skilled person to
turn to collagen from human placenta in view of its

| ower i mmunogenicity (as confirnmed by docunents (D1)
and (D2)), in particular to a fraction thereof possibly
conprising a mxture of type | and type Ill collagen as
in Zydern®P and Zypl ast ®.

But Table 2 of docunment (D3) already taught the skilled
person how to obtain this fraction. This Table was a
flow chart relating to the proteol ytic digestion of
whol e human pl acenta yielding a first fraction being a
m xture of collagen type | and type |1l and anot her
fraction being collagen IV. Docunent (D3) al so warned
that pepsin digestion was the only way to extract
col |l agen wi thout denaturation (see page 80, r-h

colum, lines 5 to 8).

In the board' s judgenent, once the skilled person put
the extraction process of Table 2 into practice by
departing fromwhol e placenta ("tissu placentaire"),
he/ she woul d of necessity arrive at "a m xture of
type | and type |1l collagen extracted by proteol ytic
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di gestion of insoluble amion, soluble amion, soluble
chorion from human pl acenta, and conbi nati ons thereof"”
as worded in claim1 at issue. This is because human
pl acenta consists mainly of ammion and chorion

(see Figure 3 on page 14 of priority docunent

GB 8708009 underlying the patent in suit; this Figure
iIs no longer present in the patent specification). It
Is true that this material had still to be sterilised
and honogeni sed to pass through a surgical needle, in
order for it to exhibit all the features of present
claiml1, but these were routine steps if one wshed to
get an injectable soft tissue augnentation material.

8. According to the appellant, the reader of docunent (D3)
woul d have avoi ded using a type I/type Ill collagen
m xture from human placenta for augnentation in view of
the problem arising upon col oni sati on of
type I/type |1l collagen m xtures from human pl acenta
by fibroblasts (contraction of the Iength of the
applied gel by a factor of 5). In the board s view,
t hough, the passage of docunment (D3) on page 81,
r-h colum, |ast paragraph pointed out by the appellant
relates to artificial skin production (Reference [16]
in this passage deals with "The reconstitution of
living skin"). A simlar passage in docunent (D5),
colum 3, lines 45 to 46, also relates to the
preparation of "a tissue equival ent useful in the
treatment of burns”. It is the board' s view that
reconstitution of living skin for treating burns or
ot her skin wounds is a different field than filling up
wrinkles with hypoderm c syringes. The skilled person
woul d thus not conclude that a problemturning up when
making artificial skin with a m xture of
type I/type Il collagen and skin fibroblasts would
al so arise when using a type I/type I11 collagen

0918.D Y A
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m xture al one for augnentation.

In view of the foregoing, it nmust be concluded that it
was obvious for the skilled person to arrive at
sonething falling under the ternms of claim1l. The
appel lant's main request is thus not allowabl e under
the ternms of Article 56 EPC

Auxi |l i ary request
Article 123(2) and (3) EPC
Clainms 1 and 8

10.

Clainms 1 and 8 are based on clains 1 and 8 as granted
with the introduction of the wording "in a ratio of

type | to type Il of 57:43" and the del etion of
"sol ubl e chorion" (see paragraph IIl supra). The
wording "in a ratio of type |l to type IIl of 57:43"

finds a basis in the published application as filed on
page 8, lines 6 and 7. Furthernore, the clains are
narrower than the granted clains since they are |imted
to injectable soft tissue augnentation nmaterial (and a
met hod for making it) conprising (or starting from
col l agen extracted fromthe amion of hunman pl acenta,
while the granted clains were not so limted. In
conclusion, the clains of the auxiliary request do not
infringe Article 123(2) and (3) EPC.

Novelty (Article 54 EPC)

11.

0918.D

The conclusion arrived at by the board in relation to
the main request (see point 2 supra) also applies to
the clains of this request, differing therefromby the
del eti on of "sol uble chorion" and the introduction of
"in aratio of type |l to type IIl of 57:43". The
docunents of the prior art (Dl1) to (D4) indeed fail to
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di sclose all the technical features recited in
I ndependent clains 1 and 8, let alone the ratio of
collagen type | to type Il of 57:43.

I nventive step (Article 56 EPC)

12.

13.

14.

0918.D

The appel |l ant maintains that the use of ammion-derived
col I agen having the above ratio of type | to type Il
col l agen gives rise to the unexpected advant ageous
effects (i), (ii) and (iii) already pointed out in
relation to the main request.

Bearing in mnd that effect (ii) (persistence at six
nmonths) is the only technical effect to be possibly
taken into account (see point 4 supra), the board
agrees that Table 2 of the patent in suit illustrates a
| onger persistence at six nonths of ammi on-derived
collagen inplants having a ratio of type | to type III
of 53:47 . "Goups 2, 4 and 6" listed in colum 1 of
Table 2 , relating to three such conpositions, perform
i ndeed equally well as Zydernf and Zyplast® (the latter
I's bovine collagen cross-1linked wth gl utaral dehyde:
see page 3, line 29 of the patent in suit), however at
a |l ower collagen concentration (conpare 37.2 ng/m,
22.2 ng/mM and 40.5 ng/mM with 65 ng/m and 35 ng/m)
or without the need for cross-linking. The board is
thus ready to accept that the problemto be solved by
the clainmed subject-matter is to prepare a better
product (exhibiting |onger persistence at six nonths)

t han Zydernf and Zypl ast®

In the board's judgenent, no prior art docunent
suggests that the solution to the above problemlies

Wi th selecting the proportion 53:47 recited in clains 1
and 8. Wil e docunents (Dl1) and (D2) are silent about
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this specific ratio, docunent (D3) teaches that one has
to start fromwhol e placenta (see Table 2: "tissu

pl acentaire"), thus leading to a different ratio of
type | to type Il collagen than the one stated in
clainms 1 and 8. Consequently, these clains and
dependent clains 2 to 7 and 9 to 13 satisfy the

requi renents of Article 56 EPC

15. The board concludes that the appellant's auxiliary
request has to be accepted.

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
order to maintain the patent on the basis of clains 1
to 13 filed with the letter dated 28 January 2002, and

pages 4 to 7 and 10 of the description filed at the
oral proceedings and pages 2, 3, 8 and 9 as granted.

The Regi strar: The Chai r woman:

P. Crenona U M Kinkel dey
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