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QVKLEESGGGLYQAGGSLRLSCVGPGFL
LRENTMGWYRQAPGKERELVAFIRPSGL
TNYNDAVOQGRFTISRDNAKNTVYLOQMNA
LKPEDTAVYYCHTRPPFQRDSWGQGTQV
TVSS

(BEFF+52)

QVQLVESGGGLVQPGGSLRLSCAGPGFL
LRSNITMGW Y RQAPGKERELVAFIRPSGL.
TNYNDAVQGRFTISRDNAKNTVYLQMNS
LRAEDTAVYYCHTRPPEQRDSWGQGTLV
TVSS

(EFH5 5 53)

QVQLVISGGGLYQAGGSLRI SCYASGRT
FIAY AMGWFRQAPGKEREFVAATTNFAG

GTTYYADSVKGRFTISRDNAKTTVYLQM
NSIKPEDTALYYCAADRSAQTMRQVRPY
LPYWGQGTQVTVSS

(BB EF D

OVOLVESGGGLVQPGOSLRLSCAASGRT
FIAYAMGWFRQAPGKEREFVAAITNFAG
GTTYYADSVKGRFTISRDNAKTTVYLOM
NSLRAFDTAVYYCAADRSAQTMRQVRPY
LPYWGQGTLVTVSS

(BdF 55 5)

QVOQLVESGGGFVQAGGSLRLSCAASGRT
FDNY VMAWFROQAPGKEREFVASISGSGS
ITNYANSVKDRFTISRDSAKNAIYLOQMN
SLKPEDTALYYCAAGSRRTYYREPKFYP
SWGOQGTQVTVSS

(B 415E o 54)

EVQLVESGGGLVQPGGSLRLSCAASGRT
FONYVMAWFROAPGRUGLEFVSSISGSGS
ITNYANSVKDRFTISRDNSKNTLYLOQMN
SLRAEDTAVYYCAAGSRRTYYREPKFYP
SWGQGTLVTVSS

(T 5 55)

M79

QVKLEESGGGLVQAGGSLKLSCAASGST
FSSSSVGWYRQAPGQQRELVAAITSGGS
TNTADSVKGRFTMSRDNAKNTVYLOMRD
LKPEDTAVYYCNVAGRNWVPISRYSPGP
YWGQGTQVTVSS

(55 56)

EVQLVESGGGLVQPGGSLRLSCAASGST
FSSSSVGWYRQAPGKGLELVSAITSGGS
TNTADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCNVAGRNWVPISRYSPGP
YWGQGTLVTVSS

(BLF 75 57)
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£3B: RB FAA BT ABRRRT I /884,

sdAb b tu | Wi te & MR
QVEKLEESGGGLVQAGGSLRLSCAASGRT | QVQLVESGGGLVOPGGSLRLSCAASGRT
IDNYAMAWSRQAPGKDREFVATIDWGDG | IDNYAMAWVRQAPGEKGLEWVATIDWGDG
LS GARYANSVEGRFTISRDNAKGTMYLQMN | GTRYANSVKGRFTISEDNSKNTMYLQMN
NLEPEDTAVYSCAMARQSRVNLDVARYD | SLRAEDTAVYYCAMARQSRVNLDVARYD
YWGQGIOVIVSS WGQGTLVIVSS
(RAFI & 1) (ALFE Y 12)
QVELEESGGGLVQAGGSLRLSCVASEYP | EVOLVESGGGLVQPGGSLRLSCAASEYP
SNFYAMSWFRQAPGK FREFVAGVSRDGT. | SNEYAMSWFRQAPGKFRFFVSGVSRDGI
R TTLYADSVKGRFTMSRDNAKNTVDLOMN | TTLYADSVKGRFTISRDNSKNTLYLQMN
SVKAEDTAVY YCAIVITGYVWNKVDVNSR | SLRAEDTAVY YCAIVITGYWNKVDVNSR
SYHYWGOQGTQVTVSS SYHYWGQGTLVTVSS
(H2FIE 5 67) (L% 5 68)
QVKI FESGGGLVQAGGSI RI SCEVSGGT | QVQIVESGGGI VQPGGSIRI SCAVSGGT
VSPTAMGWFRQAPGKEREFVGHITWSRG | VSPTAMGWVRQAPGKGLEWVGHITWSRG
— TTRVASSVKDRFTISRDSAKNTVYLOMN | TTRYASSVKGRFTISRDNSKNTVYLQMN

SLEKSEDTAVYYCAASTILRILPEESAYT
YWGQGTQVTVSS
(A7 % 69)

SLRAEDTAVYYCAASTTLRILPEESAYT
YWGOGTLVTVSS
(FLFNE 5 70)
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DLSS0AT dTYHHANMNEDD NAHVAIOWHAd ASVITATADD HAONAVMHOS
HYAdTdTSSS SYSJIATIASH WNAGATATAE JAITINAHSX AASATIADIT WAAMTISSITH
TASTIAIINA OMOWHRTHAT WAJONAINAT TOOTHAINTA OANSTOORID HYTLYTAMTA
ADASMAGSAL LAADAMTISHI SAMMAITTON OOMIRAALAX TAMIWDAADT MALAATYARD
NIYYTAMHAA YNV NTAVROA ¥V TIOVROTAN STSAdYTAIN NAWAIHTSHT ASMTADM AT
AATATLAODO SAADTTIAAH HONAAMWASY ANTAATHTEN SYVANAIMTY AMLAIHAIMAA
OVYADTAAND JASHODTAISW LIMTIVAIMA AdAXAAYYSA AAANASYATA ONOTHSNNMY
MHAAXTATAT 9DATTTIAVAD TYTITTHTINT ADIMYOAXIA AJAIMSONDS TSIVOTHVILA
NOANTHNTIY ODXMMAAONS ADHMOAHTADS OAMTHAWTIT ONANAIHIMY TATSNAIMIH
MIAIDAIAAY DIYAWIMYAA ANSYSOOTNE VEHNOSHIAT MATIAJMINS IAIMIMNAAM
SEIAGRAALIT TAIALINALD VYIINMSHMSS WLINVAOWAQ II¥THIGdAZ ISNHTANIIA
MMAAVATNEY OMHVAINAOY O0dOMHADOOA HIMANAIAHE IAIIOAVAMM IdIMAMSOAN
HMATADAOAD HOMMATAAST NONITSAANM MATTOSSSNS VSTAATATSd ASYNIMIATI
HSMYOMTHAN FAWITIAYMA AAVAOIMAMT OHTTIOIIAA MNIATAAGAW NMSNSDHOVAD
SAAFLANMAL VAMAXALAST TAMAAIAMAM HMIIITMNMS ILISLIHTAQ SEISTIEONN
MINIAOMSOM OMIOILAFANY XAIFSADTMAN AVAXWMOVMI LINYHAMAMT OOTNONATAX
ASANDHETOHH OTT THINMTA STSATYHSHY TMAXDIAAHT TOWANHTASY TNNOUMINIT
TINOMATLOD0 THOWSIASAT IMIMMAFAOA MIOIOHEDIIO AWSOSONIIA HSIDAOWOHD
AHIAIDESAS SHYSTINYOA QUAADUMOHA MAINAIOVAA DADVAXAHMD VAOVIANAAY
SOSOTOHAHD DHANNALOVEM DOLSIOWMOD MNIIMOMANA ANNILIMAOW dMAAWIOAOT
AO0EMIAMND ATANNSAVAT ITSMAALSTA OTAYNMATEI VOMIINMINA TOIAMININE
ATATYANAAT MMOMIALING ATADTSHTOV AMATTIAELI ALTMAINASY XAAVMSITII
HTXDEIALON FTUMTOOAAN WIAIDADDIH 9SIIMISTYY STITTOMISI dSOODSOSMW
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THTYANTITIOOVA TN ¥ VYALA YV H RN A0I Y LA AAGO TMAMIDAI S OTONA T AN LAXATHIDId A
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INTERNATIONAL SEARCH REPORT

JP 2025-504936 A 2025.2.19

Intemational application No.
PCTIUS2023/011727

A, CLASSIFICATION OF SUBJECT MATTER
ADD,

16/2863; C12N 15/62 (2023.05)

IPC(8) - INV. - CO7K 18/00; AG1K 9/00; AG1K 9/50; AG1K 47/68; AB1L 27/52; CO7K 16/28 (2023.01)

CPC - INV.- CO7K 19/00; AB1K 8/0024; AG1K 9/5052; AG1K 47/6811; AB1L 27/52; A61P 21/00; COTK

ADD. - CO7K 2319/31; CO7K 2318/74; C12N 2510/00 (2023.05)
Aocording to International Patert Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

See Search History document

Minimum documentation searched {¢lessification system followed by classification symbals)

Ses Search History document

Documentation searched other than miniraum documentation to the extent that such documents are included in the fields searched

Ses Search History documant

Electronic database congulted during the international search (name of datsbase and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

A US 2018/0338043 A1 (JCR PHARMACEUTICALS CO, LTD.) 07 November 2019 (07.11.2019) | 1-28, 34-48, 50
entire document

A US 2021/0283716 A1 (NATIONAL RESEARCH COUNCIL OF CANADA) 19 August 2021' 1-28, 34-48, 5
(19.08.2021) entire document

A US 2022/0000788 A1 (SIGILON THERAPEUTICS INC.) D8 January 2022 {08,01.2022) antlre 1-20, 34-48, S0
document )

A US 2018/0375822 A1 (ZYMEWORKS INC.) 12 December 2019 (12.12.2015) entire document | 1-28, 34-48, 50

I:‘ Further documents are listed in the continuation of Box C.

D See patent family annex.

*  Special categories of cited documents:

“A™  document defining the general state of the art which is not congidered
to be of particular relevance .

“D”  document cited by the applicant in the international application

“E" E?rher application o patent but published on or after the international

- filing da

“L"  document which mﬁethraw doubts on priority claimn(s) or which
isf cited to establish r{uh]mmon date of ancther citation or other
special reason (as spec

“Q"  documentreforting toan oral disclosure, use, exhibition erothermeans

“P*  doctument published prior to the international filing date but later than
the priority date claimed

“T™ later document publighed aftet the international ﬂlmg da1e or Enonty
date and not in conflict with the 1rauon
the principle or theory underlying
‘X" document of particular rel ,}he laimed i fon cannot be
considered novel or cannot ba dared to involve an step
when the document is taken alone

i dm:umem of particular relevance; the claimed invention cannot

e considered to {nvolve an inventive step when the docyment is

ccmbmed with one or more other such dowments, such combination
heing ohvigus to a persen skilled in the art >

“&” document member of the same patent famity

Date of the actual completion of the fnternational search
26 May 2023

Date of mailing of the international search report

JUL 03 203

Name and mailing address of the ISA/

Mail Stop PCT, Aftr; ISA/US, Commiasioner for Patants
P.O. Box 1450, Alexandria, VA 22313-1450

Facsimile No. 571-273-8300

Authorized officer
’ Taina Matos

‘I‘clcphui'l:b No. PCT Helpdesk: 571-272-4300
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INTERNATIONAL SEARCH REPORT International application No,

PCTIUS2023/011727

Box No. 1L Nucleotide and/or amino acid sequence(s) {Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence diselosed in the international application, the intemational search was
carried out on the basis of a sequence listing:

a. D forming part of the international application as filed.

b. IE furnished subsequent to the international filing date for the purpases of international search (Rule 13ter: 1(2)},

E accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
intemational application as filed.

2. D With regard to any nucleotide and/or aming acid sequence disclosed in the intemnationsl application, this seport has been
established to the extent that a meaningful search could be carried out without a WIPO Standard ST.26 compliant sequence
listing. .

3. Additional comments;
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BoxNo.II  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:

L D 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 meaningfil international search can be carried out, specifically:

oW
3, Claims Nos.: 49
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo. Il  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:
Sae axira sheet(s).

1. D As all required g.dditional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable clauns could be searched without effort justifying additional fees, tlusAuthumy did not invite payment of
additionat fees.

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

4, Norequired mdmonal search fees were timely paid by the ugg;cmt Consequently, this international scarch report s restricted

to the invention, first mentioned in the claims; it is covere claims Nos.:
1-29, 34-48, 50
Remark on Protest D The additlonal search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest foe.

D 'The additional search fees were accompanied by the applicant’s protest but the applicable protest
feewasnotpaidwimiuthetimn]imjt:spguiﬁed in the invitation,

D No protest accompanied the payment of addifional search fees.
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Continued from Box No. 1l Qbservations where unity of invention fs lacking

Thit application contains the following inventions or groups of Inventions which are not so linked as to form a singla general [nvantive
cohcept undar PCT Rule 13.1. In order for ali Inventions to be sxamined, the appropriate additional examination fees need to be pald.

Group |+ claims 1-48 and 50 are drawn to fuslon protsins, polynucleotides, genetically modifisd mammallan cells, compositions,
implariable devices, a preparation of devices, hydrogel capsules, capsule compositions, methads of treating a human subject diagnosed
with Mucopolysaccharidosis type 1 (MPS-1) diseass, and phamaceutical compositions.

Thae first Invention of Group |+ ia restricted to a fuslon protein comprising an amine acid sequence seleclad to be SEQ 1D NO: 28,
polynucleotides encoding the same, genetically modifled mammallan calks compigihg the same, compaesitions compriging the same,
Impiantable devices comprising the same, a praparation of devices comprising the same, hydrogel capsules comprising tha same,
capsule compesltions comprising the same, methods of reating a human subject diagnosad with Mucopolysaccharidosls type 1 (MPS-1)
disease comprising the same, and phanmaceutical compositions comprising the same. It is believed that claims 1-29, 34-48, and 50
read on this first named invention and thus thess clalms will be searched without fae to the axtant that they read on.

Applicant js invitad to elect additional fusion proteins, polynucleotides encoding the same, genetically modified mammalian cells
compriging the sama, compositions comprising the same, implantable devices comprising the same, a preparation of devices comprising
the same, hydrogel capsules compriaing the eame, capsule compositions comprising the same, methods of ireating a human subject
diagnosed with Mucopolysaccharidosls typa 1 (MPS-1) diseass comprising the same, and pharmaceutical compositions comprising the
sama 1o be searched In a specific combination by paylng additional fee for each set of slection. An axemplary election would ba a fusion
protein wmpnsln| an amino acld saquence selacted to be SEQ |D NC:27, polynuclestides encoding the same, genetizally modifisd
mammalian cells comptising the same, composltions comprising the sama, implantabla devices comprising the same, a preparation of
devices comprising the same, hydrogel capsules comprising the same, capsule compositions comprising the same, methods of treating
& human subject diagnosed with Mucopolysaccharidosis type 1 (MPS-1) disease comprising the same, and pharmaceutical
compositions comptising the same. Additional fusion proteins will be searched upon tha payment of additional fees. Applicants must
spacify the clalims that read on any additlonal alected inventions. Applicants must further Indicate, If applicable, tha claims which read on
tha first named Invention if different than what was [ndicated above for this group. Fallune to claarly Idantify how any pald additianal
Invention fees ara to be applled to the "+ group{s) will result In only the first clalmed Invention to be searched/examined.

The Inventions listed in Groups I+ da not relate to a singla ganeral nventive concept under PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or corresponding spacial technical features for the following reasons:

The Groups I+ formulas do not share a significant structural elament responsible for fusion prateins requiring the selection of altemative
amina acld sequences “wherein (i) AB comprizes a aat of first, sacond and third amino add sequences comesponding to the three
complementarity determining reglons CDR1, CDR2 and CDR3 of the heavy chain variabla reglon of an ant-HSA antibody, optionally the
set of first, second and third aming acid sequences are salacted from: (a) GRTFIAYA (SEQ ID NO1), ITNFAGGTT (SEQ ID NO:2),
AADRSACTMRQVRPVLPY (SF1 1D NQ.,3); (b) GFLLRSNTM (SEQ ID NO:41), IRPSGLT (SEQ ID NO:42), HTRPPFQRDS (BEQ D
NO:43); (c) GFLLRSNTN (SEQ ID NO:41), IRPSGLT (SEQ ID NO:42), ATRPPFQRDS 30 (SEQ |D NO:44); (d) GRTEDNYVM (SEQ ID
NO:45), ISGEGSIT (SEQ 1D NO:48); AAGSRRTYYR-EPKFYPS (SEQ IDNG:4T); {e) (STFSSS8V (SEQ 11D NO.48), YESGGST (SEQ
ID NO:4g), NVAGRN[WVPISRYSPGPY (SEQ ID NO:ED); and (f) GSTFSS8SY (SEQ ID NO48), FTSGGST (SEQ ID NO:48),
AVAGRNWVPISRYSPGPY (SEQ [D NO:51) or (i) AB comprises, consists essentially of or consists of an amino acid sequence
selected from: (a) QVOLVESGGEGLVQAGGSLRLSCVASGRTFIAYAMGWFROAPGKEREFVA
AITNFAGGTTYYADSVKGRFTISRDNAKTTVYLQMNSLKPEDTALYYCA ADRSAQTMRQOVRPVLPYWGQGTOVTVSS (SEQ ID NO:4) or
a congervatively substitted variant therecf; (b) QVQLVESGGGLVQPGGSLRLSCAASGRTFIAYAMGWFROAPGKEREFVA
AITNFAGGTTYYADSVKGRFTISRDNAKTTVYLOMNSLRAEDTAVYYCA ADRSAQTMRAVRPVLPYWGQGTLVTVSS (SEQ ID NO:5) or
a conservatively substituted varent thaseof; (c) QVKLEESGGEGLVOAGGSLRLSCYGPGFLLRSNTMGWYRQAPGKERELY
AFIRPSGLTNYNDAVQGRFTISRDNAKNTVYLQMNALKPEDTAVYYCHT RPPFQRDSWGQGTQY TVSS (SEQ 1D NO:52) or a
consarvatively substituted variant thereof; (d) QVQLVESGGELYQPGGSLRLSCAGPGFLLRSNTMEWYRGAPGKERELVA 20
FIRPSGLTNYNDAVQGRFTISRDNAKNTVYLOMNSLRAEDTAVYYCHTR PPFQRDSWGQGTLY TVSS (SEQ ID NO:53) o a
consarvatively substituled variant thereof; (e) QVOLVESGGGFYQAGGSLRLSCAASGRTFDNY VMAWFRQAPGKEREFV
ASISGIGSITNYANSVKDRFTISRDSAKNAIYLAMNSLKPEDTALYYCAAG SRRTYYREPKFYPSWGQGTQVTVSS (SEQ ID NO54) ora
conservatively substituled variant tharacf; {f) EVQLVESGGGLVQPGGSLRLSCAASGRTFODNYVMAWFRQAPGKGLEFVS
SISGSGSITNYANSVKDRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAAG SRRTYYREPKFYPSWGQGTLVTVSS (SEQ ID NO:55) or a
cohsarvatively substilided variant therecf; (g) QVKL EESGGGLVOAGGSLKLECAASGSTFSSSSVEWYROAPGQQRELVA
AITSGGSTNTADSYKGRFTMSRDNAKNTVYLOQMRDLKPEDTAVYYCNY AGRNWYPISRYSPGPYWGQGTAVTVSS (SEQ ID ND:56) or
a congervatively substituted variant theraof; and (h) EVQLVESGGGLVAPGGSLRLSCAASGSTFSSSSVEWYRQAPGKGLELVEA
ITSGGSTNTADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCNVAGR NWVPISRYSPGPYWGQGTLVTVSS (SEQ ID NOST) ora
conservatively substituled varant thersof.”

Additionally, even if Groups [+ were considered to shara the technical featuras of a fuslon protein which comprises an N-terminal ta
C-terminal structure defined by formula I: AB-L1-RB-L2-C or formula II: RB-L1-AB-L2-C, whereln for aach of formula | and II: AB
comprises a domain that binds to human serum albumin {(HSA); Li, which may be present or absent, comptises a first linker amine acld
sequence; RB comprises a demaln that binds to the extracetiular domaln of human IGF1R (hGF1RY); L2, which may be present or
ahsent, comprisas a second linker amino acld sequance that Is the same or ditferent than the first linker amino acid sequence; and C 1s
a cargo malely, optionally the cargo molety comprises, conslsts essentially of, or consists of, the amino acid sequenca of a polypepude.
a polynuclectide which compiises a first nucleotide sequence that encodes-the fusion protein, optionally wherein the polynucleotide is
one strand in an isolated double-stranded DINA molecule; a genetically modified mammalian cell which is transiently or stably transfected
with the pelyruclectide, eptionally whersin the csll is derived from a human call; a composition compriging a plurality of genetically
modified cells, wherein each cell in the plurality is a genatically madified cell, aptionally wherein the plurality of genetically medified calls
ts obtained from a culture of a monoclonal call line; an implantable device comprising at least one call-contalning compartment which
comprises the genefically modifled cell and furthar comprisas at lsast one means for mitigating the forelgn body response (FER) when
the device is implanted Into the subject, optionally wherein the device comprises a spharical, two-compartment hydrogel capsule of
about 0.75 mm to about 2 mm In dlameter; a preparation of devicas, wherain sach device in the preparation |s a davice; a hydrogel
capeule comprising: {i) an inner compartment which comprisas a plurality of the ganetically madified cell ancapsulated In a firet polymer
composition, wherein the firet polymer composition comprises a hydrogel-forming polymer, optionally whereln the concentration of the
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genatically modified call in the inner compartment is at least 40 milfion cells per mi of the first palymer composition; and (i) a barrier
compariment surrounding the inner compartment and comprising a sacond polyrner composition, whereln the second polymer
composlilen comprises an alginate covalenty modified with at least one compound of Formula (I11) or a pharmaceutically accaptabie salt
thersof, optionally wharain tha compound of Formula (1l is selected from a compound provided In the table below; a capsule
compasitlon comprising a piurality of the hydrogel capsula In a pharmaceutically acceptabla carrier; a method of treating a human
subject diagnosed with Mucopolysaccharidesis type 1 (MPS-1) disease, comprising: () providing the capsule composition; and (i)
dispasing the capaule composition in the body of the subject, optionally whereln the disposing step comprises placing tha capstle
composition into the Intreperitoneal space of the subject or into the greater sac of the peritoneal cavity; a pharmaceutical composttion
nﬂmr.\tl;lisirlgr the fusion protein and a pharmaceutically acceptable carrler, these shared technical features do not represent a cantribution
over tha prior art.

Specifically, US 2021/0253715 A1 to National Research Council of Canada teaches a fuslon protein which comprisea an N-tarminal fo
C-lerminal structure defined by formula I: AB-L1-RB-L2-C or formula |I: RB-L1-AB-L2-C, wherein for each of formula | and II: AB
comprises a domain that binds to human serum albumin (HEA}; LI, which may be pressnt or absent, comprises a first linker amino acid
sequence; RB comprises a domaln that binds to the extracellular domain of human IGF1R (hIGF1R); L2, which may be present or
absent, comprises a second linker amino acid sequence that is the same or differant than the first linker amino acid sequence; and C is
a carge molety (FIG. 1 depleta tha arrangement of some of the conatructs utilized herein, *“BBB YHH" indlcates BBB penetrating single
domaln antibodies ((GF1R3HS or IGF1RSH2 or FCS). "anti-Alb” indicates anti albumin single domaln antibodies (R28 VHH or M79 VHH),
Para, [0067]; FIG. 1 discioses a fusion proteln, fourth from the top, comprising a BEB YHH-anti-Alb-ldurcnate-2-sulfatase); a :
poiynuclectide which comprises a first nucleotide saquance that encodes the fuslon protsin (there Is provided a nuclelc acid vector
comprising a nucleotide sequance encoding a compound of the present invention, Para. [D063]); a genetically modified mammalian cell
which Is translently or stably transfected with the polynuclectide (a cell comprising the nucleic acid vector of the present invention for
expressing the scompound of the present invention, Para, [0084]); a composition comprising a plurality of genstically modified cells,
wherein each cell in the plurality Is a genatically madified call {calls comprising the nudele acid vector, for expressing the compound of
the pragent invention, Para. [0148]); and a phamaceutical composition comprising the fusion protsin and a pharmaceutically acceptable
cartiar (thera ks provided a composition comprising the compound of the pressnt Invention and a pharmaceutically acceptable diluent,
cartier, or exclplent, Para, [0052]).

US 2022/0000789 A1 to Sigllan Therapeutics Inc. teaches an Implantable devica comprising at least one cell-contalning compartmant
which cormprises the gensatically modified cell and further comprises at least one means for mitigating the foreign body response (FBR)
when the device Is Implanted into the subject {Described hereln are implantable devices comprising means for mitigating the foreign
body response {(FBR} and at least one cell-contalning comparimant which comprises a plurallty of calls {e.g., lve celis) sncapsulated in a
polymar composition comprising a cell-binding substance (CBS), as well as composltions and methads of making and using the same,
Abstract; the polymar in the first CBF-polymer is & polysaccharide or other hydrogel-forming polymer, Para. [D007]); a preparation of
devices, whersin each device in the preparation ie a devica (the prosent disclosure features a prepamation {e.g., a composition)
comprising a pluraltty (at least any of 3, 6, 12, 25, 50 or more) of call-containing devices describad herein, Para. [D01E]); a hydragel
capsula (a 2-compartment hydragel capsule, Para, [0015]) comprising: (i) an inner compartment which comprises a plurality of the
genetically modifled cell encapsulated In a first polymer compoaition, wharsin the first polymer composition comprises a
hydrogel-forming polymer (a cell-containing compartment (a.g., tha nner compartment) comprising & plurality of cells (e.g., liva cells) and
ona or more CBP-polymaer(s), Para. [0015]); and (ii) a barrier-compariment surrounding the Inner compartment and comprising a second
polymer composition (surrounded by a barrier compartment (e.g., the outor compartment) comprising an afibrotic polymer, Para. [0015]),
whereln the second polymer composition comprises an alginate covalaniy madified with at Jeast one compound of Forrnula (Il1) or a
pharmaceutically acceptable salt thareof (the afibrotic compound is a compound of Fermula ([} or a pharmaceutically acceptable saft
theracl, Para. [0014]; Fermula (1) of Siglion is identical to instant Formula (il[)); a capsule composition comprising & plurality of the
hydrogel capsule In a pharmacseLtically acceptable carmler (combining a device or hydrogel capsule with a second component, e.g., a
bufiar, carrler, or excipiant, Para. [04401); a methed of treating a human subfec? diagnosad with Mucebolysaccharidosis type 1 (MPS-1)
disease (A method of implanting a device In a subject, Para. [0430]; the diseass, disorder or condition is a lysosomal storage disaase.
Exemplary lysosomal storage diseases Include... Hurler syndroma (also known ag mucepolysaccharidosis type | (MPS 1)), Para. [0328]),
comprising: (1) providing the capsule composition (providing a device or preparation of devices describad herain, Para. [0431]); and (M)
disposing the capsule composition in the bedy of the subject (disposing the device or preparation irt the body of the subject, Para.
fo4232]).

The inventions listed in Groups H+ therefore lack unity under Rule 13 because they do not share a same or corresponding special
technical features.
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