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Box No. IT Observations where certain clalms were found unsearehable (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. D Claims Nos.:

because they relate to subject matter not required to be searched by this Awihority, 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 inernational search can be carried out, specifically:

kN 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.TIl  Observations where unity of invention is lacking {Centinuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:
This application contains the following inventions ar groups of inventions which are not so linked as to form a singte general inventve
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate addlional examination fees must be paid.

Graup I: Claims 1, 16-33*, and 60, |solated stabillzed anti-CD20 antibedy, limited to substitution $41Q of the light chain and substitution
V37L of the heavy chaln.

Group lI+: Claims 1-33* and 60, isolated stabilized anti-CD20 antibody, wherein the substitution of the light chain is selected from
S47P, WaBL, W46l, S55P, V59A, V59D, S69D, S60N, Y7CF, and A79P, and the substitution of the heavy chain is selected from M20L,
MZ0L and AB2G, Q5Y, P75, EIOG, M20L, M20I, T285, Y325, AGEF, AGBV, TESI, LT01, A72V, K74N, K74T, MB81L, $84N, AB2G, NI0ID,
AM3Q, v263L, V2771, F279L, and V3121, I Applicani elects to have this group searched, Applicant must specify the spacific light chain
and heavy chaln substitutions to be searched. Each substitution constitutes an inventive concept.

NOTE: Claims 3, 5-8, 10, 15, were not searched as part of Groups | or Il as they are directed to nonelected subject matter.
{Continued on extra sheet)

L. D A all required additiona! search fees were timely paid by the applicant, this international search report covers all scarchable
claims.

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

3 E As only some of the required additional search fees were timely paid by the applicant, this international search report covers
oaly those claims for which fees were paid, specifically claims Nos.:
1-2,'4, 9, 11-14, 18-33, 80, limited to substitutions S410Q and W46L of the light chain and substitutions V371 and N102D of the
heavy chain.

4, D No requited 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 D The additional search fees were accompanied by the applicants protest and, where applicable, the
payment of a protest fee.

D The edditional 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 PCTASA/210 (continuation of first sheet (2)) (July 2009)
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Caontinuation of Box 11l - observations where unity of invention is lacking:

Group Hll+: Claims 34-56, method of treating a disease. If Applicant elects to have this group searched, Applicant must specify the
speclfic light chaln and heavy chaln substitutions to be searched. Each substitution constitutes an Inventive concept.

Group V: Claims 57-59, method of quantitively detecting a CD20 polyepeptide.

*Note: there are two instances of ¢laim 32, and claim 33 is missing. The second inslance of claim 32 is referenced herein as claim 33.

The inventions listed as Groups I, I+, lll+, and IV do not relate to a single general inventive concept under PCT Rule 13.1 because,
under PCT Rule 13.2, they lack the same or carrespording special technical features for the following reascns:

The shared technical feature of the inventions listed as Groups |, I+, lll+, and IV is & stabilized anti-CD20 antibody as gonerally set forth
in ¢laim 1. This shared technical feature fails to provide a contribution over the prior art, as evidenced by US 2008/0160998 A1 to Lazar
et al. {published 20 July 2006; hereinafter ‘Lazar’). Lazar discloses an iscolated stabilized {para [0031] - "Improved solution properties
herein includes but is not limited to stability and solubility”) anti-CD20 antibody {para [0074]), wherein :

(a) the lsolated stabliized antHCD20 antibody light chain amine add sequence comprises caimad SEQ 1D NO:1 (para [0074]; Fig.
38A; 5EQ ID NO:3);

{b) the Isolated stabllized ant-CD20 antibody heavy chain aminc acid sequence comprises claimed SEQ 1D NC:2 {para [0074]; Fig.
38B; SEQ ID NO:4); and

(c) the isolated stabifized anti-CD?0 anfibody heavy chain amirg acid sequence comprises at least one amino adid substitution at
position V283 (para [0024] - substitulion at position 263 of the F¢ domain, which comprises the heavy chain). Lazar specifically teaches
substitution V263| (para [0024]), but does not teach subslitution V283L. However, it was well-known in the art that L and | are vary
similar in structure and can often be substituted for each other without any major functional effects. Accordingly, it would have been
obvious to one of skill in the art to make a V263L substitution in place of the disclosed V263 substitution, in order to provide an anti-
CL20 antibody with the same improved stability. In the absence of a contribution over the prior art, the sharad technical feature is not a
shared speclal tachnical feature.

The shared technlcal feature of the inventions listed as Groups |, [1+,and IV+ is whereln the stabilized anti-CD20 antibody is in the form
of an Intact antibody, Fv fragment, a single chain varlable region (ScFv) antibody, a monoclonal antibody, a Fab antibody fragment, a
Fab' antibody fragment or a Fab’2 Fab antipody fragment. Thie shared lechnical feature Fails to provide a contribution over Lazar, which
teaches that the stabilized anti-CD20 antibody is in the form of an Fv fragment (para [0021]). In the absence of a contribution over the
prior art, the shared technical featurs is not a shared special technical feature.

The shared technical feature of the inventlons listed as Groups lli+ and [V+ is a stabillzed antiCD20 antibody In a pharmaceutically
acceptable cammier. This shared technical fealure fails to provide a contribution over Lazar, which discloses a stabilized {para [0031] -
"Improved solution properties herein includes but is not limited to stabllity and solubility™) anti-CD20 antibody {(para [(074]}in a
phammaceutically acceptable carmier (para [0123)). In the absence of a contribution over the prior art, the shared technical feature is not a
shared special technical feature.

The shared technical feature of the inventions listed as Groups I+ is the genaral method of claim 34, This shared technicat feature fails
te provide a contibution over Lazar, which discloses method of tresting a disease in a patient comprising administering to the patient a
therapautically effective amount {para [0410], [0126]) of a stabilized {para [0031] - “Improved solution proparties herein includes but is
not limited to stability and solubility*} anti-CD20 antibody (para [0074]) in & pharmaceutically acceptable carrier {para [0123]), whetein

(a) the isolated stabilized anti-CD20 antibody light chain amino acld sequence comprises claimed SEQ ID NO:1 (para [0074]; Fig.
38A; SEQID NO:3);

{b) tha isolated stabilized anti-CD20 antibody heavy chain amine acid sequence comprisas clalmed SEQ ID NO:2 (para [0074]; Fig.
38B; SEQ ID NO:4); and

(c) the isclated stabilized anti-CD20 antibody heavy chain amine acid sequence comprises at least ane amino acid substitution at
position V263 {para [0024] - substitution at position 263 of the Fc domain, which comprises the heavy chain). Lazar specifically teaches
substitution V263! (para [0024]), but does not teach substitution V263L. However, it was well-known in the antthat L and | are very
similar in structure and can often be substituted for each other without any major functional effects. Accardingly, it would have been
obvious to one of skill in the art to make a V263L substitution in place of the disclosed V263 substitution, in order to provide an anti-
CD20 anlibedy with the same improved stability. In the absence of a contribution over the prior art, the shared technical feature Is nota
shared spesial technical feature,

Further, the spacial technical feature of the inventions listed as Group |11+ is reatment of a disease. This speclal technical feature is not
shared by the inventions of Groups I, I+, and IV+. The special technical feature of the inventions listed as Group IV+ is the quantitative
detection of 8 CD20 polypeptide. This special technical feature is not shared by the inventions of Groups |, I+, and Ili+.

Unity of invention exists only when tha same or corresponding technical feature |5 shared by the claimed inventiens, Without a shared
special technical feature, the inventions of Groups I, I+, lil+, and IV lack unity with one another.
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