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A3 6 QLQLVESGGGLVQAGGSLRLSCVVSGRSLILYGMGWFRQAPGMEREFVAGIVWNG
GWTYYADSVKGRFTISRDTAKNTVYLQMNSLKPEDTAVYSCAAGPGDGRRRVAPA
DYNYWGQGTQVTVSSLPETGGHHHHHH

A6 7 QVQLVESGGGL VQAGGSLRLSCAASARTFSYYGAAWFRQAPGKEREFVAAVSWNG
DDTYYADSVKGRFTISRDNTKNTVSLOMNALKPEDTAVYYCEAAAYGRDWRQSAN 10
YVYWGQGTQVTVSSLPETGGHHHHHH

A8 3 QLQLVESGGGLVQPGGSLRLSCAASGETFSNYHMGWFRQAPGKEREFVAVIRRTGE

STYADSVKDRFTISRENAKNTVYLQMNALKAEDTAVYYCAARRLLGIGAIDEYDYW
GQGTQVTVSSLPETGGHHHHHH

GO 9 QVQLVESGGGVVQAGGSLRLSCVASGRTFSSYGMGWFRQAPGLEREFVAAISWRGS
TTLY ADSVKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCGGSENFAGLRRAEYKF
RGQGTQVTVSSLPETGGHHHHHH

13 10 QLOLVESGGGLVQAGGSLRLSCAASARFVSYYGLAWFRQAPGKEREFVAAVSWNG
DSADYADSVKGRFTISRDNPKSTVSLQMSNLKPEDTAVYYCAAAAYGRDWRESAN
YVYWGQGTQVTVSSLPETGGHHHHHH

HI0 |11 QVQLVETGGGLVQPGGSLRLACTASIEDFIHY HMGWFRQAPGKERKFIALIRRSGETT
YADSVKDRFTISRENAKNTVYLQMNSLKTEDTADYYCAARRLLGIGAFDEYDYWG
QGTQVTVSSLPETGGHHHHHH

B4 12 QLQLVESGGGLAQAGGSLRLSCAASGRTSSTKPMGWFRQAPGLEREFVASISWLGGS
TLYSDSVKGRFTISRDNAKNTVYLQMNSLKSEDTAVYYCAGGTSAYSGRDSSRYEY
WGQGTQVTVSSLPETGGHHHHHH

E10 |13 QVQLVETGGGLAQAGGSLRLSCAASGRTASIKPMGWFRQAPGKEREFVASISWLGSS
TLYSDSVKGRFTISRDNAKNTVYLQMNSLESEDTAVYYCAGGSTAYAGRSTSEYEY
WGQGTQVTVSSLPETGGHHHHHH

Fl 14 QVQLVETGGGLVQAGGSLRLSCAASGRTSSAKPMTWFRQGPGKEREFVAAISWSGG
STLYSDSVKGRFTISRDNAKNTVSLQMNSLKSDDTAVYYCAGGTTAYSGRDSSKYE 30
YWGQGTQVTVSSLPETGGHHHHHH

F2 15 QLQLVESGGGLVQPGGSLRLSCAASGFIPDYYLIGWFRQAPGKERDGVSLISNVDGST
YYADSVKGRFTISADNAKNTVYLQMNSLKPEDTAVY YCAVRDIGRALLDEVGNTGR
NSSGVMDYWGKGTQVTVSSLPETGGHHHHHH

GIl |16 QVQLVETGGGLVQAGGSLRLSCVVSGRSLILYGMGWFRQAPGKEREFVAGIVWNG
GWTYYADSVKGRFTISRDTAKNTVYLQMNSLKPEDTAVYSCAAGPGDGRRRVAPA
EYNYWGQGTQVTVSSLPETGGHHHHHH

HIl |17 QVQLVETGGDLVQAGGSLRLSCVVSGISISINAMRWYHQAPGKQRELVATISPSGLT
DHADSVKGRFTISKDNSKNMVYLQMNSLKPEDTGAYYCNAPFGDYWGQGTQVTVS
SLPETGGHHHHHH
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Al 19 MAQVQLVESGGGLVQPGGSLRLSCAASGFTLDYYDIGWFRQAPGKEREGVSCITSSD
GSTYYADSVKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCAADCTKPQWKSKTE
AWGQGTQVTVSSGGLPETGGHHHHHH
B11l |20 MAQVQL VETGGGLVQPGGSLRLSCAASGFTLDYYAIGWFRQAPGKEREGVSCITSD
GNTYYADSVKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCAADCLSSTWRTNAY
LGQGTQVTVSSGGLPETGGHHHHHH
C12 |21 MAQVQL VESGGGLVQPGGSLRLSCAASGFTLDYY AIGWFRQAPGKEREGVSCISSD
GSTYYADSVKDRFTISRDNAKNTVYLQMNSLKPEDTAVYYCAKDCLSSSWRTSAYV
GQGTQVTVSSGGLPETGGHHHHHH
D8 22 MAQVQLVESGGGLVQPGGSLRLSCAASGITLDY Y AIGWFRQAPGKEREGVSCISSSD
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GQGTQVTVSSGGLPETGGHHHHHH
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fee was not paid within the time limit specified in the invitation.

|:| No protest accompanied the payment of additional search fees.
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INTERNATIONAL SEARCH REPORT Tnternational application No.

PCT/US 23/60833

Continuation of Box Ne. Il Observations whers unity of invention is lacking.

This application containe the followlng Irnventions or groups of inventiona which are not so linked as to form a single general invertive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid,

Group I+, Clalms 1-4, 115-119, diracted o a conjugate compriging a first agent that binds to an Immunoglobulin and a second agent that
binds fo a target an the surface of a cell or a pathogen. The confugate will be searched to the extent that the canjugate encompasses
wherein the first agent Is a single domaln antibody fragmant camprising SEQ 1D NQ:6 (note, this Is the first claimed antibody sequence
for the inventive conjugate). The first named Invention was determined based on the first claimed antibody sequence {clalm 115) for the
Inventive canjugate embediment. This first named invention has been selected based on the guidance set forth In gection 10.54 of the
PCT International Search and Preliminary Examination Guidelines, it |8 belleved that claims 1-4, 115-116 encompass this first named
Invention, and thus these claims will ba searched without fes to the extsnt that the conjugrate encompasses wherein the first agentis a
single domalin antlbody fragment comprising SEQ ID NO:6. Additional canjugate(s) comprising additional antibody sequence(s) will be
searched upon the paymant of additional fees. Applicants must specify the clalms that encompass any additionally elacted conjugate(s)
comprising additional antibody sequence(s). Applicants must further indicate, If applicable, the claims which encompass the first named
inventlon, If different than what was Indicated above for this group. Fallure to cleardy Identify how any paid additionai Inventfon fees are
to be applied to the "+~ group(s) will result in only the first clalmed invention to be searched. An exemplary election would be a
conjugate comprising whereln the first agent is a single domaln antlbody fragment comprising SEQ 1D NO:7 (claims 1-4, 115-116).

The inventlons listed as Group |+ do not relate to a single spacial technical feature under FCT Rule 13.1 bacause, under PCT Rule 13.2,
they lack the sama or corrasponding speclal technical features for the following reasons:

Speclal technical features

The Inventions of Groups |+ each include the special technical feature of a unique amino acid sequanca. Each amino acld eequance
comprises a unique antibody pepfide, and Is considered a distinct technical feature,

Common technical features

No technical features are shared between the antibody amine acid saquences in each of Group [+ inventions and, accordingly, these
inventions lack unify a priori.

Additionalty, even if Group 1+ Inventions were considered to share the technical features of indluding:

a conjugate comprising a first agent that binds to an immunoglobulln and a second agent that binds to & target on the surface of a cell or
a pathogen, wherein the firsl agent and the sacond agent are covalently conjugated via a linker,

thesa shared technical features are made obvious by WO 20217247688 A2 ta Children's Medlical Canter Carporation, (herelnafier
'CMCCY in view of the arficle entitled "HER2 monoclonal antibodias that do not intarfera with receptor hatercdimerization-mediatad
signaling Induce effective internalization and represent valuable companents for rational anfibody-tnug conjugate deslgn” by de Goeij et
al., (mAbs, 2014, Vol. 8:, No. 2, p 382-402) (hersinafier 'de Gosif').

CMCC teaches a conjugate comprising an agent that binds o a target on the surface of a cell or a pathegen, wherain the agent Is
covalently conjugated via a linker {Abstract - 'Provided herein are compositions comprising VHH conjugatee and thelr uses In treating
diseasas'; Claim 1 - 'A composltion comprising:

(1) a conjugats comprising a single domain antlbody (ViHH) conjugated ta an antigen and an anti-inflammatory agent, wherein the VHH
binds to a surface protein on an antigen presenting cell (APC); or

“{Ily a first conjugate comprising a VHH conjugated to an antigen and a second conjugate comprising a second VHH conjugated to an anti
-inflammatory agent, wherein the first VHH and the second VHH bind to one or more surface proteins on an antigen presenting cell
{APC).% Claim 9 - 'Tha composition of any one of claims 1-8, wheraln the anti-inflammatory agent further comprises a hydrolysable or
non-hydrolysable linker.'). CMCC does not teach a firat agent that binds to an immuneglobulin.

--please sea continuation on next sheet -—-~—
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PCTAJS 23/80893

Continuatlon of Box No, Ill. Observations where unity of invention Is lacking.

-—-cohtinued from previous sheet

de Goelj teaches an agent that binds to an immunoglobulin (Abstract - 'As a model toxin, amenable ta In vitro bigh-throughput scraening,
we employed Pseudomonas exotoxin A (ETA') fused to an anti-kappa light chain domain antibody. Cytoloxicity induced by HER2
antibodies, which were thus non-covalently linked to ETA’, was assessed for high and low HER2 expressing turmor cedl lines and
cofrelated with Internalization and downmadulation of HER2 antibody-target complexes. Our results demonstrate that HER2 antlbodies
that da net Inhibit heterodimerization of HER2 with related ErbB receptors Internalize more efficlently and show greater ETA-mediated
cytotoxicity than antibodies that do inhibit such heterodimerization. Moreover, stimulation with ErbB ligand slgnificantly enhanced ADC-
mediated tumor kill by antlbodies that do not inhlblt HER2 hetarodimerization. This suggests that the formation of HERZ/ErbB-
hetercdimars enhances ADC Internaiization and subsequent killiing of tumar cells. Our study indicates that selecting HER2 ADCs that
allow piggybacking of HER2 onto other ErbB receptors provides an altractive strategy for increasing ADC delivery and tumor celt killing
capaclty to both high and low HER2 expressing turmnor celia.'). It would have been obvious to one of ordinary skill in the art that by
combining the method of da Goelj with that of CRCC, one could obtain a conjugate comprising a first agent that binds to an
immunoglobulin according to de Goelj and a second agant that binds o a target on the surface of a cell or a pathogen according to
CMCC, wharein the first agent and the second agent are covalently conjugated via a inker accerding to CMCC, that could serve lo
recrit calls with Fo receptor to target cells displaying a cell surface antigen or a pathogen epitope.

As the technical features wers known in the art at the time of the invention, they cannot be considered special technical features that
would otherwise unify the groups.

Therefors, Group [+ inventions lack unity under PCT Rula 13 because they do not share the same or corresponding special technical
feature.

Confinuation of item 4 above: claims 5-114 are held unsearchable because they are dependent claims and are not drafted in
accordance with the second and third sentences of Rule 6.4(a).
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