BESCHWERDEKAMVERN
DES EUROPAI SCHEN

BOARDS OF APPEAL OF
THE EUROCPEAN PATENT

CHAMBRES DE RECOURS
DE L' OFFI CE EUROPEEN

PATENTAMI'S OFFI CE DES BREVETS
I nternal distribution code:
(A) [ ] Publication in QJ
(B) [ ] To Chairnen and Menbers
(O [X] To Chairnen
DECI SI ON
of 21 April 1999
Case Nunber: T 0425/95 - 3.3.2
Appl i cation Nunber: 88905097. 7
Publ i cati on Nunber: 0362270

| PC:

Language of the proceedi ngs:

Title of invention:
Steriod | otion

Pat ent ee:
Schering Corporation

Opponent :

Yamanouchi Europe

Headwor d:
Topi cal

Rel evant | egal
EPC Art. 56

provi si ons:
Keywor d:
"I nventive step (yes):

Deci sions cited:

Cat chword

EPA Form 3030 10. 93

conposi ti on/ SCHERI NG

A61K 31/565

EN

non- obvi ous i nprovenent"”



9

Européisches
Patentamt

European
Patent Office

Office européen
des brevets

Beschwerdekammern Boards of Appeal Chambres de recours

Case Nunber: T 0425/95 - 3.3.2

DECI SI ON

of the Technical Board of Appeal 3.3.2

of 21 April 1999
Appel | ant ; Yamanouchi Europe B. V.
(Opponent) Departnent of Legal Affairs, Patents and

Tr ademar ks

Represent ati ve:

Respondent :

(Proprietor of the patent)

Represent ati ve:

Deci si on under appeal

Att. Ms. M dthoff Patents Manager
P. 0. Box 108

2350 AC Leiderdorp  (NL)

Schering Corporation

2000 Galloping H 1l Road
Keni l worth

New Jersey 07033 (uUs)

von Kreisler,
Pat ent anwél t e
von Krei sl er-Sel ting-Wrner
Postfach 10 22 41
51462 Kol n (DE)

Al ek, Dipl.-Chem

Interlocutory decision of the Qpposition Division

of the European Patent O fice posted 9 March 1995
concerni ng mai nt enance of the European patent
No. 0 362 270 in anended form

Conposi tion of the Board:

Chai r man:
Menber s:

P. A M Langon
C. Germnario

R E. Teschenacher



S1 - T 0425/ 95

Summary of Facts and Subm ssi ons

1373.D

Eur opean Patent No. 0 362 270 was granted in response
to European patent application No. 88 905 097.7 on the
basis of a set of 11 clainms for all the designated
Contracting States.

Noti ce of opposition was filed by the appellant,
requesting revocation of the patent in its entirety on
the grounds of |ack of novelty and inventive step.

The foll ow ng docunents were cited during the
proceedi ngs before the opposition division:

(A) Journal American Acadeny of Dernmatol ogy, Vol. 14,
pages 79 to 83, (1986);

(C) US-A-3 856 954;

(E) US-A-3 899 580;

(F) Package leaflet for the marketed product:
Di prosoneR® I otion 0.05%

The docunent EP-A-0 129 283, which was acknow edged as
background art in the description of the opposed
patent, was al so considered by the parties during the
oral proceedings before the Board of appeal.

The opposition division nmaintained the patent on the
basi s of an anended set of clains and a description
adapt ed accordingly.
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The text of claim1l reads as foll ows:

"Atopical lotion for the treatnent of inflammtion
whi ch conprises 0.01 to 1.0% by wei ght of the
conmposition of a dermatol ogically acceptable anti -

i nfl ammatory corticosteroid selected fromthe group
consi sting of betanethasone 17, 21-di propionate,

al cl onet asone di propi onate and nonetasone furoate in a
hydr o- al cohol i ¢ base conpri si ng:

15 to 50% by wei ght of propyl ene glycol;

20 to 40% by wei ght of isopropyl alcohol;

20 to 60% by wei ght water;

0.1 to 0.5% by weight of a thickening agent, and
sufficient buffer to maintain the pH of the conposition
within the range of 3.0 to 6.0"

The opposition division held that claim1l, as anended,
fulfilled the requirenents of Article 123(2) and (3)
EPC and that its subject-matter was novel

In the assessnent of the inventive step, the opposition
di vi sion considered (C) and (E) as the nost rel evant
docunents and hel d that none of the two docunents,
taken al one or in conbination with document (A),

di scl osed or suggested the inproved properties,

i ncl udi ng high vasoconstrictor activity and excel |l ent
anti-inflammtory activity characterising the clained

| oti on.

For this reason, the clainmed subject-matter was
recogni sed as inventive.

The appel | ant (opponent) | odged an appeal against this
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deci sion. Oral proceedings were held on 21 April 1999.

Havi ng recogni sed that the subject-matter of the
anended claim 1 was novel, the appellant maintained the
obj ection of |ack of inventive step.

Al t hough concedi ng that the conpositions according to
claim1l showed sone inproved vasoconstrictor
properties, it contended in witing that this effect
was predictable in the |ight of the teaching in
docunent (E), which disclosed topical conpositions of
anti-inflanmmatory corticosteroids in a hydro-al coholic
vehicle conprising all the conponents of the clained

| otion, ie isopropyl alcohol, propylene glycol, water
and t hi ckeni ng agent, and whi ch exhi bited maxi num ski n-
penetration properties and maxi numtherapeutic effect.
The only difference recogni sed by the appellant between
the conposition of (E) and the lotion of claim1l was
therefore the specific corticosteroids.

In view of the teaching in docunent (E) and (C), which
showed that a hydro-al coholic base of propylene glycol,
I sopropyl al cohol and water was particularly suitable
for topical conpositions of corticosteroids, regardl ess
of the different chem cal structure of said active
agents, the choice of other nore recently devel oped
corticosteroids, whose anti-inflamuatory properties
made them plainly suitable for the sane use, woul d have
been obvi ous for the skilled person.

During the oral proceedings, the appellant agreed with
the Board that the closest prior art was represented by
the commercial product "DiprosoneR [ otion 0.05%, which
was cited in docunent (A) or, in nore detail, in
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docunent (F), and which conprised all the el enents of
the clained lotion with the exception of propyl ene

gl ycol .

In the appellant's contentions, the subject-matter of
claim1l | acked inventive step over this comercia
conposition since the addition of propylene glycol to
its base, in order to inprove its efficacy, was
suggested not only by docunents (C) or (E) but also,
and specifically, in EP-A-0 129 283.

The appel l ant al so contested the appeal ed deci si on
since the opposition division, while maintaining the
patent in anmended form did not request that the prior
docunents (C) and (E), on the basis of which the scope
of claim1l had been limted, be acknow edged in the
anmended description in accordance with Rule 27(1)(b)
EPC

The respondent focused its argunents on the chem ca

di fference between the corticosteroids cited in claiml
and those described in the prior docunents (C) and (E)
It specifically enphasised the inportance of said
difference for the release of the steroids fromthe
topical formulation and for their penetration through
the skin, and concluded that the skilled person had no
possibility to predict, on the basis of said prior art,
the i nproved vasoconstrictor activity showed by the
clainmed | otions.

During the oral proceedings, the respondent filed an
anended description to acknowl edge the newy identified
cl osest prior art, in conpliance with Rule 27(1)(b)
EPC.
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The appel | ant (opponent) requested that the decision
under appeal be set aside and European patent

No. 0 362 270 be revoked (main request); in case the
patent were naintained, it requested that the
description be anended in order to acknow edge the
cl osest prior art (auxiliary request).

The respondent (patentee) requested that the appeal be
di sm ssed and the patent be maintained in the version
as submtted during the oral proceedings before the
Boar d.

Reasons for the Deci sion

1

3.1

1373.D

The appeal is adm ssible.

The conpliance of claim1 as anended in the first
instance with the requirenents of Article 123(2) and
(3) EPC and the novelty of the clained subject matter
wer e recogni sed by the opposition division wthout
bei ng contended by the appellant. The Board shares this
opinion. In fact, the specific anti-inflammtory
corticosteroids nowcited in claim1 are disclosed in
clains 4, 7 and 9 as originally filed. Since no cited
pri or docunent describes a topical |otion conprising

t he sanme conponents in the sane anobunts, the novelty of
anended claim1, and of dependent clains 2 to 8 is
recogni sed by the Board.

I nventive step

Bot h docunents (C) and (E), taken al one, have been
di scussed during the proceedings as suitable starting



1373.D

- 6 - T 0425/ 95

docunents for assessing the inventive step of the
cl ai med subject-matter

The Board does not share the view that either of the
two docunents represents the closest prior art. In
fact, though both describe topical conpositions
conprising anti-inflammatory corticosteroids, these
differ in many respects fromthe I otions of claim1.

More particularly, docunent (E) discloses topical gels,
conprising a higher anmount of thickening agent, ie 2.6%
(see claim1), a higher anpbunt of propylene glycol, ie
about 54-84% (see claim 1l and exanples 1 to 6), a |ower
anount of water, ie 8-18% (see claim1l) and, nore

i mportantly, corticosteroids, which are different to

t hose of present claiml.

Li ke the forner, docunent (C) describes topical
conpositions in the formof a gel, conprising,
according to the exanples, a higher anpunt of

t hi ckening agent, ie nore than 1.0% and different anti-
i nfl ammatory corticosteroids. Mreover, the stated
purpose of this invention is not that of inproving the
effi cacy of the nedi canent, but sinply that of
providing a suitable and stable topical conposition
(colum 1, lines 8 to 25).

On the other hand, the Board al so wi shes to consi der
the commercial product naned "Dl PROSONER Lotion 0, 05%
descri bed in docunent (F). This product is a lotion
conpri sing betanethasone 17, 21 dipropionate (0,64 ny/g
conposition), in a vehicle consisting of isopropyl

al cohol (45% and purified water slightly thickened

Wi th Carbonmer 934P. This conposition shares, of all the



3.2

1373.D

S 7. T 0425/ 95

prior conpositions cited, the highest nunber of
essential features with the clained |otion, the single
rel evant point of difference being the |ack of

propyl ene glycol. Al though no publication date is
reported in this docunent, the sanme conmercial product
named "Dl PROSONER Lotion" is cited in docunent (A),
page 82 and 83, which is dated January 1986. For this
reason, the Board is of the view that this commercia
product belongs to the state of the art pursuant to
Article 54(2) EPC and that it represents the closest
prior art.

The problemto be solved by the invention, defined in
relation to docunent (F), is that of providing topical
conpositions of the clainmed corticosteroids exhibiting
i nproved percutaneous adsorption of the specific
steroids.

The sol uti on proposed by the patent according to
present claiml1l is a lotion in which a defined anpunt
of propyl ene glycol has been added to the hydro-

al coholic vehicle of a lotion such as the one descri bed
i n docunent (F).

The patent contains conparative tests, the results of
which, illustrated in tables | to IV, prove that

| oti ons conprising propylene glycol exhibit a higher
vasoconstrictor activity as conpared to |otions free of
propyl ene glycol or conprising other glycols. As
explained in the patent (page 6, lines 22 to 23), and
as confirnmed in the MKenzie et al. article (Arch.
Dermatol ., 86, 608 (1962)) produced in the origihna
during the appeal proceedi ngs, vasoconstriction, tested
according to the MKenzie's assay, IS recogni sed anong
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experts in the field as an index of the percutaneous
absorption of steroids.

Therefore, the Board accepts that the higher
vasoconstrictor score illustrated in tables | to IV
reflects the inproved percutaneous adsorption
characterising the clained |otions. For this reason,
the Board is satisfied that the underlying technica
probl em has been sol ved by the present invention.

In assessing the inventive step involved in the clained
subject-matter, the Board wi shes firstly to stress that
the closest prior art, docunent (F) is a sinple package
| eafl et intended to informthe patient, in a neutra
way, of the content, use, and nain and secondary
effects of the commercial product DI PROSONE Loti on.
Therefore, this docunent in itself cannot direct the
skilled person to the solution of the technical problem
proposed by the present invention.

On the other hand, it was argued during the ora
proceedi ngs that the skilled person, faced with the
problemto be solved, would have found a cl ear
suggestion of the solution proposed by the patent in
suit in the prior docunent EP-A-0 129 283, which
reported, on page 5, lines 29 to 32, that propyl ene
gl ycol had been described in several articles in the
literature as enhanci ng the penetration of certain
phar macol ogi cal |y active agents, such as

corti costeroids.

This sentence is not directly related to the invention
representing the subject-matter of the aforenentioned
EP application, but it is a statenent allegedly
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reflecting the prior art know edge inferred fromthe
pieces of literature cited imedi ately thereafter.
However, the appellant, who relied on this specific
passage and on whom the burden of proof rested, did not
provi de the Board with any of these original prior
docunents. Under these circunstances, the rel evance of
this statenent can only be recogni sed by the Board if
confirmed or nmade pl ausi bl e by the whol e technica
content of the prior EP application.

The docunent describes penetration-enhancing

phar maceutical conpositions for topical application
conprising a corticosteroid and a sol vent, such as

wat er, ethanol or 2-propanol (ie isopropanol). As
penetration-enhanci ng agent, the conpositions further
contain a diol, such as 1, 2-propanediol (ie propylene
glycol), 1,2-, or 1,3-, or 2,3-butanediol and a cell -
envel ope di sordering conpound, such as nethyl | aurate,
oleic acid, oleyl alcohol etc. The penetration-
enhancing effect of the different agents is tested and
conpared in exanples 1 to 31, the anmounts, in

m crograns, of corticosteroid penetrated into the

di ffusion cell being scored al ongsi de each conposition.
The results show unanbi guously that the penetration of
trianci nol one or hydrocorti sone caused by propyl ene

gl ycol alone or by the m xture propyl ene gl ycol/ethano
is dramatically |ower than the effect obtained with any
of the penetration-enhancing systens of the earlier EP
application. These results al one cast serious doubt on
the penetration-increasing effect of propylene glyco
as envisaged in the sentence on page 5. Mreover,
exanpl es 28, 29 and 30 show that the alleged "enhancing
effect” of propylene glycol is even |ower than that of
pyrrolidine or derivatives thereof which replace
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propyl ene glycol in sone conpositions and which are not
even quoted in this docunent as possible penetration-
enhanci ng agents. Under these circunstances, the
Board's judgnent is that the statenent indicated by the
appel l ant, not only is not confirmed or nade

bel i evabl e, but is contradicted by the technica
teaching in EP-A-0 129 283. For these reasons, the
skill ed person would not have found in the earlier

EP- A-0 129 283 any reliable suggestion of the sane

sol ution of the technical problem proposed by the
patent in suit.

Docunents (A) (C) and (E) have al so been di scussed by
the appell ant during the appeal proceedi ngs as rel evant
prior art.

Docunent (C) describes topical steroid conpositions in
the formof a gel, conprising, as excipient, propylene
gl ycol, isopropyl- or ethyl-alcohol, and a thickening
agent. The properties sought for these conpositions are
the sinple ability to bring the active substance to the
application site and to release it for absorption -
which, in the Board's view, is the m ni numrequirenent
for a topical conposition - and stability.

Thi s docunent is not concerned with the problem of the
skin penetration of the active agent and for this
reason it fails to recognise or at |east to envisage
the possibility that propylene glycol may inprove the
adsorption of anti-inflamuatory steroids. Therefore,
the skilled person would not have found in this prior
art any reasonable notivation to consider the propyl ene
gl ycol as an adsorption enhancer at all, and still |ess
as an enhancer for the specific corticosteroids of
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claim1 of the patent in suit.

The skilled person could not find any nore efficaci ous
assi stance in docunent (A), which is a sinple list of
nost of the current topical corticosteroid preparations
comercially available in the USA in 1986. Fromthis
docunent the skilled reader could only derive that
propyl ene gl ycol was, anong many others, a suitable
conmponent for topical conpositions. However, no hint of
its effect as a skin penetration enhancer for specific
steroids could be inferred fromit.

Unli ke the fornmer docunents, docunent (E) describes
anti-inflanmmtory corticosteroid conpositions
exhi bi ti ng maxi mum skin penetration and high

t herapeutic efficacy. However, many differences exist
bet ween these prior conpositions and the cl ai ned

| otions, specifically the higher anpbunt of propyl ene
gl ycol, the higher anmpbunt of water, the gel form and
the different anti-inflammtory corticosteroids.

In any attenpt to give a solution to the technica
problem the skilled person woul d have considered the
exci pient disclosed in (E), ie propylene glycol,

I sopropanol and water, only if he could reasonably
foresee in it a valid solution for said problem
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As enphasi sed by the respondent and accepted by the
Board, the devel opnent of the therapeutic effect upon
topi cal adm nistration of a nedicanment is the result of
a nulti-step process conprising the release of the
active agent fromthe excipient, the absorption of the
substance into the skin and the interaction of the
adsor bed substance with the cell functions. It is well
known to the skilled person that this process is not

I ndependent of the chem cal nature of the active

subst ance, specifically of its hydrophilic -

hydr ophobi ¢ properties, to the extent that a
significant nodification of these properties my
strongly change or inpair the penetration
characteristics and the activity of the substance.
According to docunent (E), the m xture isopropyl

al cohol / propyl ene glycol is able to give maxi mnum skin
penetration to corticosteroids which are not only in
thensel ves different fromthe steroids of the patent in
suit, but, nore inportantly, are all in the form of
free alcohol, as specified in claim1 of that docunent.
Therefore, relying on the teaching in (E), the skilled
person had no possibility to predict any desirable,
positive effect on the penetration properties of the
corticosteroids of claiml of the patent in suit, which
are all in the formof esters.

If, neverthel ess, the skilled person had envi saged the
addi tion of propylene glycol, as taught in (E), to the
| otion according to the closest prior art, docunent

(F), he would not have found in this prior docunent any
reason for using the glycol in an anmount falling
outside the range indicated in (E), ie 54 to 84%
nanely to decrease this anmount bel ow the val ue 50% as
required by claim1l according to the patent in suit. In
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fact, the reduction of the glycol could obviously
affect the desired penetration properties of the
composi tion.

I n concl usion, none of the cited prior docunents (A),
(C or (E) suggests to the skilled person that

propyl ene glycol should be added, in the clained
anount, to the hydro-al coholic |otion of docunent (F),
in order to inprove the skin penetration of the anti-
i nfl ammatory corticosteroid of claim1l.

In view of the foregoing, the Board judges that the
subject-matter of claim1, and accordingly of dependent
clains 2 to 8 involves an inventive step.

For these reasons it Is decided that:

1

1373.D

The deci si on under appeal is set aside.

The case is remtted to the first instance with the
order to maintain the patent as anended in the
foll owi ng version

Descri ption: pages 1, la, 2 to 6,

d ai ns: 1 to 8,

both submtted during the oral proceedings on 21 Apri
1999.
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The Regi strar: The Chai r man:

P. Martorana P. A M Lancgon

1373.D



