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Summary of Facts and Subm ssi ons

2728.D

Eur opean patent No. 0 616 525 based on international
application No. PCT/EP92/ 02810 was granted on the basis
of 18 cl ai ns.

| ndependent clains 1, 2, 17 and 18 as granted read as
fol |l ows:

"1. A pharnmaceutical aerosol fornulation which
conprises particul ate nmedi canment, a fluorocarbon or
hydr ogen- cont ai ni ng chl or of | uorocar bon propell ant and
0.01 to 5% w w based upon propellant of polar

cosol vent, which fornulation is substantially free of

surfactant.

2. A pharmaceutical aerosol formulation consisting
essentially of one or nore particul ate nedi canent, one
or nore fluorocarbon or hydrogen-containing

chl or of | uorocarbon propellant and 0.01 to 5% w w based
upon propellant of a polar cosol vent.

17. A canister suitable for delivering a pharmaceuti cal
aerosol formulation which conprises a container capable
of withstanding the vapour pressure of the propellant
used, which container is closed with a netering val ve
and contains a pharmaceutical aerosol fornulation which
conprises particul ate nmedi canment, a fluorocarbon or
hydr ogen- cont ai ni ng chl or of | uorocar bon propell ant and
0.01 to 5%V w based upon propellant of a polar

cosol vent, which fornulation is substantially free of

surfactant.
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18. A netered dose inhaler which conprises a canister
as claimed in claiml1l7 fitted into a suitable
channel i ng device."

Oppositions were filed against the granted patent by
respondent 1 (opponent Ol), respondent 2 (opponent Q2),
respondent 4 (opponent 4) and opponent 3. The patent

was opposed under Article 100(a) EPC for |ack of

novelty and inventive step, under Article 100(b) EPC

for insufficiency of disclosure and under Article 100(c)
EPC because it contai ned subject-matter which had not
originally been disclosed.

Wth its letter dated 8 Cctober 1998, opponent 3
wi thdrew its opposition.

The follow ng docunents were cited inter alia during
t he proceedi ngs before the Qpposition Division and the
Board of Appeal

(1) EP-A-372777

(8) US-A-3219533

(3) Reprint from Pharnmaceutical Technol ogy, March
1990, pages 1 to 4, Dalby et al., CFC Propell ant
Substitution: P-134a as a Potential Replacenent

for P-12 in MJ's.

(22) The Pharmaceutical Journal, 245, Septenber 1990,
pages 428 to 429
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(31) Journal of Aerosol Medicine, 4, No. 3, Fall 1991,
pages 181 to 187, Kontny et al., Issues
Surroundi ng MDI Fornmnul ati on Devel opment with Non-
CFC Propellants. (Presented at the "Consensus
Sem nars on |ssues of Aerosol Therapy" in Davos,
Switzerland, April 1991.)

(45) Statement of C. Bool es

By its decision pronounced on 22 Septenber 1999, the
OQpposition Division revoked the patent under
Article 102(1) EPC

The Opposition Division held that neither the set of
clainms of the main request nor the set of clains of the
auxiliary request filed during the oral proceedi ngs net
the requirenents of the EPC

It first noted that the objections pursuant to

Article 100(b) EPC were not nmaintained by the opponents
agai nst these requests and it concluded that the

requi renents of this Article were fulfill ed.

However, regarding novelty, the Qpposition D vision was
of the opinion that the subject-matter of the main
request was anticipated by the prior art.

It noreover considered that the subject-matter of the
first auxiliary request did not involve an inventive
step vis-a-vis the teaching of docunment (8) in

conmbi nation with docunment (1).

Starting fromdocunent (1), which described an aeroso
suspensi on contai ni ng a pharmaceutical active

substance, a propellant and ethanol, as closest state
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of the art, the Qpposition Division was of the opinion
that the skilled person would be pronpted to use

HFA 134a (1,1,1, 2-tetrafl uoroet hane) and HFA-227
(1,1,1, 2,3, 3,3-heptaf | uoro-n- propane) as a propel | ant
conbination in the light of the disclosure in

docunent (1) as this docunent taught that these

propel lants were the | eadi ng ozone-friendly candi dates
to replace CFC (chl orofl uorocarbon) propellants in

aer osol conpositions.

The appel | ant (patentee) | odged an appeal against the
sai d deci sion

It filed a main request and two auxiliary requests
during the appeal proceedings.

Caim1l1l of the main request and of the first auxiliary
request for all Contracting States except IE read
respectively:

"1. A pharnmaceutical aerosol fornulation which
conprises particul ate nmedi canent, 1,1,1, 2-

tetrafl uoroethane, 1,1,1,2, 3,3, 3-heptafl uoro-n-propane,
or a mxture thereof as propellant, and 0.05 to 5% w w
based on propellant of polar cosolvent being a GC.s

al i phatic al cohol or polyol or a mxture thereof, which
formul ation contains | ess than 0.0001% surfactant by
wei ght of the nedicanent."”

"1. A pharmaceutical aerosol fornulation which
conprises particul ate nmedi canment, 1,1,1, 2-

tetrafl uoroethane, 1,1,1,2, 3,3, 3-heptafl uoro-n-propane,
or a mxture thereof as propellant and 0.05 to 5% ww
based on propellant of polar cosolvent being a GCs.s
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al i phatic al cohol or polyol or a mxture thereof, which
formul ati on contains | ess than 0.0001% surfactant by
wei ght of the nmedi cament for use in inhalation

t herapy. "

It also filed two sets of clains as main and first
auxiliary request for the Contracting State IE. Caiml
of these sets of clains corresponds to claim1l of the
sets of clains of the main and first auxiliary requests
for the other Contracting States w thout the
restriction to GCy.s aliphatic alcohol or polyol for the
cosolvent. Athird auxiliary request was held

i nadm ssi ble by the Board because it had been filed
condi tionally.

The second auxiliary request consists of a single claim
for all Contracting States which reads:

"A pharmaceutical aerosol formulation consisting
essentially of: particul ate nedi canent, 1,1,1, 2-

tetrafl uoroethane, 1,1,1,2, 3,3, 3-heptafl uoro-n-propane,
or a mxture thereof as propellant and 0.05 to 3% W w
based on propellant of polar cosolvent being a GCs.s

al i phatic al cohol or polyol or a mxture thereof, which
formul ation contains | ess than 0.0001% surfactant by
wei ght of the nedi canment for use in inhalation

t herapy. "

Oral proceedings were held before the Board on
2 Cctober 2003.

The |ine of argument which was devel oped by the
appel l ant during the oral proceedi ngs was that,
contrary to the Qpposition Division's opinion, the
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skill ed person would not have tried to replace CFC
propel l ants by HFA-134a and/or HFA-227 in the prior art
aerosol formulations. Indeed, it submtted that, having
regard to the different chem cal and physical
properties of HFA-134a and HFA-227 conpared to CFC
propel l ants, as substantiated by docunents (3), (22)
and (31), the skilled person would have had no
expectation of success.

During oral proceedings it did not maintain its
proposition that there was in the art a prejudice

agai nst the om ssion of a surfactant and/or against the
use of a (weakly) flocculating produce for inhalation

t herapy, for which proposition the Board had not seen

any evi dence.

It also requested the rejection of docunent (45) as
late fil ed.

The respondents contested the adm ssibility of the
vari ous requests because, in their opinion, they did
not fulfil the requirenents of Rule 57a EPC

Moreover, in their view the expression "C.g aliphatic
al cohol or polyol" was not clear and, in addition,
there was no basis in the application as filed for the
following three features in the clains:

- m xture of 1,1,1, 2,3, 3, 3-heptafl uoro-n-propane and
1,1,1, 2-tetrafl uoroet hane

- 0.05 to 5% w w based on propel |l ant of polar

cosol vent
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- for use in inhalation therapy.

As regards inventive step, they argued that the skilled
person was in fact pronpted to use 1,1,1, 2,3, 3, 3-

hept af | uor o- n- propane and 1, 1, 1, 2-tetrafl uoroet hane as
they were well known to be the nobst prom sing

candi dates as CFC alternatives at the priority date of
the contested patent.

The appel | ant requested that the decision under appeal
be set aside and that the patent be maintained on the
basis of the main request (faxed on 31 July 2003) or,
alternatively, on the basis of first or second
auxiliary request 2 (faxed on 31 July 2003).

The respondents requested that the appeal be di sm ssed.

Reasons for the Decision

1

2728.D

The appeal is adm ssible.

Adm ssibility of document (45)

The statenent (45) was faxed on 29 August 2003 by
respondent 4, ie one nonth before the oral proceedings
and about 41 nonths after the filing of the grounds of
appeal faxed on 3 March 2000.

In reply to the question of the Board during oral
proceedings as to why this expert evidence was filed at
that stage of the procedure, no reason was given.
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Accordingly, in the absence of any reason for
submtting it so late and having regard to the
appel lant's argunment that it had no opportunity to
prepare a counterstatenent fromone of its own
advi sers, docunent (45) is not admtted to the
procedure.

The fact that, in the respondents' view, the docunent
m ght be rel evant does not constitute per se an excuse
for its late filing.

Mai n request, first and second auxiliary requests:
adm ssibility.

The Board notes that the subject-matter of these
requests, which is, in any case, at least restricted to
a narrower range of cosolvent and two specific
propel l ants, constitutes a considerable Iimtation of
the scope of the clains as granted, which, a priori,
nmust be considered as occasi oned by the novelty and

i nventive step objections of the grounds for

opposition. The Board therefore does not agree with the
respondents' view that these requests cannot be all owed
under Rule 57a EPC nerely because these |imtations, in
t heir opinion, do not provide for an inventive step

vis-a-vis the prior art.

Accordingly, the Board judges that these requests
fulfil the requirements of Rule 57a EPC and they are
therefore admtted into the procedure.
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Mai n request, first and second auxiliary requests:
Articles 84 and 123(2) and (3) EPC

As to the clarity objection relating to the fact that,
in the expression "C.s aliphatic al cohol or polyol”
used in the clains, the range "C.¢" could refer either
to al cohol or to aliphatic al cohol and polyol or only
to aliphatic al cohol, the Board observes that the
description as originally filed nentions ethanol,

i sopropanol, propylene glycol and m xtures thereof in
that respect (page 5, lines 19 to 21).

Accordingly, the Board is convinced that the skilled
person has no reason to believe that the range "GC.¢"
could refer to aliphatic alcohol only, contrary to the

respondent s’ vi ew.

As to the features "m xture of 1,1,1, 2,3, 3, 3-

hept af | uor o- n-propane and 1,1, 1, 2-tetrafl uoroet hane",
"0.05 to 5% w w based on propellant of polar cosolvent”
and "for use in inhalation therapy", there is a basis
in the application as originally filed.

In fact, dependent claim8 of the application as
originally filed discloses a fornulation containi ng
"1,1,1,2-tetrafl uoroethane or 1,1,1, 2,3, 3, 3-

hept af | uor o- n- propane” as propellant, and claim2, on
whi ch that claimdepends, indicates that the
formul ati ons contain "one or nore fluorocarbon”
propellants so that a m xture of "1,1,1, 2,3, 3, 3-

hept af | uor o- n-propane and 1,1, 1, 2-tetrafl uoroethane" is
inmplicitly but unanbi guously discl osed.
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As to the propellant range 0.05 to 5% the Board notes
that the application as originally filed describes a
broader propellant range "up to 5% and a narrower
subrange "0.05 to 3% (page 4, lines 9 to 13, page 5,
lines 22 to 24).

Accordingly, there is a clear basis for the conbi ned
range 0.05 to 5% which therefore does not constitute

an unal | owabl e sel ecti on.

Finally, the Board is also convinced that the wording
"for the adm nistration of nedicanments by inhal ati on”
on page 1, lines 4 and 5, provides an adequate basis

for the expression "for use in inhalation therapy".

As these features restrict the scope of the clains as
granted, the Board has no objections concerning
Article 123(3) EPC

5. Mai n request

| nventive step

5.1 The subject-matter of the contested patent relates to
an aerosol fornulation conprising an effective anount
of a nedi canent, a chl orofl uorocarbon (CFC-free
propellant, (ie 1,1,1,2,3,3,3-heptafl uoro-n-propane,
1,1,1,2-tetrafl uoroethane or a m xture thereof), a
pol ar cosol vent such as ethanol and | ess than 0.0001%
surfactant by weight of nedi canment (page 2, lines 36
to 40, claiml1l).

2728.D
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According to the description in the patent in suit the
claimed fornulation is stable and does not provoke the
degradation of stratospheric ozone (page 2, lines 32
to 35 and page 3, lines 44 and 45).

The Board considers that docunent (8), which, as
submtted by the appellant, also concerns a stable
aerosol formulation for delivering various drugs by
i nhal ation, represents the closest state of the art
(colum 1, lines 54 to 57, exanples 1 to 10).

Thi s docunent discloses in exanples 1 to 10 aerosol
formul ati ons consi sting of a nmedi canent, a m xture of
di chl orodi f | uor onet hane (Freon 12, P-12) and 1, 2-
dichloro-1,1, 2, 2-tetrafl uoroet hane (Freon 114) as
propellant (ie CFC s) and ethanol as pol ar cosol vent.

Docunent (8) teaches noreover that "ethanol can be
utilized for the prevention of aggloneration or
settling out of the medicated particles [which] permts
the preparation of stable self-propelling nedicated
conposition w thout the necessity of enploying other
agents such as surfactant for this purpose” (colum 3,
l[ines 20 to 31). The anmount of ethanol present in the
formulation is an anount of fromO0.5 to 5% by wei ght of
the formulation (colum 4, lines 11 to 14).

Fluorinated | ower saturated aliphatic hydrocarbons are
menti oned anong the propellants to be used in the
aerosol formulations (colum 2, line 58 to colum 3,
[ine 4).

There is noreover no evidence on file which
denonstrates any effect achieved by the clai ned
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formul ation over this closest prior art enbodinment. In
particular, there is no evidence show ng that the
clainmed fornulation is nore stable than this prior art
formul ati on or even equally stable.

Accordingly, the problemto be solved by the subject-
matter of claim1l of the main request of the patent in
suit as agai nst docunment (8) can only be seen in the
provi sion of a further aerosol fornulation for
delivering a nedicament which is sufficiently stable
for its therapeutic purpose and which has no adverse
effects on the earth's atnosphere, or at |east fewer.

This problemis solved by the subject-matter of claim1l,
ie by the use of 1,1,1, 2,3, 3, 3-heptafl uoro-n-propane,
1,1,1,2-tetrafl uoroethane or a m xture thereof as
propellant in the aerosol formnulation containing a

medi cament. In the [ight of the working exanples in the
patent in suit, the Board is satisfied that the probl em
has been pl ausi bly sol ved.

Thus the question to be answered is whether the
proposed solution, ie providing an aerosol fornulation
containing 1,1,1, 2,3, 3, 3- hept af | uor o- n- pr opane,
1,1,1,2-tetrafl uoroethane or a m xture thereof as
propel I ant, woul d have been obvious to the skilled
person in the light of the prior art.

In that respect, docunent (3) for instance teaches that
1,1,1,2-tetrafl uoroethane (P-134a) is a particularly
sui tabl e propellant for replacing an ozone-| ayer -
destroyi ng chl orof | uorocarbon propellant such as P-12

in aerosol fornulations for delivering nedi canents
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(page 2, left colum, first sentence of the | ast
par agraph, title).

Accordingly, the Board is satisfied that the skilled
person faced with the problem as defined above under
5.3 would be pronpted to replace the propellant m xture
di scl osed in docunent (8) by the propellants in the
patent in suit wthout an inventive step, just by

foll owi ng the teaching of docunent (3).

The Board does not agree with the main argunent
submtted by the appellant, that the clained
formulation is inventive because the skilled person
woul d not expect the replacenent of a CFC propellant by
the P-134a propellant in the prior art fornmulation to
be successful, so that it would not even try it.

It is indeed true, as pointed out by the appell ant
during the oral proceedings, that docunents (3), (22)
and (31) disclose that P-134a differs in its physico-
chem cal properties from CFCs ((3) page 3, heading
"Difference between P-12 and P-134a; (22) page 428,

m ddl e colum, third paragraph; (31) page 181,
abstract).

Nevert hel ess, as acknow edged by the appellant itself
during the oral proceedings and as shown by these very
same docunents, which sought precisely to replace P-12
in metered dose inhalers, P-134a remained one of the
nost interesting candidates as a substitute for P-12 at
the priority date of the patent.

Accordingly, the Board concludes that, having regard to
t he degree of pressure put on industry by existing or
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i mm nent | egislation and by public interest in trying
to replace P-12, it is of mnor significance whether or
not a particularly high degree of success was expected
before starting experinmental work with P-134a started.

Therefore the Board is convinced that the skilled
person woul d have in any case tried to replace P-12 by
P-134a in the prior art fornulations, especially as
there is nothing in the file which points out towards
difficulties in carrying out the necessary experinments.
This is also indirectly confirmed by the fact that the
al l eged invention was filed very soon (less than two
years) after the publication of docunents (3), (22)

and (31), which were dealt with P-134a as a potenti al
repl acenent for P-12.

As to the appellant's subm ssion that docunment (1)
woul d be a nore suitable starting point for assessing

i nventive step, the Board observes that any clained
subj ect-matter nust involve an inventive step vis-a-vis
each prior art itemin order to conply with Article 56
EPC, so that it is useless to determ ne whether the

cl aimed subject-matter would be inventive when conpared
wi th another prior art docunent.

In the light of these facts, the Board can only
conclude that the subject-matter of claim1l of the main
request does not involve an inventive step as required
by Article 56 EPC.

Under these circunstances, there is also no need to
consider the remaining clains of the main request.
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These conclusions apply to the set of clains for IE and
to the set of clains for the other Contracting States
since the only difference between these sets of clains
resides in the broader definition of the cosol vent.

6. Auxiliary requests 1 and 2 for all Contracting States
These requests differ fromthe main request in that the
medi cament is now restricted to its use in inhalation
therapy and, in the case of the second auxiliary
request, to a propellant range of 0.05 to 3%

The appel |l ant and respondents argued that the

subm ssions presented with respect to inventive step
remai ned valid for this set of clains as well.

As no further argunment has been presented as to why

these restrictions should involve an inventive step,

t he above concl usions hold good for these requests as
wel | .

Or der

For these reasons it is decided that:

The appeal is dism ssed.

The Regi strar: The Chai r man:

A. Townend U OGswal d

2728.D



