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Very strong synergism
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+++
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Moderate synergism

++
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Slight synergism

+
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Nearly additive

+-
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Compound ICe, Tykerb I1C., Tvkerb DRI @ ED97 Cl @ ED90

M) + Compound {n

M)

AD4-10628 178 59 126 0.55
AD4-15056 492 116 203 0.10
AD4-11511 189 118 84 0.87
Iressa 307 160 2 1.15

[Cg Iressa [Cg, Iressa DRI @ ED97 Cl @ ED90

{nM) + Compound (n

M)

AD4-10628 207 93 105 0.91
AD4-15056 78 133 78 0.59
AD4-11511 326 245 96 0.93
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Compound A549 Cells H1975 Cells HT-29 Cells
AD4-12955 0.17 0.5
AD4-13023 0.17 0.61 10
AD4-13028 0.14 0.26
AD4-13030 0.17 0.22
AD4-13031 0.12 0.24
AD4-13032 0.17 0.21
AD4-13033 0.13 0.23
AD4-13024 0.18 0.63
AD4-13041 0.11 0.17 1.1
AD4-13042 0.11 0.13 1.3
AD4-13046 0.16 0.12 20
AD4-13048 0.18 0.17
AD4-13052 0.13 0.24
AD4-13053 0.18 0.18
AD4-13060 0.19 0.58
AD4-13072 0.15 0.29
AD4-13081 0.17 0.33 6.2
AD4-13085 0.14 0.15 11
AD4- 13086 0.16 0.15 1.2
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AD4-13090 0.16 1.3 3.7
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Cmax {ng/mL) 669 131 3550 59
AUC {hr.ng/mL) 609 278 1387 115
Tmax (hr) 0.083 1.0 0.083 0.5
Clearance (L./hr/kg) 1.64 0.72
vd (L/kg) 3.24 0.56
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Compound MLM % Remaini | HLM % Remaini
ng@ 30 Min ng@ 30 Min
AD4-10628 3 4b
AD4-11511 6 6
AD4-11601 31 9
AD4-12902 L7 72
AD4-129056 23 63
AD4-12907 5] 14
AD4-12908 6 48
AD4-12911 L7 57
AD4-12912 10 38
AD4-12915 2b 71
AD4-12917 11 h3
AD4-12918 |§5) 51
AD4-12921 5] 9
AD4-12923 10 14
AD4-12924 66 79
AD4-12926 4 4
AD4-12925 5 12
AD4-12903 18 46
AD4-12909 13 50
AD4-12913 41 61
AD4-12916 26 80
AD4-12922 17 9
AD4-13042 99 101
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AD4-12955 41 61
AD4-12959 15 42
AD4-13022 5 36
AD4-13024 20 47
AD4-13023 60 95
AD4-13041 81 100
AD4-13045 26 77
AD4-13058 60 75
AD4-13043 77 98
AD4-13059 64 92
AD4-13068 46 96
AD4-13053 46 97
AD4-13054 46 80
AD4-13033 84 100
AD4-13031 87 93
AD4-13056 8b 83
AD4-13067 46 849
AD4-13076 28 70
AD4-13075 13 64
AD4-13065 47 83
AD4-13063 42 80
AD4-13055 57 100
AD4-13061 58 93
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Box No.11 Observationg where certain claims were found unsearchable (Continuation of item 2 of first sheet)

‘This internationg] search report has not been established in respect of certain claims under Article 17(2)(a} for the following reasons:

1. D Claims Nos.:

because they relate to subject matier not required to be searched by this Authority, namely:

2, D 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:

|
3. I claims Ns.: 12-14,97
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule.6.4{a).

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

This International Searching Authority found muitiple invéntions in this international application, as follows:

Group I+: dlaims 1-9, drawn to 2 compound of Formula (2). The first Invention is restricted to the first claimed compound of claim 9.
Should an additicnal fee(s) be pald, Applicant is invitad to elect an additional compound(s) to be searched. The exact ciaims searched
will dapend on the specifically elected compound(s).

[NOTE 1: Corection: the firat invention is restricted to that R1 is selected from (i) a 2-pyridyl ring of formuta (3) and R2 Is selected from
(i) an unsubstitutad phanyl ring, because compounds listed in claim 9 are compounds that are NOT included in Formula (2).]

INOTE 2: Claims 2, 6-8 are excluded from Group |, because they are drawn to a non-slected subject mattar.]

Group I, claims 10-11, drawn to a compound of Formulas (10-(11).
Group I, claim 15, drawn to a method for identifying an epidenmal growth Factor receptor {(EGFRY) inhibitor.

- Pléase ses axira sheet for continuation -

Group VI+, ¢laim 20, drawn to an amino pyridine cormpound. The first invention of Group Vi+ Is restricted to the first claimed
compound,

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Autherity did not invite payment of
additional fees. -

3 D As only some of the required additional scarch foes were timely paid by the

pplicant, this in ional search report covers
only those claims for which fees were paid, specifically claims Nos.;

4. E No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted to the invention first mentioned in the claimsg; it is covered by claims Nos.:
1, 35, 9/{1,3-5), restricted to that R1 is formula (3), R2 is unsubstituted phenyl

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

The 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,
D No protest accompanied the payment of additional search fees,

Form PCTASA/210 {continuation of first sheet (2)) (July 2009)
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INTERNATIONAL SEARCH REFORT International application Ne.
PCT/AS 11/20414

Continuation of:
Box NO Iil. Observations whare unity of Invention is lacking

Group IV, claim 18, drawn to a method for forming a compound of claim 1,
Group V. claim 18-19, drawn to a methad for forming an aminopyriding compound.

Group Vi+, clgim 20, drawn to an amino pyridine compound. The first Invention of Group VI+ is restricted to the first claimad compound,
i.e. 2-Amino-3-fluoro-4-methyi-5-chioropyridine. Should an additienal fee(s) ba pald, Applicant is Invited to elect an additional
compound(s) to be searched.

The Inventions listed as Groups I+ through Vi+ do not relate to a single general inventive concept under PCT Rule 13.1 bacause, undar
PCT Rule 13.2, thay lack tha same or corresponding special technical features for the following reasons:

The Inventions of Groups I+, I, and IV-Vi+ do not include thea inventive concept of a methad for identtfying an EGFR Inhibitor, as
required by Group Il

The Inventicons of Groups IH and V-V+ do not include the inventive concapt of a compound of claim 1 or its derivative, as required by
Groups I+, I, and v,

The Inventions of Group I+ do not include the inventive concept of a compound of Fommulas (10)-(11), as required by Group i1

The Inventiona of Group |+ and IV share the technical feature of a compound of Formula (2), However, this shared technical feature
does not represent a contribution over prior art as belng antleipatad by the article titled “A, chemical genomic approach identifiss matrix
metalloprotelnases as playing an assential and spacific role in Xenopus melanophore migration” by Tomiinson et al. (hereinafter
Tormlinsen') (Chem Biol. 2008 Jan 30;16{1):93-104) that discloses a compound havirg a formula of Farmula (2) {(1505-like Type A) (pg
84, Fig. 1, NSC 84083 {7-[(SH(4-methyiphenyl)amino](phenyl)methyljquinofin-8-ol) wherain,

Xlis hydrogen;

R1 I5 {Iv} a phenyl ring substituted with one or more groups selected from a straight chain C-1 to C-4 lower alkyl; and

R2 ig (i) an ungubstituted phenyl ring; and

Formula (2) excludes the compound of Formula (1). As sald compound was known at the time of the invention, this cannot be
considered a spedial technical feature that would otherwise unify the groups.

The special tachnical feature of the inventions fisted as Group I+ is the specific compound of Formula (2) reclted therein, The inventions
do not share a special technical feature, becausse Tomlinson disclosas the common structural core shared by the claimed compounds,
1.8, the [phenyl-amino]iphenyljmethyl|quinclin-8-ol) of the NSC 84093 compound {pg 84, Fig. 1). Without a shared special technical
féature, the inventions lack unity with one another.

The inventions of Group VI+ do not include the inventive concept of a method for forming an aminopyridine compound, as required by
Group V.

The inventions of Group VI+ and V share the technical feature of an aminopyridine compound. However, this ehared technical featura
does not represent a contributicn over prior art as being anticipated by PubChem entry CID 66174 titled “2-amino-§-chloropyridine = (26
March 2005) [Retrisved from the Intarmat 05 March 2011:

<http:#pubchem.ncbi.nim.nlh gevisummary/surnmary.cgi?cid=66 174&loc=ec_rcs>] (herelnafter "CID 66174") that discloses said
aminopyidine compound. As said compound was known at the time of the Invention, this cannot be considered a special technical
featura that would otherwise unify the group.

Finally, the spacial technical featuna of the Inventions listed as Group Vi+ Is the specific aminopyridine compound recited theretn. The
inventions do not share a speclal technical featura, because CID 66174 discloses the common structural core shared by the claimed
compounds, i.e. 2-amino-5-chloropyridine, Without a shared special technical featura, the Inventions lack unity with one another.

Groups I+ through VI+ therafore lack unity under PCT Rule 13 bacause they do not share a same or cofresponding special technical
foature,

Form PCT/ISAS210 {extra sheet) (July 2009)
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