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HDMXAADKE, XX, DMXAAL LT i.p. ERICEY RARERE LT,

{LFEFAER DMXAA MID 4BH®D A&/ SED DMF
(umol/kg) | (pmol/ke) | HEEID A)EL
EE% (B %/ umol/kg)
5—7rFuy - 1780 -8.5%0.8 | 0.0051%0.0001% | 0.5%0.
7Y 80 1780 -14.1%+1.5 | 0.00270. 001
ANKRT T F v - 316 -5.6+1.5 | 0.0094%£0.0035 | 3.4%2,
80 316 -8.5+1.4 0.032+0. 010
VATTF v - 42.1 -9.5+1.4 0.19+0. 06 1.8%1.
80 42.1 -14.4%2.3 0.35%0. 12
YrIuaKRRT 7 - 21335 -0.8%+1.3 | 0.0062=%0.0001 | 2.7=0.
SF 80 =1335 -9.2+1.4 | 0.0167%0.0013
T pARV R - =175 -2.0+1.7 0.030+0.010 | 4.7%2.
80 75(1d) -6.5+3.3 0.14%0. 04
v Y AFU - 1.0 -7.0%1.2 -0.0+1.3 >7°
80 1.0 -10.0+1.4 14.1%5. 4
NE S e - 23.7 -3.9%0.6 0.42%+0.10 2.5%1.
80 17.8 -5.5+1.2 1.04%0. 23

* NECORYERRE

AL FRRERI MO A DOHEERZE LR (upper error estimate) ZfFEA L THERE,
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2HETHMC , H/ He Nv 7 2D MEE

BLOEEICBITAILEARTSF L (316 umol,kg) BLXUODMXAA (80
mol /kg) OEPEFRENRT XA —F—, FIMNOEFII%CVTH5D,

NG A — K — i 5% fEIE
HANKRT TF DMXAA HNRTFZF v

| K (hr') 12.6 (266) 9.3 (39) 14.0 (286)

K. - 220 (9.2) -

Vinax (u M hr') - 63 (6.1) ;

Cl (1 hr! kg?h 1.9 (41) - 0.28 (31)

Cl.. (1 hr! kg?) 0.41 (99) - 2.3 (24)

Vd (1kg?) 1.0 (49) 0.17 (1.2) 2.7.(19)

Vd (1 kg™ . - -

(FFFRS)

Vg, (1 kgh) 7.4 (227) - 11.3 (1163)

AUC (z M. hr)® 1120 3628° 416°

AUC (z M. hr)® 118>¢ 3136° 475be

(R 5)

*AUCIK, BEERAREZFEA L CEHLE

b0~ 2 4B

*DMXAA L DORERE

4 0~ 8 B[
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[
[
[
E VR FRIE TR — X1 R
E it R 4.9
20mg/kg DMXAA 6.0 L1
" [24omg/kg FALFEL 13.9 9.0
L 240ng/kg FALFE L+ >17 >12
E 20mg/kg DMXAA
[
O
O00oo0ooao
Ooooad
P SN LA 2R R (B
. FAVFEYTIADMXAA
E TR T E VaRR — TR
: *f 8 3.2
" [20mg/kg DMXAA 3.6 0.4
L | 240mg/kg AT EE L 9.7 7.5
L | 240mg/kg Ao ZEL + 15.4 12.2
| 20mg/kg DMXAA
[
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Intetnatt  Application No

INTERNATIONAL SEARCH REPORT
PCT/GB 02/04025

A, CLASSIFICATION OF SUBJECT MATTER

IPC 7 A61K31/19  A6IK31/475  A61K31/505
AGIK31/70  AGIK33/24  A61P35/00
31:505,31:65,31:66,31:70,33:24)

According to Intemalional Palent Classification {IPG) or to bolh national classification and IPC

A61K31/65 AG1K31/66
//(A61K31/19,31:475,

B. FIELDS SEARCHED

Minimumm documentalion searched (Classification system iollewed by classification symbols)

IPC 7 A6IK

Documentalion searched olher then minfmum documentation to the extent that such documents are Incleded In the fields searched

Eleckronlc date base consulted duting the Intemallonal saarch (hame of deta base and, where practical, search terms used)

EPO-Internal, WPI Data, PAJ, CHEM ABS Data, CANCERLIT, MEDLINE, EMBASE, BIOSIS

. DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory ° | Citafion of document, with indication, where appropriate, of the refevant passages Relavant ta claim No.
X HILL, S A; SAMPSON, L E; CHAPLIN, [ A: 5,6,12,
"Anti-vascular approaches to solid tumour . 13,16,
therapy: Evaluation of vinblastine and 17,21,
flavone acetic acid" 22,25,
INTERNATIONAL JOURNAL OF CANCER, 26,29,30
vol. 63, no. 1, 1995, pages 119-123,
XP009003224
abstract
page 123, column 2, paragraph 2
A WO 94 23753 A (BEGENT RICHARD HENRY JOHN 5,6.12,
;PEDLEY ROSAMUND BARBARA (GB); CANCER RE) 13,16,
27 October 1994 (1994-10-27) 17,21,
22.25,
26.29,30
abstract
page 1, 1line 1 - Tine 3
claims 1-15
—f—

Further documents are listed in the continuation of box C. Patsnt family membets are listed in annex.

© Special calegories of ciled documents: . . -
P o T later documenl published afler the infernational filing date
or priority date-and not in conflict with the: application but

*A" document defining The general stale of the art which i not cited 1o Understand the principle or Ineary underlying the

consldered to be of particular relevanca

"E' earlier Gocument but published on ar aftertha international
filing date

*L* document which may throw doubts on prictity claim{s) or
which is cited to esiabligh the publicatien date of another
citation or other special reason {as specified)

‘0" document referring 1o an oral disclosure, use, exhibition or
other means

‘P document published prior 1o the intemational filing dale but
later than the priofity date claimed

invention

"X' document of particular relevance; the claimed Invention
cannol he considered nova] or gannol be considered 1o
involve an inventive step when the document is taken alone

*¥* documant of particular relevance; the claimed invention
cannot be considerad to involve an inventive step when the
decument is combined with one or more other such docu—
ments, such combination being obvious to a person skilledg
inihe art,

8" document member of ihe same patent family

Date of the actual completion of the international search

7 January 2003

Date of mailing of the internationat search report

11/02/2003

Name and mailing address of the ISA
Eurcpesn Paten Cifice, P.5. 5E18 Patentlzan 2
NL — 21280 HV Fiijswijk
Tel. (+31-70) 340~2040, Tx. 31 657 spo k.
Faze: (+31-70) 340-3016

Authorized officer

Taytor, G.M.

Fown PCT/IS4A/210 (sacond sheat) (July 1992]




L T e T e T e T e T s T e T s T e T s R e T e T T T s T s Y e T e, T e T e, IO e, TR e T e, T e T e TR e T e T e TR e TR e T e T e T e B s Y s B s B T T e T e T e T s T e T e B s |

O

(24)

INTERNATIONAL SEARCH REPORT

JP 2005-509599 A 2005.4.14

Internati Application No

PCT/GB 02/04025

C.(Continuation) DOCUMEMNTS CONSIDERED TO BE RELEVANT

Category ° | Citation of document, with Indication,where appropriate, of the relevant passages Relevant 10 claim No.
A REWCASTLE, G W; ATWELL, & J; ZHUANG, L; 5,6,12,
BAGULEY, B C; DENNY, W A: “"Potential 13,16,
Antitumour Agents. 61. Structure-Activity 17,21,
Relationships for in ¥ivo Colon 38 22,25,
Activity among Disubstituted 26,29,30
9-0x0-8H-xanthene—-4-acetic acids."”
JOURNAL OF MEDICINAL CHEMISTRY,
vol. 34, no. 1, 1991, pages 217-222,
XP002226304
cited in the application
abstract
P.X SIEMANN, D W; MERCER, E; LEPLER, S; 5,6,12,
ROJIANI, A M: "Vascular targetting Agents 13,16,
Enhance Chemotherapeutic Agent Activities 17,21,
in Solid Tumour Therapy” 22,25,
INTERNATION JOURNAL OF CANCER, 26,29,30
vol. 99, 2002, pages 1-6, XP002226322
abstract
P,A US 2001/027210 Al (WILSON WILLIAM R) 5,6,12,
4 QOctober 2001 (2001-10-04) 13,16,
17,21,
22,25,
26,29,30
abstract
claims 1-7
P.A WO 02 09700 A {CANCER RES YENTURES LTD 5,6,12,
;BAGULEY BRUCE CHARLES (NZ); CHING LAI 13,16,
MIN) 7 February 2002 (2002-02-07) 17,21,
22,25,
26,29,30

abstract
claims 1-15

Form FCT/I8A/210 {continuation of second shaat] (July 1952)



L T e T e T e T e T s T e T s T e T s R e T e T T T s T s Y e T e, T e T e, IO e, TR e T e, T e T e TR e T e T e TR e TR e T e T e T e B s Y s B s B T T e T e T e T s T e T e B s |

O

(25) JP 2005-509599 A 2005.4.14

inter mal application No.

INTERNATIONAL SEARCH REPORT FCT/GB 02/04025

Box | Observations where cerlain claims were found unsearchabie (Continuation of item 1 of first sheet)

This International Ssarch Report has not basn astablished in respact of certain dlaims under Arlicle 17(2)(a} for tha following reasons:

1. D Claims Nos.:

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

2. [X] claims Nos. 1-4, 7-11, 14, 15, 18-20, 23, 24, 27 and 28
becauss they relate te parts of the Internadional Application that do not comgly with the prescribed requirements to such
an extent that no meaningful Intemational Search can be carried out, spaciically:

see FURTHER INFORMATION sheet PCT/I$A/210

3. D Claims Mos.:

because they are dependent claims and are not drafted in accordance with fhe second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple invenilons In this international application, as follows:

1. As all required additional search fees were fimely pald by the applicant, this International Search Report covers all
searchable dlaims.

2. l:\ As all searchable claims could be searched witheut effort [ustifying an additional fee. this Authorly did not Invite payment
of any addltloral fee,

a. Ag only some of the raquired additional search faes ware timaly paid by the applicant, this International Search Report
cavers only those claims for which jees were paid, specifically daims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consaquently, this International Search Report Is
resiricted 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.

|:| No protest accompanied tha payment of additional search fees.

Form PGT/ISA/210 (continuation of first sheet (1)) (July 1998)




L T e T e T e T e T s T e T s T e T s R e T e T T T s T s Y e T e, T e T e, IO e, TR e T e, T e T e TR e T e T e TR e TR e T e T e T e B s Y s B s B T T e T e T e T s T e T e B s |

O

(26) JP 2005-509599 A 2005.4.14

interational Application Ne. PCT/AB 02 04025

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

Continuation of Box [.2

Claims Nos.: 1-4, 7-11, 14, 15, 18-20, 23, 24, 27 and 28

Present claims 1-4, 7-11, 14, 15, 18-20, 23, 24, 27 and 28 relate to a
products/methods defined by reference to a desirable characteristic or
property, namely

"an ester thereof" {(referring to DMXAA);
"in a potentiating ratio";

"platinum compounds";

"vinca alkaleids”;

"alkylating agents";

"anthracyclines”;

"topoisomerase I inhibitors™;
"antimetabolites™; and

"topoisomerase I1 inhibitors".

The claims cover all cempounds this characteristic or property, whereas
the application provides support within the meaning of Art. 6 PCT and/or
disclosure within the meaning of Art. 5 PCT for only a very limited
number of such compounds. In the present case, the claims so lack
support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope is impossible.

In addition to the above, the application claims a synergistic effect
over the whole range, whereas this has only been shown over a small
selection of the claimed subject-matter. Once again, there is a lack of
support and disclosure within the meaning of Art. 5/6 PCT.

Independent of the above reasoning, the claims alse Tack clarity (Art. 6
PCT). An attempt is made to define the compounds by reference to a result
to be achieved. Again, this lack of clarity in the present case is such
as to render a meaningful search over the whole of the claimed scope
impossibie,

Consequently, the search has been carried out for those parts of the
claims which appear to be c¢lear, supported and disclosed, namety those
parts relating to the compounds as defined in ¢laim 5.

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions in respect of which no internationail
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 foliowing
receipt of the search report or during any Chapter II procedure.
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