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1. Claims Nos.:
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effects of the compound.

2. D Claims Nos.:
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3. D Claims Nos.:
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Although claims 137~139 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.

Continuation of Box II.1

In reply to the invitation to pay additional fees from the ISA dated
25.08.2006 the applicant has paid an additional search fee corresponding
to invention 10 (claims 118-139 in part, 38-77, 100-117 complete)
related to conjugates according to the formula of present claim 1 and
wherein the cleavable Tinker contains an hydrazine Tinkage.

During the further search the document "Dubowchik G.M and Walker M. A. R
PharmacoTogy and Therapeutics 83 (1999), 67-123" (XP-002391774) has been
retrieved.

Said document (fig 7 pag. 78, fig. 8 pag. 79, fig. 9 pag. 80) dislcoses
a series of doxorubycin-antibody conjugates wherein the linker contains
an hydrazine Tinkage.

Consequently said document provides evidence of non unity "a
posteriori" for the subject matter of invention 10.

No further invitation to pay further additional fees will be issued.
This is because Article 17(3)(a) PCT stipulates that the ISA shall
establish the International Search Report on those parts of the
international application which relate to the invention first mentioned
in the claims (’main invention’) and for those parts which relate to
inventions in respect of which the additional fees were paid. Neither
the PCT nor the PCT guidelines provide a legal basis for further
invitations to pay further additional search fees (W17/00, point 11 and
W1/97, points 11-16).

Consequently the search for the subject matter of invention 10 has been
Timited to the following subject:

conjugates according to the formula of present claims 38 and 100 and
wherein the cleavable linker contains an hydrazine linkage and the drug
is a duocarmycin or CC-1065; except the subject matter of inventions
1-9, 11-19 ((claims 38-77, 100-105, 110-116, 118-139 in part, 106-109,
117 complete)

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 pretiminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
poticy 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
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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, 8.5),

should the problems which led to the Article 17(2) declaration be
overcome.
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-24, 29, 30,118-139 1in part, 25-28, 31-37, complete

Conjugates according to the formula of present claim 1,
wherein the cleavable linker contains a peptide or an amino
acid and the drug is a duocarmycin or CC-1065; except the
subject matter of inventions 2-19.

2. claims: 1-24, 29, 30,136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable Tinker contains a peptide or an amino
acid and the drug is selected from doxorubicin,
morpholino-doxorubicin, cyanomorpholino-doxorubicin,
daunorubicin; except the subject matter of inventions 1,
3-19.

3. claims: Claims 1~-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from dolestatin-~10,
combretastatin , auristatin E, auristatin EB (AEB),
auristatin EFP (AEFP), monomethyl auristatin E (MMAE),
actinomycin , mitomycin C, mitomycin a, carminomycin,
tallysomycin; except the subject matter of inventions 1, 2,
4-19.

4. claims: 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from calicheamicin,
maytansine, epothilones, 5-benzoylvaleric acid-AE ester
(AEVB), butyric acid, SN-38

retinoic acid, , N8 -acetyl spermidine, camptothecin,
topotecan, rhizoxin, echinomycin, colchicine, vinblastin,
vindesine, estramustine, cemadotin, eleutherobin
vincristine, melphalan, leurosine, leurosideine; except the
subject matter of inventions 1-3, 5-19.

5. claims: 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is a tubulysin; except the subject matter
of inventions 1-4, 6-19.
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6. claims: Claims 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from Paclitaxel (taxol),
docetaxel (taxotere); except the subject matter of
inventions 1-5, 7-19.

7. claims: 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from methotrexate,
methopterin, dichloromethotrexate, aminopterin; except the
subject matter of inventions 1-6, 8-19.

8. claims: 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from 5-fluorouracil,
6-mercaptopurine, cytosine arabinoside; except the subject
matter of inventions 1-7, 9-19.

9. claims: 1-24, 29, 30, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a peptide or an amino
acid and the drug is selected from podophyliotoxin and
podophyllotoxin derivatives such as etoposide or etoposide
phosphate; except the subject matter of inventions 1-8,
10-19.

10. claims: Claims 118-139 in part, 38-77, 100-117 complete

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains an hydrazine Tinkage;
except the subject matter of inventions 1-9, 11-19

11. claims: Claims 78-86, 91-97, 118-139 in part, 87-90, 98, 99
complete

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a disulfide Tinkage
and the drug is a duocarmycin or CC-1065;except the subject
matter of inventions 1-10, 12-19.

12. claims: 78-86, 91-97, 136-139 1in part
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Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a disulfide Tinkage
and the drug is selected from doxorubicin,
morpholino-doxorubicin, cyanomorpholino-doxorubicin,
daunorubicin; except the subject matter of inventions 1-11,
13-19.

13. claims: Claims 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains an hydrazine linkage
and the drug is selected from dolestatin-10, combretastatin
, auristatin E, auristatin EB (AEB), auristatin EFP (AEFP),
monomethyl auristatin E (MMAE), actinomycin , mitomycin C,
mitomycin a, carminomycin, tallysomycin; except the subject
matter of inventions 1-12, 14-19.

14. claims: 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a disulfide Tinkage
and the drug is selected from calicheamicin, maytansine,
epothilones, 5-benzoylvaleric acid-AE ester (AEVB), butyric
acid, SN-38 retinoic acid, N8 —acetyl spermidine,
camptothecin, topotecan, rhizoxin, echinomycin, colchicine,
vinblastin, vindesine, estramustine, cemadotin, eleutherobin
vincristine, melphalan, leurosine, leurosideine; except the
subject matter of inventions 1-13, 15-19.

15. claims: 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a disulfide linkage
and the drug is a tubulysin; except the subject matter of
inventions 1-14, 16-19.

16. claims: 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cieavable linker contains a disulfide linkage
and the drug is selected from paclitaxel (taxol), docetaxel
(taxotere); except the subject matter of inventions 1-15,
17-19.

17. claims: 78-86, 91-97, 136-139 in part
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Conjugates according to the formula of present claim 1 and
wherein the cleavable Tinker contains a disulfide linkage
and the drug is selected from methotrexate, methopterin,
dichloromethotrexate, aminopterin; except the subject matter
of inventions 1-16, 18-19.

18. claims: 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable Tinker contains a disulfide linkage
and the drug is selected from 5-fluorouracil,
6-mercaptopurine, cytosine arabinoside; except the subject
matter of inventions 1-17, 19.

19. claims: 78-86, 91-97, 136-139 in part

Conjugates according to the formula of present claim 1 and
wherein the cleavable linker contains a disulfide Tinkage
and the drug is selected from podophyllotoxin and
podophyllotoxin derivatives such as etoposide or etoposide
phosphate; except the subject matter of inventions 1-18.
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