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WO 2004/111002 A (OXFORD GLYCOSCIENCES UK
LTD [&B]; ORCHARD MICHAEL GLEN [GB])

23 December 2004 (2004-12-23)

page 8, lines 6-8; claims 1,11

WO 2006/037069 A (ALLERGAN INC [Us];
SCHWEIGHOFFER FABIEN [FR]; DONELLO JOHN E
[Us]) 6 April 2006 (2006-04-06)

claims 13,14,18-22

WO 2004/007454 A (OXFORD GLYCOSCIENCES UK
LTD [GB]; ALI MEZHER HUSSEIN [GB]; ORCHARD
MIC) 22 January 2004 (2004-01-22)

claims 1,18

STURLEY S L ET AL: "The pathophysiology
and mechanisms of NP-C disease"
BIOCHIMICA AND BIOPHYSICA ACTA. MOLECULAR
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11 October 2004 (2004-10-11), pages 83-87,
XP004590040
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NOREZ ET AL: "Rescue of functional
de1F508-CFTR channels in cystic fibrosis
epithelial cells by the alpha-glucosidase
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FEBS LETTERS, ELSEVIER, AMSTERDAM, NL,
vol. 580, no. 8,

3 April 2006 (2006-04-03), pages
2081-2086, XP005413398

ISSN: 0014-5793

the whole document

WO 2005/123055 A (MUSC FOUND FOR RES DEV
[US]; SINGH INDERJIT [US]; SINGH AVTAR K
[US]) 29 December 2005 (2005-12-29)

pages 18-20, paragraphs 1.,2.,3.; claim 9
page 4, line 13

page 4, Tine 23 - page b, line b

US 2004/034019 A1 (TOMLINSON RONALD [US]
ET AL) 19 February 2004 (2004-02-19)
claims 1,21-24 . .
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1-11,28,
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28-32

1-11,28,
29,32
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1-12,
28-30,32

1-12,
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1-7,12,
21,28-32

1-11,
28-30,32
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XP004590035

ISSN: 1388-1981

the whole document
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Continuation of Box II.2

Claims Nos.: -

I. The present claims 1-12, 21, 24, 28-29 and 32 relates to an extremely
large number of possible therapeutical uses, namely the treatment of
disorders which are defined as a disease which has a secondary
Niemann-Pick type C disease 1ike cellular phenotype.

Here, the condition to be treated is defined in functional terms, e.g.
disease having a cellular phenotype of a secondary Niemann-Pick type C
disease, said claims can be regarded as clear only if instructions, in
the form of experimental tests or any testable criteria, are available
from the patent documents or from the common general knowledge allowing
the skilled person to recognise which conditions fall within the
functional definition and accordingly within the scope of the claims. As
determining a 1ist of disorders implied by these features might be
difficult, a skilled person would not be able to ascertain the scope of
the claim by considering this feature. The requirements of Art. 6 PCT
are not met for these ctlaims.

Support and disclosure in the sense of Article 6 and 5 PCT is to be
found however for only a very small proportion of the disease claimed,
namely those of claim 30 which appears to be clearly defined.

II. Present claim 30 fails to meet the requirements of Art. 6/5 PCT for
the following reasons:

Claim 30 is directed to a further therapeutic application of a compound
and

the condition to be treated is defined in functional terms, e.g. any
condition susceptible of being improved or prevented by altering the
activity of an enzyme involved in cholesterol synthesis or homeostasis,
said claim can be regarded as clear only if instructions, in the form of
experimental tests or any testable criteria, are available from the
patent documents or from the common general knowledge allowing the
skilled person to recognise which conditions fall within the functional
definition and accordingly within the scope of the claim. As determining
a list of disorders implied by this feature might be difficult, a
skilled person would not be able to ascertain the scope of the claim by
considering this feature.The same would apply when considering the
expression "an inborn error of cholesterol synthesis" as found claim 30.

It would appear that the Applicant intends the discovery of a mechanism
of action, viz the inhibition of cholesterol synthesis, to form the
basis of the claimed medical use. This is not allowable since no
instruction allowing the skilled person to recognise which conditions
fall within the functional definition and accordingly within the scope
of the claim has been provided. Requirements of Art. 5/6 PCT are
therefore not met. It should be noted that scientific discoveries are
excluded from patentable subject-matter in many countries and the
ISA/IPEA does not need to consider such matter (Rule 67.1(i) PCT).

The non-compliance with the substantive provisions is to such an extent,
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FURTHER INFORMATION CONTINUED FROM PCT/SA/ 21(

that the search was performed taking into consideration the
non-compliance in determining the extent of the search of claims 1-12,
21, 24, 28-29 and 32 (PCT Guidelines 9.19, 9.23 and 9.24).

The search of claims 1-12, 21, 24, 28-30 and 32 was restricted to those
claimed uses in therapy which appear to be sufficiently ciear, supported
and disclosed, namely the treatment of Smith-Lemli-Opitz Syndrome
(SLOS), CHILD syndrome, XLD chondrodysplasia punctata type 2,
Conradi=-Hiinnermann-Happle syndrome, HEM dysplasia, Tangier disease,
Huntington’s disease, Cystic Fibrosis, Pelizaeus-Merzbacher disease,
Mucolipidosis II (Icell), variant late infantile-Neuronal Ceroid
Lipofuscinosis, and autism.

II1. The combination therapy of claim 31 comprises the administration of
a so-called "inhibitor of de novo cholesterol biosynthesis". This
definition does not enable the skilled man to clearly define the
compounds used in the combination therapies intended to be protected.
Because said claims seeks to define the scope of protection by a
desirable result to be achieved/property/function rather than by a
technical feature, a skilled person would not be able to determine the
compounds encompassed by the definition of claim 31 which is not clear
(Art. 6 PCT).

Since the use of this expression in claim 31 refers to an extremely
large number of possible combination therapies and since sufficient
support and disclosure is only to be found for the co-administration of
statin, for instance simvastatin, pravastatin, lovastatin, fluvastatin,
cerivastatin or atorvastatin as suggested by page 94, Tines 17-19, claim
31 does not meet the requirements of Articles 6 and 5 PCT.

The non-compliance with the substantive provisions is to such an extent,
that the search was performed taking into consideration the
non-compliance in determining the extent of the search (PCT Guidelines,
9.19 and 9.24).

The extent of the search of claim 31 was consequently limited to the
combination therapies which are clearly defined in the description,
namely those involving the co-administration of statin, for instance
simvastatin, pravastatin, lovastatin, fluvastatin, cerivastatin or
atorvastatin as suggested by page 94, lines 17-19.

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
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 Guideline C-VI, 8.2),
should the problems which led to the Article 17(2)PCT declaration be
overcome.
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INTERNATIONAL SEARCH REPORT PCT/GB2008/002207
Box No.l  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established In respect of certain claims under Article 17(2)(a) for the fellowing reasons:

1. D Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. IZI Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically: ‘

see FURTHER INFORMATION sheet PCT/ISA/210

3 D Claims Nos.: .
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. lll QObservations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

Py

. I:I As all required additional search fees were timely paid by the applicant, this international search report covers allsearchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of

2.
additional fees.
3. As only some of the required additional search fees were timely paid by the applicant, this international search reporicovers

only those claims for which fees were paid, specifically claims Nos.:

1-8(in part), 9-10, 11-12 (in part), 21, 24 (in part), 28-32 (in part)

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

DThe additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

[E No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-8 (in part), 9-10, 11-12 (in part), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula I,
wherein X=N, n=0 or 1, Y=C for the preparation of a
medicament for the treatment of a disease which has a
secondary Niemann-Pick type C disease cell 1ike phenotype.

2. claims: 1-8 (in part), 11-12 (in part), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula I,
wherein X=N, n=1, Y=0 or S for the preparation of a
medicament for the treatment of a disease which has a
secondary Niemann-Pick type C disease cell 1ike phenotype.

3. claims: 1-8 (in part), 13-16 (each all), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula I,
wherein X=0 or S, n=0 or 1, Y=C for the preparation of a
medicament for the treatment of a disease which has a
secondary Niemann-Pick type C disease cell 1ike phenotype.

4. claims: 1-8 (in part), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula I,
wherein X=0 or S, n= 1, Y=0 or S for the preparation of a
medicament for the treatment of a disease which has a
secondary Niemann—Pick type C disease cell Tike phenotype.

5. claims: 1-8 (in part), 17-18, 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula II for
the preparation of a medicament for the treatment of a
disease which has a secondary Niemann—-Pick type C disease
cell Tike phenotype.

6. claims: 1-8 (in part), 19-20, 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula III

for the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease

cell Tike phenotype.

7. claims: 1-7 (in part), 21, 28-32 (in part)
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use of sphingolipid biosynthesis inhibitor of formula IV for
the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease
cell Tike phenotype.

8. claims: 1-7 (in part), 22-23, 28-32 (in part) |

use of sphingolipid biosynthesis inhibitor of formula V for
the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease
cell Tike phenotype.

‘9. claims: 1-7 (in part), 24(part), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula XII
for the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease
cell 1ike phenotype.

10. claims: 1-7 (in part), 24 (in part), 28-32 (in part)

use of sphingolipid biosynthesis inhibitor of formula IX for
the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease
cell 1ike phenotype.

11. claims: 1 (in part), 25, 28-32 (in part)

use of a sphingolipid biosynthesis inhibitor such as RNA for
the preparation of a medicament for the treatment of a
disease which has a secondary Niemann-Pick type C disease
cell Tike phenotype.

12. claims: 1(in part), 26-27, 28-32 (in part)

use of sphingolipid biosynthesis inhibitor which is an
inhibitor of ceramide degradation for the preparation of a
medicament for the treatment of a disease which has a
secondary Niemann—-Pick type C disease cell Tike phenotype.
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Patent document Publication Patent family Publication
ci_ted in search report date member(s) | date
EP 1528056 A 04-05-2005 AU 2004284012 Al 06-05~2005
CA 2551060 Al 06-05-2005
JP 2007509926 T 19-04-2007
WO 2005040118 Al 06-05-2005
US 2007066581 Al . 22-03-2007
WO 2004111002 A 23-12-2004 AU 2004247469 Al 23-12~-2004
: BR PIO411308 A 11-07-2006
CA 2528323 Al 23-12-2004
CN 1805933 A 19-07-2006
EP 1636186 Al 22-03-2006
JP 2006527253 T 30-11-2006
US 2007112028 Al 17-05-2007
WO 2006037069 A 06-04-2006 US 2008085920 Al 10-04-2008
WO 2004007454 A 22-01-2004 AU 2003248960 Al 02-02-2004
CA 2492410 Al 22~01-2004
EP 1554245 Al 20-07-2005
JP 2005536506 T. 02-12-2005
US 2006111400 Al 25-05-2006
WO 2005123055 A 29-12-2005 US 2009111812 Al 30-04-2009
US 2004034019 Al  19-02-2004  NONE
WO 0062780 A 26-10-2000 AU 776947 B2 30-09-2004
AU 4133300 A 02-11-2000
BR 0009868 A 08-01-2002
CA 2368814 Al 26~10-2000
EP 1171129 Al 16-01-2002
JP 2002542195 T 10-12-2002
MX PA01010706 A 20-08-2002
NO 20015112 A 10-12-2001
US 2002115667 Al 22-08-2002
ZA 200108413 A 13-01-2002
WO 03037338 A 08-05-2003 EP 1441728 A2 04-08-2004
JP 2005511560 T 28-04-2005
WO 2005009349 A 03-02-2005 CA 2532922 Al 03-02-2005
EP 1651164 A2 03-05-2006
WO 9302673 A 18-02-1993 US 5518879 A 21-05-1996
us 5232837 A 03-08~1993
Us 2005182020 Al 18-08-2005 NONE
WO 2007015175 A 08-02-2007 EP 1736154 Al 27-12-2006
US 6720184 Bl 13-04-2004  NONE
WO 2008012555 A 31-01-2008 . EP 2051708 A2 29-04-2009
WO 2007123403 A 01-11-2007 AU 2007241622 Al . 01-11-2007
CA 2650311 Al 01-11-2007
EP 2010551 Al 07-01-2009
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