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faes. Applicants must spadify the claims that ancompass any additionally elected first polypeptide chain sequence(s) and second
polypeplide chain sequence(s). Applicants must further indicate, if applicable, the claims which encompass the first named invention, if
different than what was indicated abova for this group. Failure to clearly identlfy how any paid additional invention fees are to be applied
1o the "+ growup(s) will rasult in only the first claimed invention to he searched. An exemplary elaction would be a B7-H3 x CD3
blspecific monevalent Fc diabody comprising a first polypeptide chain sequence of SEQ ID NO:59: a second polypeptide chain
sequence of SEQ ID NO:60; and & third palypeptide chain sequence of SEQ ID NO:57, i.e. claims 7-12.

The Inventions listad as Group I+ do not relate to & single general inventive concept under PCT Rula 13.1 because, under PCT Rule
13.2, they lack the same or coresponding spetial tachnical features for the following reasons:

Special Technical Featuras

The technical faature of each of the inventions listed as Group I+ is the specific first and second polypaeptide chain sequences recited
therein, Each Invention requires a first polypeptide chain sequence and sacond polypeptide chaln sequence, not required by any of the
other Inventicns.

Common Technical Features

Tha feature sharad by Group I+ is a B7-H3 x CD3 bispacific monovalent Fc disbody capable of specific binding to B7-H3 and to CD3,
The feature sharad by Group I+ is a B7-H3 x CD3 bispacific menovalent Fc diabody capable of specific binding to B7-H3 and to CD3,
wherein the diabody comprises a first, a second ang a third polypeptide chain, wherein said polypeptide chains form a covalently bondad
complex, and wherein: (C) said third polypeptide chain has the amino acid sequance of SEQ ID NO:57 [claims 1, 7, 13, 19],

Another feature shared by Group |+ is a phanmacsutical composition comprising the 87-H3 x CD3 bispecific monovalent Fe diabody and
a physiologically acceptable carier [claims 2, 8, 14, 20].

Another featura shared by Group |+ is use of the B7-H3 x CD3 bispacific monevalent Fe diabody or the pharmaceutical composition in
the treatment of a disease or condition assoclated with or characterized by the expresslon of B7-H3 [claims 3, 8, 15, 21).

However, this shared technical feature does not represent a contribution over pricr art, becausa the shared technical feature is taught by
WO 2015/026892 A1 to MacroGenics Inc. (hereinaftar ‘MacroGenics '892'} In view of US 201410255407 A1 to 1o MacroGenics Inc.
{herelnafter MacroGenics "407").

Macrogenics '892 discloses a CD3 bispscific mor lent Fc diabody capabls of spacific binding to CD3 (para [0024] "the invention also
provides a sequence-cptimized GO 123 x CD3 bi- specificr lent diabody capabla of specific binding to an epitope of CD 123 and
{0 an epitope of CD3"; para [0023] "In particular embodimants, the diabodies of the present invention further have an immunoglobulin Fe
Domailn or an Albumin-Binding Domain to extend half-life in viva®; para [0055] "Flgures 3A and 3B illustrate the structures of two
verslons of the first, second and third polypeptide chains of a three chain CD 123 x CD3 bi-specific moncvalent Fc diabody of the
present invention*), wherein the diabody comprises a first, a sacond and a third polypeptide chain, wherein said polypaptide chains form
a covalantly bonded complex (para [0024] "wherein the diabody comgrises a first polypeptide chain and a second polypeptide chain,
covalently bonded te one another”}, and whersin: (C) sald third polypeptide chain has the aming acid sequence of SEQ ID NO:57 (para
[00145) "The third polypeptida chain will comprisa the CH2 and CH3 Domains of an IgG Fc Domain. A preferred polypeptide e
composed of Peptide 1 (SEQ 1D NO:55) and the CH2 and GH3 Domains of an Fc Domain (SEQ 1D NO: 11} and has the sequenca of
SEQ ID NC:54.% SEQ ID NO: 54, aa 1-227, exhibits 100% identity to claimed SEQ ID NQ: 57).

Macroganics "892 does not teach wherain the bispecific menovalent Fc diabody is a B7-H3 x CD3 bispacific monovalent F¢ diabody
that furthar spacifically binds to B7-H3. However, Macrogenics '407 teaches a bispecific diabody that binds to B7-H3 and 1o CD3 {para
[0027] "The invention particularly concems bispecific diabody molacules that bind to {1} an spitope of an activaling receplor of a
companion animal immune sffector cell and (2) an epitope of B7-H3 expresaad by a cancer cell of such companion animal”, para [0032]
*The invention further concems any of the above-described bispacific moleculss, wherain the activating receptor is CD3"). Macragenics
1407 further teaches that the B7-H3 bispecific diabody can ba a bispedific monovalent Fc diabody that can be used to treat cancer {para
[0034] "The invention furthar concerns any of the above-described bispecific molacules, wherein the bispecific molecuts further
comprises a witd-type Fc region or an Fc receptor”; para [0076] "Diabadies may be monospecific”; para [0027] "The present Invention
relates to bispecific molecules that are capable of localizing an immune effector cell that exprasses an activating receptor o a B7-H3-
expressing cancer call, 80 as to thareby facilitate the klling of the cancer cell”), Given that Macrogenics ‘892 teaches that Jts CD3
blspecific monovalent Fe diabody is used to target and kill cancer cells (para [00111] "As discussed below, the sequence-optimized CD
123 x CDA3 bi-specific diabody (DART -A) was found to have the ability to simultanecusly bind CD 123 and CD3 ... Provision of DART- A
was found ... to cause the rediracled killing of target cancer cells”), and Macrogenics '407 teachas that a bispecific monovalent Fc
diabody can target both 87-H3 and D3 for treatment of cancer, one of ordinary skill in the art would have found it abvious that the
bispecific monavalent Fe diabody of Macrogenics '692 can be a B7-H3 x CD3 bispecific monevalent F¢ diabody.

——please ses naxt axtra sheet--—-—-
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Condinuation of: Box Ne. |Il Observations whera unlty of Invention is lacking

Macrogenics "892 in view of Macrogenics "407 teachss the B7-H3 x CD3 bispecific menovalent Fe diabody, and Macrogenics '892
further teachas a pharmaceutical compositlon comprising the bispecific monovalent Fc dlabody and a physiclogically acceptable carrler
(para [0048] "The invention additionally provides a pharmaceutical composition comprising any of the above-described diabodles and a
physiclogically acceptable carrier”).

Macrogenics '892 in view of Macrogenics '407 teaches the B7-H3 x CD3 hispecific monovalent Fe diaboedy and phammaceutical
composition, and Macrogenics '407 further teaches use of the bispecific monovalent Fe diabody or the pharmaceutical composition in
tha traatment of a disease or condition assoclated with or characterized by the expression of BY-H3 {para [0027] "The present invention
rolates 1o bispacific molacules that are capable of lscalizing an immune effector cell that expresses an activating recepier to a BT-H3-
axprassing cancer cell, 50 as to thereby facilitats the killing of the canuer cell. In a preferred embodiment, such localizalion is
accomplished using bispacific melecules that are immunoreactive both to an activating receptor of a companion animal immune effestor
<ell and to B7-H3 expressed by a cancer call.”).

The inventions listed as Graup 1+ therefore lack unity of invention undar PCT Rule 13 becauss they do not share & same or
corresponding special technical featura,
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