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Box No. I1 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 following reasons:

1. I:I Claims Nos.:

because they relate to subject matter 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. x Claims Nos.: 11-20, 28-32, 34-57
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations 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:

ey

-***_Please See Supplemental Page-

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

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

3. I:I As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. W 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.:

Claims 1-10, 21-27, 33, antibody-drug-conjugate ADC1, SC16.3 (anti-DLL3 antibody), SEQ ID NOs: 3 (eptiope of a DLL3
protein, Homo sapiens amino acid sequence), 21 (anti-DLL3 antibody light chain variable region, Mus musculus amino acid
sequence), 23 (anti-DLL3 antibody heavy chain variable region, Mus musculus amino acid sequence), SC16.3-DL1 (the first

antibody-drug-conjugate as set forth in figure 6)

Remark on Protest |___’ The additional search fees were accompanied by the applicant’s protest and, where applicable, the
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.

I:] No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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-***.Continued from Box No. lll: Observations where unity of invention is lacking-

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group I+: Claims 1-10, 21-27 and 33 and antibody-drug-conjugate ADC1, SC16.3 (anti-DLL3 antibody), SEQ 1D NOs: 3 (epitope of a
DLL3 protein, Homo sapiens amino acid sequence), 21 (anti-DLL3 antibody light chain variable region, Mus musculus amino acid
sequence), 23 (anti-DLL3 antibody heavy chain variable region, Mus musculus amino acid sequence) and SC16.3-DL1 (the first
antibody drug conjugate as set forth in Figure 6) are directed toward a conjugate selected from the group consisting of ADC1, ADC2,
ADC3, ADC4, and ADC5 wherein Ab comprises an anti-DLL3 antibody or immunoreactive fragment thereof; and a conjugate as set forth
in FIG. 6.

The conjugate comprising an anti-DLL3 antibody will be searched to the extent that encompasses antibody-drug-conjugate ADC1,
SC16.3 (anti-DLL3 antibody), SEQ ID NOs: 3 (epitope of a DLL3 protein, Homo sapiens amino acid sequence), 21 (anti-DLL3 antibody
light chain variable region, Mus musculus amino acid sequence), 23 (anti-DLL3 antibody heavy chain variable region, Mus musculus
amino acid sequence), and SC16.3-DL1 (the first antibody-drug-conjugate as set forth in Figure 6). It is believed that Claims 1 (in-part),
2-5, 6 (in-part), 7 (in-part), 8 (in-part), 9 (in part), 10 (in-part), 21 (in-part), 22 (in-part), 27 (in-part) and 33 (in-part) encompass this first
named invention and thus these claims will be searched without fee to the extent that they encompass antibody-drug-conjugate ADC1,
SC16.3 (anti-DLL3 antibody), SEQ ID NOs: 3 (epitope of a DLL3 protein, Homo sapiens amino acid sequence), 21 (anti-DLL3 antibody
light chain variable region, Mus musculus amino acid sequence), 23 (anti-DLL3 antibody heavy chain variable region, Mus musculus
amino acid sequence), and SC16.3-DL1 (the first antibody drug conjugate as set forth in Figure 6). Additional chemical structures or
sequences will be searched upon the payment of additional fees. Applicants must specify the claims that encompass any additionally
elected chemical structures or sequences. Applicants must further indicate, if applicable, the claims which encompass this first named
invention if different than what was indicated above for this group. Failure to clearly identify how any paid additional invention fees are to
be applied to the "+" groups will result in only the first claimed invention to be searched/examined. An Exemplary Election would be:
antibody-drug-conjguate ADC2, SC16.4 (anti-DLL3 antibody), SEQ ID NOs: 4 (epitope of a DLL3 protein, Homo sapiens amino acid
sequence), 25 (anti-DLL3 antibody light chain variable region, Mus musculus amino acid sequence), 27 (anti-DLL3 antibody heavy chain
variable region, Mus musculus amino acid sequence), SC16.4-DL1 (the second antibody-drug-conjugate as set forth in Figure 6).

Groups I+ share the technical features including an antibody-drug-conjugate (ADC) comprising an anti-DLL3 antibody or immunoreactive
fragment thereof, wherein the ADCs share the common significant structural elements: a pyrrolobenzodiazepine (PBD) dimer and a
drug-linker compound comprising a binding moiety connecting the drug-linker to the cell binding agent, a cleavable
-NH-valine-alanine-CO-moiety, and a spacer unit.

However, these shared technical features are previously disclosed by US 2013/0028919 A1 to Howard, et al. (hereinafter ‘Howard') in
view of US 2012/0328624 A1 to Yoshida, et al. (hereinafter ‘Yoshida').

Howard discloses an antibody drug conjugate (a conjugate consisting of an antibody and a drug unit; paragraphs [0007], [0008])
comprising an antibody or immunoreactive fragment thereof (the conjugate may contain an antibody or an antigen-binding
(immunoreactive) fragment of an antibody; paragraph [0008]), wherein the drug unit consists of a pyrrolobenzodiazepine dimer (formula
I of the Howard reference, where R(sup)(6), R(sup)(9), R(sup)(10), R(sup)(11), R(sup)(6'), R(sup)(9’), R(sup)(10’) and R(sup)(11') are
selected as H, Y and Y’ are selected as O, R” is selected as propylene, and R(sup)(7) and R(sup)(7') are selected as OR, where R is
selected as a methyl group, is a PBD dimer similar to compound SG2000 and matches a significant structural element of ADC1, ADC2,
ADC3, ADC4 and ADCS of the instant PCT application; paragraphs [0004], {0009]-[0014]) and a drug linker compound (a compound of
formula CBA-A(sup)(1)-L(sup)(1)-L(sup)(2), where CBA is a cell binding agent (antibody), A(sup)(1) is a stretcher unit, L{sup)(1) is a
specificity unit, and L(sup)(2) is a spacer unit, which attaches to the drug unit (a drug linker compound); paragraphs [0143), [0176],
[0177]) comprising a binding moiety connecting the drug-linker to the cell binding agent (A(sup)(1) is a stretcher unit connecting the cell
binding agent to the remainder of the drug linker; paragraphs [0177), (0288), [0298-[0302)), a cleavable -NH-valine-alanine-CO- moiety
(L(sup)(1) is the site of action for cathepsin-mediated cleavage and comprises -NH-X(sub)(1)-X(sub)(2)-CO-, where X(sub)(1)-X(sub}(2)
is —Val-Ala-; paragraphs [0215], [0233], [0381]) and a spacer unit (L(sup)(2) is a spacer unit which is either merely a covalent bond, a
self-immolative group, or part of a self-immolative group; paragraph [0177]). Howard does not disclose an anti-DLL3 antibody. Yoshida
discloses an anti-DLL3 antibody (antibodies that bind to DLL3 protein that are used in conjugates; paragraphs [0015]-{0017], [0102]). It
would have been obvious to a person of ordinary skill in the art, at the time of the invention, to have modified the
antibody-drug-conjugate, as previously disclosed by Howard, with an antibody that binds to DLL3, as previously disclosed by Yoshida,
as the previous disclosure by Howard includes the use of antibody-drug-conjugates incorporating pyrrolobenzodiazepine that have
potent cytotoxic activity against cancer cells (Howard; paragraphs [0007], [0008]), Yoshida discloses the use of anti-DLL3 antibodies that
can be conjugated to substances having cytotoxic activity against cancer cells (Yoshida; paragraphs [0015], [0016]), and a combination
of these references would have resulted in a nove! antibody-drug-conjugate for effectively targeting DLL3 and delivering a
pyrrolobenzodiazepine for cancer treatment.

Since none of the special technical features of the Group I+ inventions is found in more than one of the inventions, and since all of the
shared technical features are previously disclosed by the combination of the Howard and Yoshida references, unity of invention is
lacking.

-***-Continued Within the Next Supplemental Box-***-
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