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EFR () B Bkt FAE BEEA. 2w A BRAE
#100-2 #300-1 #100-3 #100-3
0 ND ND ND ND ND
15 0.398* ND 0.078 0.224* 0.072*
30 0.770* 0.047* 0.152 0.445 0.135
60 0.522*% 0.077 0.194 0.506 0.201
20 0.303 0.211 0.230 0.589 0.244
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A
BRI (%)) 11 g il Qs |AERA SR IuSR F2 ¥, 453
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120 0.259 0.255 6.413 0.448 0.236
240 0.094 0.375 0.986 0.113 0.197
360 0.046 0.239 0.795 0.118* 0.100
480 0.029 0.147 0.581 0,077 0.069
600 0.025 0.077 0.236 0.045™ 0.048*
1440 ND ND ND ND ND
ND =&iBEhs | *n=2, *n=1
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0 ND ND ND ND
30 0.321* 0.240 0.058* 0.513
60 0.560 0.696* 0.244 1.976
90 0.992 1.031 1.096 2.945
120 0.981 0.973 1.217 2.421
240 1.516 0.833 1.475 0.692
360 0.785 0.720 0.468 0.321
480 0.320 0.600 0.272 0.239
600 0.209 0.539 0.147 0.218
720 0.171 0.352* 0.100 0.141
1440 0042 | 0.056* 0.015* 0.026*

ND = BH&ERF | *n=2, ** n=1
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#300-1 #300-1 #300-1
Conax (/ML) 1.516 1.031 1.475 2.945
T, (3 240 90 240 90
AUC, ¢ 578 645 459 600

(H9/ML/ 23)

AUC,/Crna 381 626 318 204
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AUCq¢ (ng/mL/ p5R%) 2029 1984
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Continuation of Box II.1

Although claims 1-23, 28-30, 32-33, 51-55 are directed to a method of
treatment of the human/animal body, the search has been carried out and
based on the alleged effects of the compound/composition.

Continuation of Box II.2

Claims Nos.: 3-4, 19-20

The present independent claim 3 attempts to define the subject-matter in
terms of the result to be achieved, namely in the form of specific in
vivo release characteristics (or in vivo pharmacokinetic parameters -
*{"an amount of an ion channel modulating compound sufficient to achieve
a blood plasma concentration (Cmax)").

In addition, said release characteristics (or pharmacokinetic
parameters), although measurable by the skilled persan, are not suitabie
for unambiguous characterization of a composition (formulation) due to
the inherent variation among different subjects and different testing
conditions. As a result, the claim does not comply with the requirement
of c¢larity under Art1c1e 6 PCT.

Moreover, the present claims 19-20 also encompass compounds/formulations
defined only by their desired function, contrary to the requirements of
clarity of Article 6 PCT, because the result—to-be-achieved type of
definition, ("wherein the therapeutically effective amount is sufficient

_to achieve a total concentration of the ion channel modulating compound
in the blood plasma...") does not allow the scope of the ciaim £o be
ascertained. N

The non-compliance With the substantive provisions is to such an extent
that the search was performed taking into consideration the
non—-compTiance 1n determ1n1ng the extent of the search (PCT Guidelines,
9.19 and 9.24).

Ciaims 3-4 and 19-20 therefore have not been searched.

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 préeliminary examination on matter which has
not been searched. This 1s the case irrespective of whether or not the
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 EP), the applicant is reminded that a search may be carried
out during examinatien before the EPO (see EPO Guideline C-VI, 8.2),
should the problems which Ted to the Article 17(2)PCT declaration be
overcome.




(80) JP 2010-526102 A 2010.

7

International application No.

INTERNATIONAL SEARCH REPORT PCT/US2008/062551

Box Ne.ll  Observalions where cerfain claims were found unsearchable {Continuation of ltem 2 of first sheot)

This international search report has not besn established In respect of certain claima under Article 17(2)(a) for the following reasons:

1. III Claims Nos.:

because they relate to subject matter not required to be aearched by this Authority, namely:

Although claims 1-23, 28-30, 32-33, 51-55 are directed to a method of
treatment of the human/animal body, the search has been carried out and based
on the alleged effects of the compound/compesition. .

2. m Clalms Nos.: 3-4, 19-20

hecause they relate to parts of the International application that de not comply with the prescribed requirements to such
an extent that no meaningfu! international search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/15A/210

3. [ ] clatms Nos:

because they are dependent clalms and are not dratted in accordance with the second and third sentences of Rulé 6.4(a).

BoxNMo. Il  Observations whare unity of invention Is lacking (Continuation of Item 3 of flrst shest)

This Internattonal Searching Authority found mulfiple inventions in this intermational application, as follows:

see additional sheet

1. I:' As all required addittonal search fess wers timsly paid by the applicant, this international search repert covers allsearchable
clalms.

2, l___| As all searchable claims could be searched without effort justifying an additional jees, thls Authority did not invita payment of
addltional fees. ’

3. III As onlly some of the required addifional search fees wers limely pald by the applicant, this International search reportcovers
only those clalms for which fees ware paid, specifically claims Nos.:

1-23,28-30,32-33,51-55

4, |:| No required adgifonal search faes were timely paid by the applicant. Consequentiy, this International seargh report Is
restrictad to the inventlon first mantionad in the claims; i is covered by claims Nos.:

Remark on Protest I:'The additional search feas were accompanied by the applicent's protest and, where applicable, the
payment of a protest fea.

. ]:|The additionat search faes wera accompanied by the applicant's pratest but the applicable protest
feq was not paid within the time limit specified in the invitation.

]’X._] No protest accompanisd ihe payment of additional ssarch fees,

Form PGT/ISA/210 (continuation of first shaat {2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

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

1. claims: 1-23, 28-30, 32-33

Compound of formula as specified in claim 1 for preventing
arrhythmia in a mammal, who is a cytochrome P450(CYF)2D6
extensive metabolizer (EM) or cytochrome P450{CYP)2D6 poor
metabolizer (PM) ‘

2. claim: 24

A method of increasing the bioavailability in a mammal of an
1on channel modulating compound metabolised by cytochrome
p450 by administering the ion channel modulating compound
and an effective amount of cytochrome P450-inhibiting
compound .

3. c¢claims: 25-27

A method of 1dentifying a mammal suitable for long-term
administration of am ion channel modulating compound
metabolised by cytochrome P450{CYP)2D6

4, claim: 31

A method of identifying a mammal to exclude from long=term
administration of an fon channel modulating compound
metabolised by cytochrome P450(CYP)2D6

5. claims: 34-50

Use of a controlled release tablet formulation comprising
vernakalant hydrochloride for preventing arrhythmiz in a
mamma’

6. claims: 51-E5

.

Use of orally administered vernakalant hydrochloride for
preventing or postponing the recurrence of an arrhythmia in
a mamma't

7. claims: b6-59

A unit dosage form of vernakalant hydrochloride

B. ¢laims: 60-62
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A controlled release tablet formulation of vernakalant
hydrochloride
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