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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 49, 54-58, 60-77(all partially)

A polypeptide comprising an Fc region, wherein the F¢ region
comprises the mutation I253M, which is the first mutant
disclosed in Table 1 of the present application, designated
FcMut®gl. Table 1 is referred to in claim 49 of the present
application. This numbering is according to the Fc sequence
having the amino acid sequence of SEQ ID NO: 1. a kit
comprising the polypeptide. Nucleic acid encoding said
polypeptide, vector comprising said nucleic acid. Methods
and uses involving the polypeptide as defined.

2-245. claims: 49, 54-58, 60-77(all partially)

As subject 1 but for each of the particular mutations 1isted
as FcMut00? (invention 2) to FcMut244 (invention 244), being
the YTE mutation the last potential invention (invention
245) out of the particular embodiments listed on Table 1 of
the present application.

It appears that the other mutants referred for example in
claim 58 are also disclosed in Table 1. Should this not be
the case there would be further inventions on top of the 245
mutants listed in Table 1.

For example the Fc mutant T256D/Q311¥/A378V is the first
mutant referred to in claim 58 and is the FCMutl83 of Table
1 of the present application. For this reason, claims 58 and
60 can be partially searched. This is not the case for claim
59 since the positions are identified but not to which amino
acid the "natural" amino acid has to be mutated.




(123) JP 2019-531705 A 2019.11.7

International Applicatioh No. PCT/ UsS2017/ 045126

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box II.2

Claims Nos.: 1-48, 50-53, 59(completely); 49, 54-58, 60-77(partially)

The subject-matter of the present claims 1-48, 50-53 and 59 is deemed so
unclear as to make a meaningful search impossible. Claim 1 lists 14
functional features and requires that the Fc mutant must comprise at
least 3 out of these 14 functional features. Claim 1 attempts to define
the subject-matter in terms of results to be achieved, which merely
amount to statements of the underlying problem, without providing the
technical features necessary for achieving these results.

There are
many unclear aspects of claim 1. The feature "Fc region comprises a
mutation" is unclear. There are more than cne Fc region sequences: in the
absence of a reference to a particular sequence whether two different Fc
regions of two different immuncglobulins are mutations or not is open to
interpretation and thus unclear.

Furthermore, in claim 1a) the
increased binding affinity is defined by comparing with an undefined
reference polypeptide: it is unclear which reference polypeptide is
meant.

The feature "increased binding affinity for a a neonatal Fc

receptor" is further unclear. There are many different Fc receptors,
depending of which Fc receptor is meant, the binding affinity can be
substantially different. For example D1 {Ahmed et al, Journal of
Structural Biology, Vol. 194, pages 78-89) discloses that the Fc mutant
GASDALIE did not exhibit a Targe increase in affinity for the inhibitory
receptor FcgammaRIIb (2-3 fold increase) but exhibited a 28-30 fold
increased affinity for activating receptor FcgammaRIIIaF158 (see section
bridging left and right columns on page 78). This is a 10 fold difference
in affinity for different Fc receptors. The skilled person without a
clear guidance as to which reference polypeptide should be used, and as
to which particular Fc receptor should be used, can not determine whether
a given Fc mutant meets the functional criteria or not.

Also the term

"increased" is undefined, rendering open to interpretation if a minimal
increase would also fall under the scope of the claim. This is open to
interpretation further contributing to the lack of clarity of the claims
1-48, 50-53 and 59,

Assuming for the sake of argumentation that the

skilled person would be able to assay which mutants fall under the
functional definitions of claim 1, it would be an undue burden to try to
find mutants having said functional features and there is only support
for particular mutants in the description which could meet at least
certain of the functional requirements listed in e.g. claim 1, but there
is no support for any possible mutant of the Fc having the required
functional features, contravening the requirements of Articles 5 and 6
PCT. Even making reference to certain amino acid positions to be mutated
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does not contribute to define the claim for different reasons. In order
to obtain an effect, it would be necessary to identify to which
particular amino acid said position is to be mutated, otherwise, mutating
the same position can have opposite effects depending of the amino acid
replacing the "nmatural" amino acid which has been mutated.

The effect

is also very likely to be dependent on the particular F¢ sequence. For
the sake of efficiency and to try to carry out a meaningful search for at
least part of the subject-matter claimed, it has been assumed that the
definition of the 245 inventions (see the corresponding lack of unity
section) refer to mutations with regards to the Fc region of SEQ ID NO: 1
of the present application (see from line 30 of page 33 to line 2 of page
34 of the present application).

While there is an extremely abundant

pricr art disclosing single or multiple particular Fc mutants (rendering
the concept of Fc mutants not novel) it is not technically possible to
search which of these prior art mutants would have at least 3 of the
functional features of sections a) to n) of claim 1.

Thus, the

subject-matter of the present claims 1-48, 50-53 and 59 is deemed so
unclear as to make a meaningful search impossible since a meaningful
comparison with the prior art is not possible. The skilled person would
not be able to determine which embodiments fall under the scope of the
claims.

The first claim that makes reference to particular mutants,

i.e. not only identifying the positions to be mutated but also to which
amino acids said positions are to be mutated is claim 49 which makes
reference to Table 1.

It appears that the other mutants referred for
example in claim 58 are also disclosed in Table 1. Should this not be the
case there would be further inventions on top of the 245 mutants listed
in Table 1.

For example the Fc mutant T256D/Q311Y/A378Y is the first
mutant referred to in claim 58 and is the FCMutl83 of Table 1 of the
present application. For this reason, claims 58 and 60 can be partially
searched. This is not the case for claim 59 since the positions are
identified but not to which amino acid the "natural" amino acid has to be
mutated. It is considered that the effect obtained is dependent on the
particular mutation (e.g. D1 refers to Fc mutants, some resulting in
increased affinity but other suppress binding to Fcgamma-receptors, see
page 79, left column, last paragraph).

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
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claims are amended following receipt of the search report or during any
Chapter II procedure., If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO {see EPO Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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