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Summary of Facts and Subm ssi ons

2389.D

The applicant filed international patent application
PCT/ NL98/ 00343 with a set of 16 clainms. Clains 1 to 7
read:

"1.
in a manmal

A process for treating organophosphate poi soning
conprising the adm nistration of an A,
recept or adenosi ne agoni st.

2. A process according to claim1, wherein a partial
A, receptor adenosine agoni st is adm nistered.

3. A process according to claim2, wherein the
parti al is chosen fromthe

group of 8-al kyl am no-substituted anal ogues of N6-

A, receptor adenosi ne agoni st
cycl opentyl adenosi ne, 8-substituted adenosi ne, 8-
substituted theophylline-7-ribose anal ogues, and
deoxyri bose anal ogues of N6-cycl opentyl adenosi ne (CPA),
N6- cycl ohexyl adenosi ne (CHA), N6-R-

phenyl i sopr opyl adenosi ne (R-PI A) and N6-S-

phenyl i sopr opyl adenosi ne.

4. A process according to claim3, wherein the

partial A adenosine agonist is a 8-al kyl am no-
substituted anal ogue of N6-cycl opentyl adenosi ne havi ng

the formula (1)
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wherein Ris -NHCH;, -NHCH,CH;, -NH (CH,) ,CH;, -
NH( CH;) ;CH;, or - NH-cycl opentyl .

5. A process according to claim3, wherein the
partial A, adenosi ne agonist is a deoxyribose anal ogue
of N6-cycl opentyl adenosi ne (CPA), N6-

cycl ohexyl adenosi ne (CHA), N6-R-

phenyl i sopr opyl adenosi ne (R-PI A) or N6-S-

phenyl i sopropyl adenosi ne having the formula (11)

R‘NH
N BN
N
¢ AL J
HO. N
o}
X2 X

(11),

wherein R is cyclopentyl, cyclohexyl, R
phenyl i sopropyl, or S-phenylisopropyl, and wherein X
and X, are different fromeach other and chosen from
hydr ogen and hydroxyl .

6. A process according to claim3, wherein the
partial A, adenosine agonist is an 8-substituted
adenosi ne having the forrmula (111)

NH,
N \N
rR— | P
NN
HO
(0]
OH OH (.III),-

wherein Ris nmethyl, ethyl, vinyl, thiophenyl,
hydr oxyl, methyoxy, ami no, am noal kyl with from1 to 5
carbon atons, am noal kylamine with from1l to 5 carbon
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atons, am nocycl opentyl, cycl ohexyl, or hal ogen.

7. A process according to claim3, wherein the
partial A, adenosine agonist is an 8-substituted
t heophyl | i ne-7-ri bose having the fornmula (1V)

CHs
N~ N0
1T
N <
HO._ CHj
o) (o]
OH OH (IV) ,

wherein R is hydrogen, am no, am noal kyl with from1 to
7 carbon atons, or am nophenyl."

The EPO acting as an International Searching Authority
(I1'SA) found multiple inventions covered by the
i nternational application nanmely by

claims 4 to 6, and partially 1 to 3 and 8 to 16
directed to the

use of adenosi ne anal ogues of formulae | to Il for
preparing a nedi canent for treating organophosphate
poi soni ng,

and by claim7 and partially 1 to 3 and 8 to 16
directed to the

use of theophylline derivatives of fornmula IV for the
preparation of a medicanment for treating
or ganophosphat e poi soni ng.

For this reason the I SA sent on 29 March 1999 to the
applicant an invitation to pay one additional search
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fee pursuant to Article 17(3)(a) and Rule 40.1 PCT.

In the invitation, the |ISA stated that the problem
underlying the invention was to provide a nedi canent
for treating organophosphate poisoning, especially
nerve gas poi soning. This problemwas sol ved by the use
of A, receptor adenosi ne agoni sts.

However, the receptor agonists nentioned in the clains
rel ated to several series of adenosine anal ogues of
formulas (1), (I1) and (I1l) and to the theophylline
derivatives of fornmula (1V)

Al t hough such conpounds shared a conmon activity,
nanmely the A, receptor adenosi ne agoni sm they neither
shared a significant structural element nor belonged to
a recogni sed class of chem cal compounds in the
specific field of the invention as required by Annex B,
par agraph (f) of the PCT Adm nistrative Instructions
(1998) .

The applicant paid the additional search fee under
protest pursuant to Rule 40.2(c) PCT. It argued that
the objection raised by | SA was that of lack of unity a
priori as the novelty and the inventive step of the

cl ai med subject-matter had not been considered or
contested in view of any prior art docunent. Under

t hese circunstances, the requirement of unity of
invention had to be considered only in relation to
claim1l1, not to any dependent claim Since claiml did
not relate to any alternative, but only to the unique
group of the A, receptor agonists, no objection of unity
was justifi ed.

On 24 August 1999, the Review Panel of the | SA
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confirmed the finding of lack of unity and invited the
applicant to pay a protest fee, which was duly paid.

Reasons for the Decision

1

2389.D

The protest is adm ssible

As laid down in Annex B, Part 1 paragraph (c) of the
PCT Adm ni strative Instruction (1998), unity of
invention has to be considered in the first place only
inrelation to the independent clains. If the

i ndependent clains avoid the prior art and satisfy the
requi renent of unity of invention, no problemof |ack
of unity arises in respect of clains that depend on the
i ndependent clains. Only if the independent claim does
not avoid the prior art then the question whether there
is still an inventive |ink between the clainms dependent
on that claimneeds to be considered and, if it is the
case an objection of |lack of unity a posteriori my be
rai sed (paragraph (c)(i) and (ii)).

In the present case, the | SA raised the objection of

l ack of unity of invention before considering the
clainms in relation to any prior art, thus it envisaged
an a priori objection of lack of unity. Accordingly,
until no proof of the contrary is produced, the
subject-matter of claim1 nust be considered as novel
and as involving an inventive step. In this case, the
i ssue of unity of invention may only be assessed in
relation to claiml1l and after proper consideration of
the invention as defined therein.

According to claim1l1, the invention consists in a
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process for treating organophosphate (OP) poisoning in
a mamual by admi nistering an A, receptor adenosi ne
agoni st .

The problemto be solved by the present invention, as
appears fromthe description and clainms of the
application is that of finding a new chenot herapeutic
treatnment for OP poisoning in manmals, and the solution
proposed by the invention is adm nistering an A
recept or adenosi ne agoni st to patients in need.

As evident fromthe wording of claim1, the active
agent to be admnistered is not defined structurally
but in functional ternms. Functional definitions of the
cl aimed subject-matter or elenents thereof are normally
al | owabl e, when certain conditions are net. In the
present case, the essential and characterising feature
of the invention is the capability of the active agent
selectively to bind the A, adenosine receptor thereby
eliciting an adenosi ne-agoni stic effect. Provided that
effect is achieved by an active substance, that
substance falls within the scope of the claim

regardl ess of its chem cal structure. In other words,
the invention, as clainmed in the independent clains,
inplies the use of a class of substances conprising a
multiplicity of alternative nenbers which, regardl ess
of their chem cal difference, are for the purpose of
the invention all functionally equival ent and therefore
unitarian. In fact the different A receptor agonists
are only defined by way of their chem cal structure in
dependent clains (see clainms 3 to 7). Yet, the function
of the dependent clains is that of sinply specifying
practical preferred, but not essential enbodi ments of
the main invention (Rule 13.4 PCT).
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The Board therefore considers that independent claiml
satisfies the requirement of unity of invention as laid
down by Rule 13.1 PCT.

The objection raised by the | SA was directed to an

al l eged | ack of technical |ink between the subject-
matter of dependent clains, in particular, between the
chem cal structures defined in clains 4 to 6, on the
one hand, and claim7 on the other.

However, insofar as no evidence exists that the subject
matter of claim1l |acks novelty or inventive step, and
since this subject-matter satisfies the requirenent of
unity, no problemof lack of unity may be raised in
respect of the dependent clains. In fact claiml
defines a valid general inventive concept which is the
technical |ink between all the dependent clains, as
provi ded by the Annex B, part 1, paragraph (c)(i) of
the PCT Adm nistrative Instructions (1998).

Under these circunstances, it is no | onger necessary
for the board to consider the validity of the argunents
produced by the I SA that the expression "A;, receptor
adenosi ne agonist” did not refer to a single chem cal
entity, but to a variety of chemcal entities defined
by nore than one Markush formul as.

Nor exists the need to consider the validity of the
argunents of the Review Panel, since they are
essentially intended to corroborate the opinion of the
| SA concerning the structural difference between
adenosi ne and t heophyl I i ne anal ogues, which difference,
as seen above, is immterial to any issue of |ack of
unity a priori.
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In view of the foregoing, the Board considers that
there is no reason for an a priori objection of |ack of
unity of the invention and that the applicant's protest
against the invitation to pay additional fees is
entirely justified.

Or der

For these reasons it is decided that:

Ref und of the additional search fee and of the protest fee is
or der ed.

The Regi strar: The Chai r man:

P. Martorana P. A M Lancgon
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