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RPF2356 pC3X FeRan3 *f B#3 CWE

RPF2357 pC3X FcRan3 * Bi#7 HQC

RPF2457 pC3X FcRandrp ¥ (B)M#4 HAC (P def)

RPF2458 pC3X FcRandrp 3 {B}M #6 RSG

RPF2460 pC3X FeRandrp # (BJM #10 VLA

RPF2358 pC3X FcRan3 #f M#g TVR

RPF2456 pC3X FcRandrp %t B(M) #2 I*{%x)

RPF2359 pG3X FecRan3 3t BM#10 MHN

RPF2459 pC3X FcRandrp # B(M)#8 WM (27)

RPF2468 pC3X FcRan3rp % B(M)#7 GLVG

RPF2362 pC3X FcRand % B#5 fis YTCS/LYVF

RPF2363 pC3X FeRan3 #f 1#2 AHT

RPF2364 pC3X FcRand 3t 1H#6 AGR {P del)

RPF24861 pC3X FcRandrp *f 1#2 HWL

RPF2462 pC3X FcRandrp #t #4 fis IGCILAV

RPF2463 pC3X FcRandrp 3t |#8 TM* (#7)

RPF2464 pC3X FeRandrp *#+ [#10 APH

RPF2365 pC3X FcRand #f I#8 SVW*(2 )

RPF2462 pC3X FcRan3rp it 1#3 *FSV (#7)

RPF2366 pC3X FeRan3 * H#6 WPP

RPF2485 pC3X FcRandrp »+ Hi#1 DA* (#2)

RPF2466 pC3X FcRandrp 3 H#3 LV (2)

RPF2467 PC3X FcRandrp 3t H#10 CLC (pt mui)

RPF23567 pC3X FcRan3 x H#8 WLSF

RPF2368 pC3X FcRan3 #f H#9 YRVL
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restricted 10 the invention first mentioned in the claims; it is covered by claims Nos.: 1,2,9-80,87-89,115,1 16 and 118

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

D ‘The additional search fees were aocompanwd by the upphcmt s proiest bul the applicable protest fee
was nol paid within the lime limit specified in the invilation.

D Mo protest accompanied the payment of additional search fees.
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BOX III. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
GROUPS

This application contains the following inventions or groups of inventions which are not so linked as tc form a single
general inventive concept under PCT Rule 13.1, ’ |

Group |, claim{s) 1-2, 9-80, 87-89, 115-116 and 118, drawn to i} methods of labeling a protein by reacting an
aldehyde or keto group on an amine acid residue, with a targeting molecule, iijthe labeled protain molecules
oblained thereby, and iii) to methods of using the labeled protein motecule in delivering a biclogical activity.

Groug Il claim(s) 3, 11-25, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 52-56, 62-66, 74-80, 87-89, 115-116 and 118,
drawn to i) methods of labeling a protein by reacting an azide or an alkyne group on an aming acid residue, with a
targeting molecule, iljihe labaled protein molecules obtained thereby, and iii) to matheds of using the labeled
proteln melecula in delivering a biological activity.

Group Il claim(s) 4, 11-25, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 52-56, 62-66, 74-80, 87-89, 115-116 and 118,
drawn fo i) methods of labeling a protein by reacting an azido group on an amino acid residus, with a {argeting
moleguie, iijthe labeled protein molecules obtained thereby, and iii} to methods of using the labeled protein
molecule in delivering a biclogical activity. : ;

Group IV, claim(s) 5, 11-25, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 52-56, 62-66, 74-80, 87-89, 115-118 and 118,
drawn to i) methods of labeling a protein by reacting a p-acetophenylalanine or a m-acstophenyl alanihe aming
acid residue, with a targeting molecule, iithe labeled protein moleculas obtained thereby, and iii} to methods of
using the labeled protein molecule In dalivering a biological activity.

Group V, clalm(s) 6, 11-25, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 52-56, 62-66, 74-80, 87-88, 115-116 and 118,
drawn to i) methods of labeling & protein by reacting a reactive amino acid residue that is reactive with an
electrophile, with a targeting molecule, iljtha labsled protain molecules obtairied tharaby, and iii} to methods of
using the labeled protein molecule in delivering a biological activity. A

Group VI, claim{s) 7, 11-25, 28, 30, 32, 34, 36, 38, 40, 42, 44, 46, 52-56, 62-66, 74-80, B7-89, 115-116 and 118, '
drawn to i} methods of labeling a protein by reacting a reactive amine acid residue that is reactive with an
nucleophile, with a fargeling molacuie, iijthe labeled proteln melecules obtained thereby, and iiij to methods of
using the [abeled protein moleculs in delivering a biological activity. o

Group VI, claim{s) 8, 11-25, 28, 30, 32, 34, 38, 38, 40, 42, 44, 46, 52-56, 62-66, 74-B0, 87-89, 115-118 and 118,
drawn to iy methods of labeling a protein by reacting an aspartate amino acid residue that is subject to

Form PCT/ASA/210 {extra sheet) (April 2007)
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1 esterification, with a targsting moleculs, i)tha labeled protain molacules obtained thereby, and ili) to methods of-
using the labeled protein molecule in delivering a biclogical activity,

Group VIII, claim(s) 81-88, 115-116 and 118, drawn to I} methods of labeling a protein by reacting a first reactive
amino acid residue at the amino-terminus and a second reactive amino acid residue at the carboxyl-tarminus, with
& first and with a second targeting molecule/fusion protein, ifjthe labeled protein molecules obtained theraby, and
iii} to methods of using the labeled protein molecule in delivering a biclogical activity.

Group IX, claim(s) 90-92 and 84-95, drawn to a mutated protein having an altered amino acid at the amino-
tarminus.

Group X, claim{s) 93-95, drawn 10 & mutated protein incorporating a non-naturally cocurring amina acid residue
selected from an azids substituted amino acld, an alkyne substituted aming acid, p-acetophenylalanine, an m-
acetophenylalanine, and a beta-oxo-alpha-aminobutyric acid.

Group XI, claim{s) 96-114, drawn 1o |) a nucleic. acid encoding the protein of claim 80 (of Group |x) I|) vectors, ili)
host cells, and iv} methods.of cultullng host cells.

Group XM, claim{s} 86-114, drawn to i) a nucteic acid encoding the protein of claim 93 (of Group X), i) vectors, iii)
host oells-. and iv) methods of culturing host cells.

Group XlII, claim(s) 117, drawn to methods of using a labeled proleln molecule in imaging, wherein the labeled
pretein Is obtained by methods of labaling a prolein by reacting an atdehyde or keto group on an amino actd

residue,

Group XIV, claim(s) 117, drawn to methads of using a labelad protein molecule in imaging, wherein the labeled
protein is obtained by methods of labeling a protein by reacting an aﬂde or an alkyne group on an aminc acid
residue.’

Group XV, claim(s) 117, drawn to methods of using a labeled protein molecule in lmagmg wharein the labsled
protein is obtained by methods of labefing a protein by reacting an azido group on an amino acid residue, with a
targeting molecule.

Group XV, claim(s) 117, drawn to methods of using a [abeled protein molecule in imaging, wheraein the labeled
protem is obtained by methods of labeling a protein by reacting a p-acetophenylalanlna or a m-acetophenyl alanine
amine acid residue, with a targeting molecule.

’ Group XVII claim{s} 117, drawn to meathods of using a labaled protein molecute in imaging, wherein the labelad
protein is obtained by methods of labeling a protein by reacting a reactwe amino acid residua that is reactive with
an electrophile, with a targetlng molecule, .

Group XVIII, claim(s) 117, drawn to methods of using a labsled proteln moleculs in imaging, wherain the labeled
| protein is obtained by methods of labeling a protein by reacting a reactive amino acid residue that is reactive with
an nuclecphite, with a targeting molecule. .

Group XIX, claim{s) 117, drawn to mathods of using a labeled protein molacule in imaging, wherein the labsled
protein is obtained by methads of labefing a protein by reacting an aspartate. amino acid residue that is subject to
esterification, with a targeting moleculs.

Group XX, claim(s) 117, drawn to methods of using a labeled protein molecule in Imaging, wherein the labeled
_protein is obtained by mathods of labeling a protein by reacting a first reactive amine acid residue at the amino-
terminus and a second reactive amino acid residue at the carboxyl-terminus, with a first and with a second
targsting melecula/fusion protein.

Nota that multiple dependent claims depending from claim 1 and one or more of claims 3-9 and 81 have been
listed in muttiple groups. Note, also, that multiple dependent claims depending from claims 90 and 93 have been

listad in multiple groups.

L REASONS FOR LACK OF UNITY.
" Form PCT/AISA210 (extra sheet) (April 2007)
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The inventicns listed as Groups |-XX do nat relats to a single general invantiva concapt under PCT Ruls 13.1 because, undar
PCT Rule 13.2, thay lack the sama or correspanding special technical features for the following reasons:

Claims having unity of invention can include a first recited method of making a product, a first recited product, and a first recited
use of the product. Instantly, the first recited method of making a product is that of claims 1-2, drawn to methods of labeling a
pretein by reacting an aldehyde or keto group on an aming acid residue, with & targeting molecule. Tha first recited product
-made by this method is resiled in product by proceéss claims 87-88, drawn to a labeled protein molecule. The first reciled use of
this product in claims 115-116, o methods of using the labeled protein melecula in delivering a biological activity. Claims 1-2
(and there dependenis pertaining to mathods of making), 87-88 and 115-116 thus have unity of invention.

The methods of claims 1-2 (Group 1), claim 3 (Group H}, claim 4 {Group HI), claim 5 (Group IV), claim 8 (Group V), claim 7
(Group V1), claim 8 (Greup VII), and claim 81 (Group Vi) each involve ditferant methods of labeling, in terms of the-particular
types of reactive groups involved and/or in terms of tha particular reactive residues involved. Thus these groups do not share a
common faature, and gach would involve a ditferant contribution over the prior ant.

The mutated proteins of Groups IX and X do not have unity with any of Groups I-VIll becausa thay do not pertain fo a preduct
obtainad by any of the methods of Groups I-VIIl. Furthermare, the mutated proteins of Groups 1X and X are different from the
products of Groups |-Vl recited in clgims 87-89. The mutated proteins of Groups IX and X are recited in claims that are listed
after the labaled protein products of Groups I-VHI, recited in claims B7-89. Thus the mutated proteins of Groups IX and X
constitute & second and different group of praducts from the labeled protein products of Groups I-VIIi. .

The nucleic acids, vectors and cells of groups X1 and X)I have differant structures and functions from the mutated proteins of
Groups 1X and X,

The imaging methods of Groups X|Ii-XX are different from the treatment methods of claims 115-116, recited in Groups I-VIIL
The imaging methods of Groups XIIl-XX are recited in claims that are listed after the mathods of Groups 1-VIIl, recited in claims
115-116. Thus the methods of groups XII1-XX constitute a sacond and different use of the labeled protein products of Groups |-
Vil -
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