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Summary of Facts and Subm ssi ons

2058.D

The appeal |ies against the decision of the opposition
di vi si on mai ntai ni ng European patent No. 0 300 021
(application No. 88 901 571.5) in amended form The
pat ent had been granted on the basis of 6 clains and
has the title: "A process for treating infertility and
an agent for use in the process”". Claiml as granted
read as foll ows:

"1l. Use of a conposition conprising a conbination of
grow h hornone and gonadotrophins for the production of
a nmedi canent for treatnment of infertility in human

bei ngs or higher animals."

Dependent clainms 2 to 5 related to specific enbodi nents
of the medical use of claiml. Caim6 was directed to
a process for the production of a nedi cament.

The parties referred to foll owi ng docunents:

(1) Wlson C.A et al., J. Endocrinol ogy, Vol.
104, pages 179-183 (1985);

(2) Xi ao-Chi Jia et al., Endocrinol ogy,
Vol . 118, pages 1401 to 1409 (1986);

(3) Adashi E.Y. et al., Endocrine Reviews,
Vol . 6, pages 400 to 420 (1985);

(8) Davoren B.J. et al., Am J. Physiol.
pages E26-E32 (1985);

(10) Adashi E.Y. et al., Endocrinology, Vol. 117,
pages 2313 to 2320 (1985);



Exh. (1)

Exh. (3)

Exh. (4)

Ref . (1)

Ref . (2)

Ref . (3)

Ref . (4)

Ref . (10)
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Hull GR et al., British Medical Journal
Vol . 291, page 1693 to 1697 (1985);

Cassar J. et al., Brit. J. Obst. Gyn.,
Vol . 87, pages 337 to 339 (1980);

Yusoff Dawood M et al., Fertility and
Sterility, Vol. 38, pages 415 to 418 (1982).

Marshall J.C et al., New England J. Med.,
Vol . 315, pages 1459 to 1468 (1986);

Bronson F.H., Endocrinol ogy, Vol. 118,
pages 2483 to 2487 (1986);

Leyendecker G et al., J. Reprod. Fert.
Vol . 69, pages 397 to 409 (1983);

Advis, J.P. et al., Endocrinology, Vol. 108,
pages 1343 to 1352 (1981);

Eur opean Phar nacopea 1986, page 508.

L1, Wth a letter dated 6 June 2000, the respondent (patent
proprietor) filed clains 1 to 7 of a main request,

claims 1 to 6 of auxiliary request 1 and clains 1 to 7

of auxiliary 2 in replacenent of any previous claim

requests.

A new nmain request was submitted during the

oral proceedings held on 14 June 2000, whose clains 1

and 2 (anmendnents over the corresponding granted clains

are in bold), read as foll ows:

2058.D
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"1l. Use of a conposition conprising a conbination of
grow h hornone and gonadotrophins for the production of
a nmedi canent for treatnent of infertility in mature
human beings or mature hi gher femal e mammual s, said
growt h hornone being specific to the species in

guestion.™

"2. Use of a conposition conprising a conbination of
grow h hornone and gonadotrophins for the production of
a medi canent for treatnment of infertility in mature
human bei ngs or mature higher femal e mamual s, by

adm ni stration of individually adapted anmounts
effective to enhance ovarian follicle and oocyte
maturation in said manmal or human being, said growh
hor none being specific to the species in question.”

As regards the main request, the argunents subm tted by
t he appel | ant (opponent 02) were essentially as
fol |l ows:

Article 123(2) EPC

- There was no basis in the application as filed for
the term"mature” in clains 1, 2 and 7, nor for
the wording in claim2 "to enhance ovari an
follicle and oocyte maturation”.

Article 84 EPC

- The term"mature" in clains 1, 2 and 7 was not
cl ear.

Sufficiency of disclosure
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- The cl ai med nedi cal use was not effective for
treating infertility due e.g. to primary ovarian
failure but only infertility due to secondary
ovarian failure (hypogonadotrophic
hypogonadi sn) (see patent in suit, page 3, lines 27
to 35). Therefore, the clainmed treatnent of
infertility could not be achieved across the whol e
range of "infertility" stated in claim1l and
enbracing all the causes of infertility listed in
Table I of Exh.(1), contrary to the rationale set
out in decision T 694/92 (QJ EPO 1997, 408).

Novel ty

- The cl ai ned nedi cal use was not novel over
docunent (1) disclosing the use in vivo of growh
hor none together w th gonadotrophins to induce
ovulation in inmmature (prepubertal) female rats,
which went froman infertile state to a fertile
one.

| nventive step

- It was obvious to try to inprove with a reasonabl e
expectation of success the treatnent of
infertility based on gonadotrophins al one by
conbi ni ng gonadotrophins with grow h hornone (GH)
on the follow ng grounds:

Docunent (1) taught that pregnant mare serum
gonadot r ophin (PMSG induced ovul ation in
prepubertal rats weighing less than 60 g only if
t hese had previously been treated with GH The
adm ni stration of PMSG was associated with
hypersecretion of |uteinizing hornmone (LH).

2058.D Y A
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Therefore, the skilled person woul d expect that

t he conbi nati on of gonadotrophins with growh
hornmone (GH) woul d achi eve the same effect in
mature femal e wi th hypot hal am ¢ anenorrhea, having
regard to the fact that the physiol ogical status
of an immture (prepubertal) fermale rat and that
of a mature fenmale w th hypot hal am ¢ amenorr hea
were identical (in both cases there was a | ack of
gonadot r ophi n rel easi ng hornone (GhRH) signal from
the brain being delivered to the anterior
pituitary (see Ref. (1) to (3) and (10)).

Thi s equi val ence of physiol ogi cal statuses nade
the immature (prepubertal) fermale rat a w dely
accepted animal nodel for studying infertility in
manmal s.

- Mor eover, several documents of the prior art
suggested a synergistic effect between CGH and the
follicle-stinmulating hornone (FSH), which is a
gonadotrophin, in the stinulation of the ovarian
function. Ref. (4) taught that GH stinul ated the
ovari an function. Docunent (2) showed that CGH
i ncreased gonadotrophin-stinulated differentiation
of ovarian granul osa cells. Docunent (3) disclosed
a synergistic effect of the insulin-like growh
factor |I/somatonedin C (IG--1/SmC) on FSH. The
sane effect was disclosed by docunents (8) and
(10). 1G-1/Sm C was known to be GH dependent (see
docunent (8)).

| V. The subm ssions provided by the respondent in support

of the clains of the main request can be sunmarized as
fol | ows:

2058.D Y A
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Article 123(2) EPC

- There was a basis in the application as filed for
the term"mature” in the clains of the newy filed
mai n request as well as for the wording "to
enhance ovarian follicle and oocyte maturation”

Article 84 EPC

- The term"mature” in clains 1, 2 and 7 had to be
understood as "sexually mature” and was clear to
t he skilled person.

Sufficiency of disclosure

- The above nethod could al so be used for in vitro
fertilisation (patent in suit, page 3, |line 38)
i ndi cati ng a broader nunber of femal e pathol ogical
conditions (see Exh. (1)).

Novel ty

- The wording in the clains "said growh hornone
bei ng specific to the species in question”
rendered the clainms novel over docunent (1).

| nventive step

- While the (prepubertal) fenmale rat was a widely
accepted ani mal nodel for studying the nechanisns
involved in the onset of puberty, it was not used
for studying infertility in mammuals. Facts
relating to inducing puberty in immture rats had
no relevance to the treatnent of infertile mature
sexual |y active rats. The adult infertile state

2058.D Y A
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was not equivalent to the prepubertal state.
Gowth hornone (GH) did not play the sanme role in
both states. In the prepubertal state, the plasm
concentration of GH first raised then dropped when
maturati on was reached. Al the cited docunents
dealt with investigations on factors (including
GH) involved in pubertal devel opnent, not with
unwant ed pat hol ogical infertility.

- As regards docunent (1), Table (1) of this
docunent showed that GH potenti ated PMSG poorly,
while Table (2) thereof showed that GH had no
effect in increasing the nunber of human chorionic
gonadotrophin (hCG binding sites. These
experinmental results would have di ssuaded the
skill ed person from conbi ni ng gonadotrophins with
GH

- Ref. (4) and docunents (1),(2) and (3) gave
contradictory information about the effect of CH
on FSH in stinulating the ovarian function.

- There was a prejudi ce agai nst the conbi ned use of
gonadotrophins with GH because it was known that
even in cases of GH deficiency, a successful
ovul ation coul d be induced wi th gonadotrophins
al one (see Exh.(3) and (4)).

The appel | ant (opponent 02) requested that the decision
under appeal be set aside and that European patent
No. O 300 021 be revoked.

The respondent (patentee) requested that the decision
under appeal be set aside and that the patent be
mai nt ai ned on the basis of either the main request
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submtted in the oral proceedings or auxiliary
requests 1 or 2 filed wwth the letter dated 6 June
2000.

Reasons for the Decision

1

The appeal is adm ssible

Mai n request

Article 123(2) and (3) EPC

2058.D

The wording "manmmal " in clainms 1, 2 and 7 finds a basis
on page 1, line 2 of the application as filed. Al though
not stated expressis verbis, the term"mature" in these
clainms is inplicit fromthe whol e context of the
application as filed (page 5, lines 23 to 24) referring
toinfertility of couples ("Infertility anong coupl es
is estimated to have an annual incidence of 1.2 couples
for every 1,000..."): infertility of necessity occurs
in spite of sexual maturity and unprotected sexual
activity. It is also inplicit that the patients
subjected to the clained infertility treatnment (see the
Exanples in the application as filed) are "mature"
since they are aged 35, 39, 39 and 38. The wording
"specific to the species in question” in clains 1, 2
and 7 finds a basis on page 5, lines 18 to 19 of the
application as filed.

The expression "by adm nistration of individually
adapted amounts effective to enhance ovarian follicle
and oocyte maturation in said manmal or human being" in
claim2 finds a basis on page 5, lines 13 to 14 and
page 6, lines 7 to 9 of the application as filed. The
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wordi ng "on the stinulation of ovarian function” in
claim5 is based on page 4, line 15 of the application
as filed. Al these amendnents are restrictive in
nature so that the requirements of Article 123(2), (3)
EPC are fulfilled.

Article 84 EPC

The term "mature” is clear and neans "sexually mature",
as can be deduced fromthe application as filed
relating to females who fail to becone pregnant in
spite of sexual maturity and unprotected sexual
activity (see page 5, lines 23 to 24: infertility of
coupl es; see also the Exanples in the application as
filed, wherein the patients are aged 35, 39, 39 and
38) .

Sufficiency of disclosure

2058.D

The appell ant nmaintains that the clainmed treatnent of
infertility cannot be achi eved across the whol e range
of "infertility" stated in claim1, contrary to the
rationale set out in decision T 694/92 (loc. cit.).
However, in the board's view, unlike the situation
dealt with in this decision, there is sufficient

gui dance in the patent in suit for which infertility
situations the clainmed nedical use will certainly
provide the intended effect. The clained nedical use is
effective for treating infertility due to secondary
ovarian failure (hypogonadotrophic hypogonadi sm (see
patent in suit, page 3, lines 27 to 35). This

i nformati on enables the skilled person to sel ect anong
all the causes of infertility listed in Table | of

Exh. (1) those where the clainmed nedical use is likely
to be successful. Therefore, the requirenents of



Novel ty

| nvent i
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Article 83 EPC are fulfill ed.

Docunent (1) discloses the use in vivo of bovine growth
hor none (see page 180, |-h columm, under the heading
"Treatnments"), together w th gonadotrophins to induce
ovulation in inmmture (prepubertal) female rats. The
wording in clains 1, 2 and 7, however, requires inter
alia that the grow h hornmone should be specific to the
species in question. The subject-matter of clains 1, 2
and 7 is therefore novel over docunent (1), wherein
bovine growm h hornone is adm nistered to rats. This
conclusion also applies to clains 3 to 6 by virtue of
t heir dependency on claim1.

ve step

| nt roducti on

Cl osest

2058.D

The ovarian function of higher mammal s and humans is
regul ated by pituitary sex hornones, called
gonadot r ophi ns. These i nclude FSH whi ch causes follicle
maturation, and LH which causes ovul ati on (see patent
in suit, page 2, lines 10 to 12).

prior art
It is agreed by the parties that the closest prior art

underlying the clainmed subject-natter is represented by
treatnments of infertility with gonadotrophins al one, as

referred to in the patent in suit (see page 2, lines 45
to 49) and the board agrees as well. It is also stated
on page 2, lines 50 to 54 that the treatnent of

infertility with injections of gonadotrophins was
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affected by a series of drawbacks such as, inter alia,
failure by a percentage of the treated wonen to becone
pregnant and risks due to overstimulation, such as
formati on of ovarian cysts. The problemthe patent in
suit purports to solve is to provide an inproved
treatment of infertility devoid of the drawbacks of the
previ ous treatnent w th gonadotrophins al one.
Conparative Exanples 1, 3 and 4 of the patent in suit
show a superior fertilization effect and an i nprovenent
of the chance of pregnancy upon treatnment with a

conbi nati on of gonadotrophins and GH versus the
treatment with gonadotrophins alone. The board is thus
satisfied that this problem has been solved by the

nmedi cal use stated in claiml.

Therefore, it remains to be deci ded whether or not the
proposed solution to this problemis obvious in the
light of the cited prior art.

The appellant argues that it was obvious to comnbine
gonadotrophins with GH for the treatnment of infertility
in the light of docunent (1) and of the fact that the

i mature (prepubertal) female rat was a w dely accepted
ani mal nodel for studying infertility in mammuals. The
board observes that Table (1) of document (1) rel ates
to the ovulatory effect of various hornones on rats

wei ghing less than 60 g previously treated with PVM5SG
(equi val ent to gonadotrophins). This Table shows that
LH, FSH, ACTH (1-39) (porcine corticotropin), its
fragment ACTH (1-24) and corticosterone all perform
better than GH in potentiating PMSG Adm nistration of
GH with PMSG thus achi eves one of the worst results
(only 12 out of 22 rats ovulate). Therefore, in the
board's view, even if one accepts the appellant's "rat
nodel for studying infertility”, the conclusion cannot
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be drawn that docunent (1) encourages the skilled
person to conbi ne gonadotrophins with GH. Further, in
anot her experinent aimng at studying the effect of
PSM5 GH and corticosterone on the ovarian function
(see Table (2) of docunment (1)), the nunmber of hCG
binding sites in ovarian tissue is neasured. It turns
out that the addition of G4 to PSMG has no effect in
i ncreasing the nunber of hCG binding sites in ovarian
ti ssue (PMSG al one = 29.59 cpmx 102 PSMG + GH = 29. 36
cpmx 10°2). In the board' s opinion, this experinental
result further dissuades the skilled person from
conbi ni ng gonadot rophins with GH

The appel |l ant nai ntains that several docunents of the
prior art (see section Il above) suggest a synergistic
effect between GH and the gonadotrophin FSH in the
stinmulation of the ovarian function. The board,
however, observes that Ref. (4) (see page 1350,

par agraph bridging I-h and r-h columms: "the present
results indicate a direct effect on the ovary")
suggests a direct effect of GH on FSH in stinulating
the ovarian function of rats. Docunent (3) teaches that
said effect occurs indirectly via IG-1/SmC for rats
(see page 407, r-h colum; see al so page 409, bottom of
[-h colum: "SmCIG-1 synergized with FSH in the

i nducti on of progesterone biosynthesis by granul osa
cells") and pigs (see page 408, passage bridging I-h
and r-h colums). There is a statenent in docunent (3)
that 1G=-1/Sm C stinulates swi ne granulosa cell of its
own, i.e. without the help of FSH (page 408, bottom of
r-h colum). Further, according to docunent (2) (see
Figure 1), CH potentiates FSH in increasing the nunber
of hCG receptors, while docunent (1) (see paragraph 9
supra) teaches that the addition of GH to FSH ( PSMG)
has no effect in increasing the nunmber of hCG bindi ng
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sites in ovarian tissue. In the board' s view,
contradictory statenments of this kind reflect the
conplexity of the prior art underlying the clained
subject-matter, which prior art does not unanbi guously
suggest an inproved effect between GH and FSH in the
stinmulation of the ovarian function in prepubertal
animals, much less in mature nmanmal s or human bei ngs
suffering frominfertility.

In conclusion, the addition of GHto the already known
anti-sterility nmedi canent gonadotrophins to obtain an

i nproved effect is suggested nowhere. The nedical use
of clainms 1 to 6 involving gonadotrophins and GH and

t he process for the production of a nedicanment

conpri sing gonadotrophins and GH of claim 7 satisfy the
requirements of Article 56 EPC.

Since the board is satisfied that the clains of the
mai n request neet the requirenments of the EPC, no need
arises to consider the auxiliary requests.

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 main
request submtted in the oral proceedings.

The Regi strar: The Chai rwonman:

2058.D
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U. Bul t mann U M Kinkel dey
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