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Summary of Facts and Submn ssions

2326.D

The appeal lies fromthe decision of the Opposition
Division to revoke the European patent No. 0 306 597
with the title "Antiviral nucl eosides" filed under the
application No. 88 101 795.8 on 14 March 1986 as a

di vi si onal application of European patent

No. O 196 185. The granted patent conprised 40 clains
for all Designated Contracting States except AT and 18
clains for the Contracting State AT. The patent in suit
clainms priorities from16 March 1985 (GB 8506869),

9 May 1985 (GB 8511774), 17 Septenber 1985 (US 776899),
27 Septenber 1985 (GB 8523881) and 12 February 1986
(GB 8603450).

G anted clainms 1 and 16 for all designated Contracting
States except AT read as foll ows:

"1. A pharmaceutical formulation conprising a
pharmaceutically acceptabl e derivative of 3'-azido-3' -
deoxyt hym di ne, and a pharmaceutically acceptable
carrier therefor.

"16. Pharmaceutically acceptable derivatives of 3'-

azi do- 3' - deoxyt hym di ne whi ch, upon admnistration to a
human subj ect, are capable of providing (directly or
indirectly) 3'-azido-3'-deoxythym dine, or an anti-
retrovirally active netabolite or residue thereof,
other than the followi ng 5 -derivatives, nanely

t he nonophosphat e, di sodi um nonophosphate, 2-
cyanoet hyl nonophosphat e, nonosodi um 2- cyanoet hyl
nonophosat e, 4-nitrophenyl nonophosphate, tri phosphate,
p-tol uene sul phonate, acetate, nethanesul fonate and

tri phenyl nethyl derivatives and where the 5 -C of 3'-
azi do- 3' -deoxythym dine is linked to a further
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nucl eoti de or nucl eosi de derivative."

Dependent clains 2 to 14 related to further features of
the fornmulation of claim1 and dependent claim 15
related to a process for the preparation of said
formul ati ons. Dependent clains 17 and 18 were directed
to further features of the derivatives of claiml16.
Caim19 related to a process for the preparation of
any of these conmpounds. |ndependent clains 20 to 28
related to pharnaceutically acceptable derivatives of

3' -azi do-3' -deoxythym di ne (thereafter called

azi dot hym di ne) for specific uses. |ndependent claim 29
was directed to pharmaceutically acceptabl e derivatives
in specific forns. Independent clains 30 to 39 were
directed to uses of said derivatives for the

manuf acture of a nmedicanent. Caim40 related to the
use as in clainms 30 to 39 wherein the active agent was
in the formof a salt, ester or salt of an ester.

The Board sent a communi cation under Article 11(2) of
the Rul es of Procedure of the Boards of Appeal, stating
their prelimnary non-bindi ng opinion.

In answer to the Board's comunication, the Appellants
(Patentees) filed three auxiliary claimrequests.

Claiml of auxiliary request 1 read as foll ows:

"1. A pharmaceutical formulation conprising a

phar maceutical ly acceptabl e derivative of 3'-azido-3'-
deoxyt hym di ne, and a pharmaceutically acceptable

carrier therefore which is other than water."

Claim14 of auxiliary request 2 read as foll ows:
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"14. Pharmaceutically acceptable derivatives of 3'-

azi do- 3' - deoxyt hym di ne whi ch upon adm nistration to a
human subj ect are capable of providing (directly or
indirectly) 3'-azido-3'-deoxythym dine, or an
antiretrovirally active netabolite or residue thereof,
which are esters selected fromthe group consisting of
the 5'-di phosphate, 5 -(3-nethylbutyrate), 5'-
octanoate, 5 -palmtate, 5 -(3-chlorobenzoate), 5'-
benzoate, 5'-hydrogen succinate and 5'-pival ate esters
of 3'-azido-3'-deoxythymdine."

Claim1 of auxiliary request 3 read as foll ows:

"1. A pharnmaceutical fornulation adapted for ora

adm ni stration conprising a pharmaceutically acceptable
derivative of 3'-azido-3' -deoxythym dine, and a
pharmaceutically acceptable carrier therefore.”

At oral proceedings the Appellants filed a fourth
auxiliary request. Claim1l of auxiliary request 4 read
as foll ows:

"1. A pharnmaceutical formulation conprising a
pharmaceutically acceptabl e derivative of 3" -azido-3'-
deoxyt hym di ne, and a pharmaceutically acceptabl e
carrier therefore, said fornmulation conprising a unit
dose of between 5 and 1500ng of the active ingredient.”

Dependent clainms 2 to 12 related to further features of
the pharnmaceutical fornulation of claim1 and dependent
claim13 related to a process for the preparation of
said fornul ati ons.

The corresponding clains 1 to 12 were filed for the
desi gnated Contracting State AT.
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L1l The foll ow ng docunents are nmentioned in the present
deci si on:

(1): Ginski, RP. et al., J.Og.Chem, Vol. 38,
No. 25, pages 4299 to 4305, 1973,

(7): Ostertag, W et al., Proc.Nat.Acad. Sci . USA,
Vol . 71, No. 12, pages 4980 to 4985, 1974,

(8): print out of the Lexis Nexis data base filed by
the espondents with their subm ssions dated
13 August 1996,

(10): Robins, R K., Pharmaceutical Res., Vol. 1,
pages 11 to 18, 1984,

(12): declaration of Connie Landis filed by the
Respondents with their subm ssions dated
29 August 1997,

(13): affidavit of Monica Kitts filed by the
Respondents with their subm ssions dated

29 August 1997,

(14): letter of Tobin Beck filed by the Respondents
Wi th their subm ssions dated 29 August 1997,

(17): Ostertag, W et al., Exp.Cell.Res., Vol. 116,
pages 31 to 37, 1978,

(22): Declaration of Martha St Cair filed by the
Appel lants with their subm ssions dated 21 My

1998.

| V. The argunents in witing and at oral proceedi ngs by the

2326.D Y A
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Respondents as far as they are relevant for this
deci sion can be summari zed as foll ows:

Mai n request
Article 56 EPC, claim1l

The cl osest prior art was docunent (7). At a tine when
anti-AlIDS drugs were actively sought for, the teaching
of this docunent woul d undoutedly have cone to the
skilled person's attention. It was stated on page 4984
that the replication of a nouse retrovirus was

i nhi bited by azidothym di ne and that the conpound was
highly toxic to the virus but not to the cells.
Docunent (7) would, thus, inevitably |lead the skilled
person to assess the effect of azidothymdine or its
derivatives on the human retroviruses, which did not

di stinguish itself fromthe nouse retrovirus in any
rel evant manner. Even the teachings of docunment (7)
that A-type particles were forned during
differentiation of cells transfornmed by a nouse
retrovirus would not detract the skilled person from
trying azidothym dine as a drug, taking into account
the i nmense pressure that there was at the tine to try
al | conmpounds whi ch appeared to have the potential of
stopping retroviruses. The skilled person would have a
reasonabl e expectation of success that azi dothym di ne
or its derivatives could be used as a drug as it was
toxic to the virus but not to the cells.

First auxiliary request
Article 56 EPC

The clains of this request were dependent clains in the
requests before the opposition division and, therefore,
the facts in the present case were in accordance with
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t hose having been the findings of G 9/91 (QJ EPO 1993,
408). Caiml1l only differed fromclaim1 of the main
request which was not inventive in that the carrier
compound within the clainmed pharmaceutical formnulation
was ot her than water. It was a matter of routine for
the skilled person to include in a pharmaceutica
conposi tion whichever carrier mght be suited for the
I nt ended use.

Second auxiliary request
Article 56 EPC, claim 14

The claimrelated to specific derivatives of

azi dot hym di ne which were not characterized by any unit
dose. Thus, it covered derivatives at a unit dose which
woul d not result in the required effect of killing the
virus without harmng the cells. Such derivatives were
not inventive. Furthernore, no surprising effect was
attached to the structure of any of the clained
specific derivatives.

Third auxiliary request
Article 56 EPC, claim1

It was a matter of common know edge that pharmaceutica
formul ations to be taken orally had distinct advantages
for the patients. As the claimcovered very nmany
derivatives of azidothymdine, it was to be expected
that sonme of them would not be suited for ora

adm ni stration. These at |east did not involve

i nventive step

Fourth auxiliary request
Article 56 EPC, claim1l
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- Caim1l enjoyed priority only fromthe filing date of
the patent in suit (14 March 1986). The feature, which
it contained, that the clained fornulations were to
conprise a unit dose of between 5 and 1500 ng of the
active substance did not inpart inventive step over the
teachi ngs of docunent (8). This docunent was a printout
of the Lexis-Nexis data base retrieved in paper formin
1996, disclosing the news dated 3 Septenber 1985 that
azi dot hym di ne was an effective drug agai nst Al DS
virus. As the Lexis-Nexis data base was suppl enented on
a daily basis with incomng news, it nust be accepted
on the bal ance of probabilities that the news dated

3 Septenber 1985 was available to the public at |east
on 4 Septenber 1985. Evidence therefore had been
provided in docunents (12) to (14). Once it was known
from docunent (8) that azi dothym di ne could be used as
an antiretroviral drug, it required no inventive step
to find the proper dosage for the drug.

- If docunent (8) was disregarded, there remained the
decl aration of Martha St Clair submtted by the

Appel  ants on 23 May 1998 where it was stated that a
neeting took place from?29 Septenber to 2 October 1985
in Mnneapolis, where azidothym di ne was di scl osed for
the first time as an antiretroviral agent. At the
filing date, the skilled person, thus, knew that the
conpound was effective at doses conpatible with
treatnment and it required no inventive step to find
whi ch these doses were.

- Docunent (7) published before the priority date could
al so be seen as the closest prior art. Once its
teachi ng was known that azidothymdine interfered with
retroviral replication, it was obvious to determ ne the
unit dose at which it would be suitable in a nedica
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treat ment.

The argunents by the Appellants in witing and during
oral proceedings, insofar as they are relevant to the
present decision are essentially as follows:

Mai n request
Article 56 EPC, claim1

- In the course of the proceedings, the closest prior
art was defined as docunent (7). Yet, this docunent was
not concerned with finding an antiretroviral drug. It
was a study on the effect of two chem cal conpounds,
BrdUrd and azi dot hym di ne on the induction of
endogenous virus in cell cultures, ie when the virus
was in a state different fromthe state it would be in
the acute phase of a disease. Figure 1 showed that

azi dothym dine was toxic to the cells and, therefore,
the inhibition of virus rel ease which was al so observed
woul d be due to the fact that dead cells would not
support viral replication. In view of these results,
the skilled person woul d take the statenment on

page 4984 that azi dothym di ne inhibited virus
replication as a nere specul ation and not as a
suggestion that azidothym dine and its derivatives
shoul d be used as a drug. This was all the nore true
because docunent (17) disclosed that the nunber of A-
type particles (generally associated with cancer or

Wi th the suppression of imune systens) increased in

t he presence of azi dot hym di ne.

Thus, the problemto be solved could not be fornul ated
fromdocunent (7). In fact, there was no cl osest prior
art, which enphasized the pioneering nature of the

i nventi on.
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- Even if docunent (7) was taken into account, the
skill ed person woul d not have a reasonabl e expectation
of success that azi dothym di ne could be used as a drug
because of its toxicity to the cells.

First auxiliary request
Article 56 EPC, claim1

- If the Board cane to the conclusion that in
accordance with decision G 9/91 (supra) the clains of
this request which had not been opposed by the
Respondent s coul d nonet hel ess be exam ned for
patentability, the case should be remtted to the first
i nstance for further prosecution.

- |If patentability was exam ned by the Board, then the
subject-matter of claiml1 was to be found inventive
over the teachings of docunment (7) in view of the fact
that this docunent did not give the skilled person any
I ncentive to prepare a pharnaceutical conposition, |et
alone to prepare it with a carrier which would not be
wat er .

Second auxiliary request
Article 56 EPC, claim 14

Claim14 related to specific derivatives of 3'-azido-
3' -deoxythymdine. If it was accepted that derivatives
of this conmpound were inventive when used in the dose
range where they inhibited viral replication but were
not toxic to cells, then the specific derivatives were
equal ly inventive, even if the dose range was not

menti oned, because they woul d necessarily be used at
the concentration where they would be effective ie at
the "inventive" dose range.
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Third auxiliary request
Article 56 EPC, claim1l

The inventive step of a pharmaceutical fornul ation
adapted for oral admnistration lay in the fact that it
remai ned active al though admnistered in this way. It
was advant ageous for the patient to take the drug
orally.

Fourth auxiliary request
Article 56 EPC, claim1l

- The claimrelated to the sanme pharnaceutica
formulation as in claiml1l of the main request with the
addi tional characteristics that a unit dose conpri sed
between 5 and 1500 ng of the active ingredient.
Docunent (8) cited by the Respondents as cl osest prior
art nmust not be taken into account as the date of
availability to the public of the information, it
cont ai ned coul d not be ascertained. Docunent (8) was a
print-out dating from 1996, of an entry in the Lexis-
Nexi s data base, of a "News wire" story itself dated

3 Septenber 1985. That this entry was present in the
data base in 1996 did not nmake evident when the

i nformati on becane state of the art.

- The affidavit, declaration and letter which the
Respondents subnmitted as evidence that docunment (8) had
been avail able on or shortly after the 3 Septenber 1985
were deficient in many respects. In accordance with the
case |l aw of the Boards of Appeal (T 750/94, QJ EPO
1998, 32), when an issue of facts is exam ned and

deci ded on the bal ance of probablilities, the nore
serious the issue, the nore convincing the evidence to
support it nust be. In view of its content, docunent
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(8) could be very relevant to inventive step and,
therefore, the evidence as to its publication date had
to be absol utely unanbi guous.

- The Respondents' argunents relating to the Conference
whi ch took place from 29 Septenber to 2 Cctober 1985
shoul d not be accepted in the proceedings as they were
raised for the first tine at oral proceedi ngs although
the declaration nmentioning this conference was on file
for three years.

- The closest prior art was docunent (7). Taking into
account that the doses of azidothym dine used in
docunent (7) were 10 fold higher than the cl ai ned dose
range, it was very surprising that azidothym di ne was
an efficient nedicanment at the clainmed concentrations.

The subject-matter of claim1l and all other clains
whi ch were dependent on claim 1 was inventive.

The Appel |l ants requested that the decision under appea
be set aside and that the patent be nmintained as
granted (main request) and auxiliarily, on the basis of
the auxiliary requests 1 to 3 filed on 9 May 2001 or of
auxiliary request 4 filed during oral proceedings.

The Respondents requested that the appeal be di sm ssed.

Reasons for the Decision

1

The appeal is adm ssible.

Mai n request
Article 56 EPC, claim1

2326.D
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The Appel lants argued that, as there was no

phar maceutical fornulations to treat di seases caused by
retroviruses before that which they produced, there was
no closest prior art to the clainmed invention. The
Board, although agreeing to the facts of the nmatter,
does not consider that, in the given circunstances,
they warrant the conclusion, the Appellants drew from
them Indeed, the etiologic agent causative of the

di seases which the clained fornulation is intended to
fight was identified as being retroviruses about three
years before the first priority date of the patent in
suit (see docunent (10), page 11, |eft-hand colum for
an historical perspective of the discovery of
retroviruses as causative of diseases). As there is a
practical inpossibility for a pharmaceutica

formul ati on agai nst a given agent to be produced before
this agent is identified, the fact that the clained
formul ati ons were the first of the kind undoubtedly
reflects the celerity with which the Appellants
searched for a renedy against the di seases caused by
the retroviruses. Yet, it is not a convincing proof of

i nventive step because, in such a situation, inventive
step rather depends on the state of the art on
retroviruses, which nay or may not point out in an

obvi ous manner to a way in which these viruses can be
elimnated. In the Board's view, the ordinary skilled
person woul d have |l ooked in the literature for any
known substances reported to have an effect on
retroviruses because of the new and urgent need for a
nmedi canent agai nst them By doing so, he/she would have
beconme aware of docunent (7) which is considered by the
Board as the closest prior art.

Docunent (7) is a study of the effect of, in
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particul ar, azidothym dine, on the release of a
retrovirus fromtransforned nouse spleen cells. The
data are shown in Figure 1 and anal ysed under the
headi ng "Inhibition of viral replication
by...azidothym dine", in the first paragraph on
page 4981.

It is disclosed that in the presence of azi dothym di ne,
the transformng activity of the virus is decreased to
| ess than 5% of that obtained fromvirus rel eased from
untreated cells and that, at the sane tine, the growth
rate of the nouse spleen cells is changed only
mnimally conpared to that of uninfected cells. In the
di scussion of their results, the authors nention the
inhibition of virus replication by azidothym di ne, as
well as the low toxicity of this conpound for the cells
but high toxicity for the virus. Finally, |looking into
the future which included treating di seases known to be
caused by DNA viruses but, of course, did not include
treating di seases caused by retroviruses, as these had
not yet been discovered, they suggest that

azi dothym di ne m ght favorably replace anot her
conpound, BrdUrd, in a nedical treatnent against

di seases caused by said DNA viruses.

Starting fromthe closest prior art, the problemto be
solved is to find a nedical treatnent agai nst di seases
caused by a human retrovirus.

The sol ution proposed is a pharmaceutical fornulation
conprising a pharmaceutically acceptabl e derivative of
azi dot hym di ne and a pharnmaceutically acceptabl e
carrier therefor.

The derivatives of azidothym dine were not argued to
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present unexpected features conpared to azi dot hym di ne.
They i nclude such conpound as the disodiumsalt of

azi dot hym di ne nonophosphate (patent in suit, page 5,
lines 9 to 16), the synthesis of which had al ready been
achi eved well before the first priority date (docunent
(1), page 4300, right -hand colum). Thus, in the
assessnent of the inventive step of the clained

subj ect-matter over docunent (7), no other features
than that relating to azidothym dine per se need be
taken into account.

In the Board's judgnent, the skilled person aware from
docunent (7) that azidothym dine had the property of
inhibiting the replication of a nouse retrovirus and
was little toxic to the nouse cells would find it
obvious to test its activity or that of its derivatives
on human retroviruses, because, as admtted by both
parties, no differences were known to exi st between
retroviruses depending on their specific hosts (nouse
or human). As the use of azidothymdine in a nedica
treatnment is also envisaged in docunent (7), producing
it or its derivatives in the formof a pharmaceutica
formul ati on agai nst di seases caused by hunman
retroviruses would readily come to m nd, said producing
not being argued to require inventive step. It is, thus
concl uded that the subject-matter of claiml is
derivable in an obvi ous manner fromthe teachi ngs of
docunent (7).

In this context, it should be pointed out that the
approach to inventive step devel oped in genetic

engi neeri ng cases, according to which inventive step is
not denied on the sole basis that a project is obvious
to try but in cases where there is a reasonabl e
expectation of success that said project can be put
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into practice (cf T 296/93, Q) EPO 1995, 627) does not
apply here. The rationale behind this approach is that
one may easily conceive of inventions to be nmade by
genetic engineering, yet realising them nmay cause
problens in view of difficulties known or experienced
when starting the project. Here, to find out whether
derivatives of azidothym dine have an activity agai nst
human retroviruses while remaining non toxic to cells,
it is enough to performwell-known, routinely carried-
out in vitro tests of viral infectivity (such as in
docunent (7)) so it is rather a "try and see" approach
whi ch applies.

9. The Appel l ants argued that docunent (7) would not be
taken into account because the experinments which it
di scl osed were carried out on cells which were
chronically infected whereas the retroviruses which
caused human di seases had to be elimnated while the
di seases were in the acute phase. This argunent is not
convi nci ng because docunent (7) explicitly teaches that
azidothymdine inhibits viral replication. Taking into
account the urgency that there was at the tine to find
a drug agai nst such di seases (patent specification
page 1), any conpound having shown potentialities at
stopping the replication of retroviruses, irrespective
of the conditions of their use, would be tested for its
efficiency as a nedi canent.

10. The Appel lants al so argued that the skilled person
woul d not think of using derivatives of azidothym dine
as nedi canents because Figure 1 of docunent (7) showed
that azidothym dine was toxic to cells. Yet, the
aut hors of docunent (7) interpreted their results
ot herwi se (see point 3). They nust have been convi nced
that azi dothym dine was not so toxic to cells that it

2326.D Y A
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coul d not be used as a nedi canent since they proposed
such a use. There is no reason to doubt that the
skill ed person woul d have taken their concl usions at
face val ue.

11. It was also pointed out that at the filing date
azi dot hym di ne had becone known for having no
appreci abl e activity agai nst any DNA viruses. These
viruses, however, are quite distinct from RNA viruses
and, in the Board' s judgnent, the results obtained with
them woul d not have been likely to alter the concl usion
whi ch the skilled person would draw from docunent (7)
itself that azidothym dine has an effect on the latter.

12. Finally, the Appellants drew the Board's attention to
docunent (17) which discloses that A-type particles are
i nduced in the presence of azi dothym dine during
Friend' s cell differentiation, inplying that this would
| ead the skilled person away from using the conpound as
a drug. In docunent (17), it is stated on page 35 that
the "intracisternal virus-like A-type particles m ght
be precursors of the Friend virus or related to the
Friend virus conplex". The Board does not consider this
statenment as a possible deterrent fromtesting
azi dot hym di ne derivatives as nedi canents.

13. The main request is rejected for lack of inventive step
of claim 1.

First auxiliary request
Article 56 EPC, claim1

14. Claim1 of this request corresponds to granted claim 2.
G anted claim2 is dependent on granted claim 1 which
fails for lack of inventive step (points 2 to 12,

2326.D Y A
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above); it was not explicitly opposed by the
Respondents. However, according to the Enl arged Board
of Appeal decision G 9/91 (supra; point 11 of the
decision), "even if the opposition is explicitly
directed only to the subject-matter of an independent
cl aimof a European patent, subject-matters covered by
cl ai ms whi ch depend on such an i ndependent clai m nmay
al so be exam ned as to patentability, if the

i ndependent claimfalls in opposition or appea
proceedi ngs provided their validity is prinma facie in
doubt on the basis of already avail able informtion"

15. Caim1l (granted dependent claim?2) differs from
granted claim1 by the feature that the carrier
contained in the clainmed pharmaceutical conposition is
ot her than water. No technical facts were presented nor
have they been any submni ssions in the proceedi ngs
specifically inrelation to using carriers other than
water in the pharnaceutical preparation. Thus, the
i nformati on avail able to assess the inventive step of
claiml is the same as the one which | ed the Board to
conclude that claim1 of the main request failed for
| ack of inventive step. The patentability of claim1l of
this request is, thus, prima facie in doubt and said
clai m may be exami ned for patentability.

16. The Appel |l ants suggested that in case the Board woul d
cone to this conclusion, the case should be remtted to
the first instance to safeguard themthe chance of
havi ng two i nstances considering the matter. In
accordance with Article 111(1) EPC, the Board of Appea
may either exercise any power within the conpetence of
t he departenent which was responsi ble for the decision
appealed or remt the case to that departnent for
further prosecution. Remttal is, therefore, at the

2326.D Y A
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Board's discretion. The present case being nore than
twel ve years old, the Board deci des for sake of

expedi ency not to refer the case back to the first

i nstance but to consider the matter of inventive step.

In view of the findings (points 2 to 12, above) that
docunent (7) is detrinental to the inventive step of
phar maceuti cal fornul ations of azidothym dine
derivatives in general, inventive step could only arise
fromthe added feature that the carrier is other than
water. Yet, it is a basic fact of pharnacol ogy that
each and every pharmaceutically active substance need
to be fornmulated in a different way which depends on
the node of admi nistration which is envisaged. If, for
exanple, it is envisaged that the pharmaceutically
active substance is to be adm nistered as a solid such
as tablets, then, of course, the carrier may be a solid
carrier (povidone, gelatin and

hydr oxypr opyl net hyl cel |l ul ose are nentioned in this
respect on page 6, first paragraph of the patent in
suit ). No evidence was provi ded that obtaining

azi dothym dine derivatives in the formof a

phar maceutical fornulation containing a carrier other
than water was in any way difficult nor that the
properties of said fornulation were in any way
surprising. Accordingly, the added feature (carrier

ot her than water) does not inpart inventive step to the
rest of the clainmed subject-matter (pharmaceutica
formul ati ons contai ning azi dot hym di ne derivati ves)

whi ch, as shown in points 2 to 12 above, is not

I nventive.

The first auxiliary request is rejected for |ack of
i nventive step of claiml.
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Second auxiliary request
Article 56 EPC, claim 14

19.

Claiml1l4 relates to specific ester derivatives of

azi dothym di ne. No advant ageous properties or
surprising effect were denonstrated for any of them
The reasoni ng devel oped in points 2 to 12 above in
relation to pharmaceutically acceptabl e derivatives of
azidothym dine in general thus equally applies to the
ester derivatives. The Appellants argued that, if using
derivatives at a unit dose which inhibited vira
replication but was not toxic to cells (such a unit
dose being included in claim1 of this request) was

i nventive, then the subject-matter of claim1l4 was al so
I nventive because the ester derivatives would de facto
be adm ni stered at the "inventive" unit dose. However,
as the feature argued to be inventive is not clained in
claim 14 here at issue, it cannot support any inventive
step argunent. Auxiliary request 2 is refused as
claim 14 does not fulfill the requirenents of

Article 56 EPC

Third auxiliary request
Article 56 EPC, claim1l

20.

2326.D

This claimdiffers fromclaim1 of the main request in
that the clainmed pharmaceutical fornmulation is said to
be adapted for oral adm nistration. The Appellants
argued that to be able to ingest the drug was a
definite advantage for the patient conpared to
receiving it in any other form such as subcutaneously,
i ntravenously, intradermally etc... In the Board's
judgnment, it is a matter of general commobn sense that
oral admnistration is the |east invasive neans of
taking up a drug and, thus, the feature as such cannot
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i mpart inventive step to the subject-matter of claiml.
No evidence was provided that in case of azi dothym di ne
derivatives, this node of adm nistration has unexpected
advant ageous properties. Thus, the added feature
(adapted for oral adm nistration) does not inpart

i nventive step to the rest of the clainmed subject-
matter (pharnmaceutical fornulation of derivatives of

azi dot hym di ne) which was found not to be inventive
(points 2 to 12, above). Accordingly, the third
auxiliary request is rejected for |ack of inventive
step of claiml.

Fourth auxiliary request
Article 123(2)(3) EPC, claim1l

21.

22.

23.

A support is found in claim12 of the application as
filed for the pharmaceutical fornulation conprising a
unit dose of between 5 to 1500 ng of the active

I ngredi ent.

The scope of the claimis narrower than that of the
corresponding granted claim1 which relates to

phar maceutical fornulations irrespective of their
guantitative content.

The requirenments of Article 123(2)(3) EPC are
fulfilled.

Priority issue

24.

2326.D

In cases such as the present one, when nultiple
priorities are clained, it is generally necessary to
define the priority date of the subject-nmatter to be
assessed for inventive step because only the docunents
pre-dating the priority date can be taken into
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consi deration. Here, however, of the three docunents
cited in respect of inventive step, docunent (7) was
published in 1974 ie before the first priority date (16
March 1985), the date of publication of the information
contai ned in docunent (8) cannot be established (see
points 25 to 31 below) and the argunent raised on the
basi s of docunent (22) may not be taken into account
(see points 32 and 33, below) . Accordingly, the
priority date of the clained invention has no bearing
on the assessnent of inventive step and need not be
ascert ai ned.

Article 56 EPC, claim1
Docunent (8)

25.

26.

2326.D

The Respondents chal |l enged i nventive step on the basis
of, in particular, docunent (8). A prerequisite for the
i nformati on contained therein to be taken into account
for the assessnent of inventive step is, of course,

that its date of availability to the public be known.
Docunent (8) is an entry of the Lexis-Nexis data base
whi ch, as accepted by both parties, was printed out in
1996, ie sone ten years after the filing date of the
patent in suit. The heading of this entry reads: "10'"
Story of Level 1 printed in Full format. Copyright 1985
U P. 1. Septenber 3, 1985, Tuesday AM cycl e".

The fact that docunent (8) was retrieved in paper form
fromthe Lexis-Nexis data bank in 1996 inplies, of
course, that the information, it contains was entered
in the data bank before the date of printout. Yet, it
does not provide any evidence as to when this
informati on was entered into the data bank ie as to
when it was nmade available to the public. Neither can
the date of availability be taken as the date nenti oned
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in the heading of the entry (3 Septenber 1985) as this
| atter date cannot be equated to the distribution date
of the information and need not even be right. How
easily a docunent can be wongly dated was shown during
t he appeal proceedi ngs when the Appellants submtted a
newspaper article dated by a hand-stanp 14 Septenber
1985 al t hough the Respondents provi ded evi dence

convi ncing the Board and the Appellants that this
article was in fact published on 14 Septenber 1986.

The Respondents argued that, on the bal ance of
probabilities, the information contained in docunent
(8) nust have been available to the public on or
shortly after the 3 Septenber 1985. In accordance with
the case | aw of the Boards of Appeal (T 750/94, supra)
"when an issue of fact is being exam ned and deci ded by
the EPO on the bal ance of probabilities, the nore
serious the issue the nore convincing nust the evidence
be to support it." Docunent (8) discloses the use of

azi dothym di ne as an experinental drug capabl e of
stoppi ng the virus causing AIDS and being tested inter
alia at the National Cancer Institute in Bethesda, M.
In the text are included citations of the director Dr
Sam Broder and the spokesman Frank Mahaney of the

Nati onal Cancer Institute about the positive results of
experinments carried out wth this drug. As this

i nformati on coul d have a decisive inpact on the Board's
concl usions on inventive step, the subm ssions by the
Respondents about the date at which this docunent was
made avail able to the public nust be supported by
unequi vocal evi dence.

The Respondents filed a declaration of Connie Landis
(docunent (12)), an affidavit of Monica Kitts (docunent
(13)) and a letter of Tobin Beck (docunent (14)) to
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support their position that docunent (8) nust have been
avai l able to the public shortly after the 3 Septenber
1985. Docunent (14) is fromthe managi ng Editor of
United Press International (U P.1.) who certifies "that
to the best of ny know edge, the Nexus copy of the UP
story dated Sep.3, 1985, is a true and accurate copy of
the story UPI noved at that tinme". In the Board's
judgnent, this statenent does not ampunt to a clear and
unequi vocal statenment that the information contained in
docunent (8) was then available to the public because
it is inpossible to understand what kind of action the
term"noved at that tinme" mght involve. Furthernore,
there is no indication why the managi ng director on
August 27, 1997, the date of his letter, can exactly
remenber the story noved at that tine ie twelve years
before. He gives no expl anati ons havi ng speci al
circunstances to renmenber that very article or having
found a record of the article and the date of
publication in the archives of UPI. The Board is
convinced that the testinony in this letter is only

i nfluenced by the date witten in docunent (8) and is
not based on true recollection. Therefore, the
expression in the said letter "to ny best know edge" is
nerely relative and cannot be considered as a factua
argument .

Monica Kitts, the author of docunent (13) stated in her
affidavit that "fromthe printout of the data base, it
IS obvious to ne that its content was distributed as a
press-wire article to various newspapers in North
Carolina and Tenessee on Septenber 3, 1985". She al so
recalls a conversation, she had in 1997 with the
scientist cited in docunent (8) during which he

menti oned havi ng di scl osed "the use of AZT as a
treatnent for AIDS to the press in the md 1980s". Yet,
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as the printout (ie docunent (8)) does not disclose
that the information it contains was ever published in
newspapers, the Board does not consider the earlier
statenment as bringing any |level of certainty as to the
date when this informati on was nmade available to the
public. As for the latter statenent, the reference to
the md 1980s is insufficient to prove that the

di scl osure took place before the filing date of the
patent in suit (14 March 1986).

Docunent (12) stemms fromthe actual product manager of
the Lexi s-Nexis data base who states that "to the best
of her know edge", docunent (8) "was available in the
LN' s NEXI S service fromand after Septenber 4, 1985".
What kind of know edge brought her to this concl usion
is not supported by any facts. If the declaration was
really made to the best of her know edge, these facts
shoul d be nentioned. The Board cannot inmagine that a
docunment saved in a data bank is not recorded with the
day of entry and this could not be verified at any
time. It is also not stated whether she was enpl oyed by
Lexi s-Nexis in 1985 or has experience of the
functioning of the data base in those days.

In view of these findings, the Board concludes that the
date at which the information contained in docunent (8)
was made available to the public cannot be

unanbi guousl y defined and, that, in consequence, this
docunent cannot be taken into consideration to eval uate
i nventive step

Docunent (22)

32.

2326.D

Docunent (22) is a declaration filed by the Appellants
on 21 May 1998. In point 5 of said declaration, it is
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di scl osed that a scientific neeting took place in

M nneapolis from29 Septenber to 2 October 1985. The
decl arant states: "I attended the M nneapolis neeting
and | was one of the ...scientists involved in making
the presentati on about our first results with

zi dovudi ne*. This presentation created considerable
excitement both in the neeting itself and beyond..."
(*The term zi dovudi ne was linked to the term

azi dot hym di ne once azi dot hym di ne had becone a known
antiretroviral drug; it was first listed in the 11th
edition of the Merck index (1989), see declaration of
J.Partridge, point 12, filed by the Appellants on

23 May 1998). For the first tinme at oral proceedings,
t he Respondents argued on the basis of this statenent
that the use of azidothym dine as a nedi canent was
known to the skilled person as fromthe date of the
neeting and, therefore, producing effective
pharmaceutical fornulations of it or its derivatives
woul d be obvi ous.

The Board is not prepared to accept this argunent into
t he proceedi ngs because it has been submtted too | ate.
Three years have passed fromthe nonment the declaration
contai ning the above nentioned statenent was avail abl e
to the Respondents. They, thus, had anple opportunity
to make their objection known in good tine for the
Appel l ants to have a fair chance to comment on it.

Docunent (7)

34.
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As a consequence of the Board's finding with regard to
docunents (8) and (22), docunent (7) remains the only
prior art docunent to be discussed. It discloses on
page 4981, |eft-hand colum, "Results", that
azidothymdine is able to inhibit the replication of a
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nouse retrovirus while being little toxic to nouse
cells when used at a concentration of 250 uM It al so
suggests the use of azidothymdine in a nedica

treat nent.

Starting fromthis closest prior art, the problemto be
sol ved can be defined as producing a neans to fi ght

di seases caused by human retroviruses which woul d be
effective against said virus while remaining non toxic
to the host cells.

The solution provided is a pharmaceutical fornulation
conprising a pharmaceutically acceptabl e derivative of
azi dothym di ne and a pharnaceutically acceptable
carrier conprising a unit dose of between 5 and 1500 ng
of active ingredient.

In points 2 to 13 above, it was established that the
phar maceutical fornul ati ons of azi dot hym di ne
derivatives in general were not inventive over the
teachi ngs of docunent (7). The question which remins
to be decided is whether pharnmaceutical fornulations at
the clainmed unit dose would be.

In the patent in suit, page 5, lines 27 to 39, it is
di scl osed that the clained unit doses are those which
shoul d be adm ni stered to achi eve peak plasma
concentrations, these being of about 1 to 75 pM ie
some 3 fold to 250 fold |l ower than the concentration
di scl osed in docunent (7) as inhibiting the replication
of the nouse retrovirus while being little toxic to
nouse cells. In the Board' s judgnent, it is an
unexpected as well as advantageous result that

azi dothym di ne derivatives are effective against the
human retroviruses at such | ow concentrati ons.
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39. The Respondents argued that it only required routine
work to find out which unit dose woul d be appropriate.
This may well be, yet it does not affect inventive
step, which, as was just nentioned, is not due to
finding out the relevant dosis but to the fact that
this dosis is substantially |Iower than that which had
been found effective against the nouse retrovirus.

40. The fourth auxiliary request fulfills the requirenents

for patentability.

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 for the Contracting States BE, CH, DE, FR CB
IT, LI, LU NL, SE and clains 1 to 12 for the
Contracting state AT of auxiliary request 4 and
description to be adapted thereto.

The Regi strar: The Chai rwonman:

P. Crenona U. Kinkel dey
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