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ISV Ex. 1/2-

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGK
GLEWVSGIKSSGDSTRYAGSVKGRFTISRDNAKNTLYLQMNSL
RPEDTAVYYCAKSRVSRTGLYTYDNRGQGTLVTVSSGGGGSG
GGGSGGGGSGGGGSEVQLVESGGGLVQPGGSLRLSCAASGRTF
NNYAMGWFRQAPGKEREFVAAITRSGVRSGVSAIYGDSVKDR
FTISRDNAKNTLYLOMNSLRPEDTAVYYCAASAIGSGALRRFE
YDYSGQGTLVTVSS

Alt. ISV

EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYPMGWFRQAPGK
GREFVSSITGSGGSTYYADSVKGRFTISRDNAKNTLYLQMNSLR
PEDTAVYYCAAYIRPDTYLSRDYRKYDYWGQGTLVTVSSGGG
GSGGGSEVQLVESGGGLVQPGNSLRLSCAASGFTFSSFGMSWV
RQAPGKGLEWVSSISGSGSDTLYADSVKGRFTISRDNAKTTLYL
QMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSSGGGGSGGGS
EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYPMGWFRQAPGK
GREFVSSITGSGGSTYYADSVKGRFTISRDNAKNTLYLQMNSLR
PEDTAVYYCAAYIRPDTYLSRDYRKYDYWGQGTLVTVSS

>Nb3.1

EVQLVESGGGLVQAGGSLRLSCAASRSIGRLDRMGWYRHRTG
EPRELVATITGGSSINYGDFVKGRFTISIDNAKNTVYLOQMNNLK
PEDTAVYYCNFENKYVTSRDTWGQGTQVTVSS

>Nb3.2

EVQLVESGGGLVQAGGSLRLSCAASRSIGRLDRMGWYRHRTG
EPRELVATITGGSSINYGDFVKGRFTISIDNAKNTVYLOQMNNLK
PEDTAVYYCNFNKYVTSRDTWGQGTQVTVSSAAAEQKLISEED
LNGAAHHHHHH

>Nb3.4

EVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGWYRHRPGE
PRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQMNSLRPE
DTAVYYCNFENKYVTSRDTWGQGTLVTVSS
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R

gl

>Nb3.5

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSAA

>Nb3.6

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSA

>Nb3.7

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSG

>Nb3.8

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSGG

>Nb3.9

10

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSGGG

>Nb3.10

11

HHHHHHEVQLVESGGGLVQAGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSS

>Nb3.11

12

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLKPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSS

>Nb3.12

13

HHHHHHEVQLVESGGGLVQAGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTQVTVSS
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>Nb3.13

14

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTQVTVSS

>Nb3.14

15

HHHHHHEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVQVSS

>Nb3.15

16

HHHHHHEVQLVESGGGSVQPGGSLRLSCAASRSIGRLDRMGW
YRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQ
MNSLRPEDTAVYYCNFENKYVTSRDTWGQGTLVTVSS

>Nb4.1

17

EVQLVESGGGLVQPGGSLRLSCAASGSVFKINVMAWYRQAPG
KGRELVAGIISGGSTSYADSVKGRFTISRDNAKNTLYLOQMNSLR
PEDTAVYYCAFITTESDYDLGRRYWGQGTLVTVSS

>Nb4.2

18

EVQLVESGGGLVQPGGSLRLSCAASGSVFKINVMAWYRQAPG
KGRELVAGIISGGSTSYADSVKGRFTISRDNAKNTLYLQMNSLR
PEDTAVYYCAFITTESDYDLGRRYWGQGTLVTVSSGGGGSGG
GSRDWDFDVFGGGTPVGG

>Nb6.1

19

EVQLVESGGGLVQPGGSLRLSCIASGLPFSTKSMGWFRQAPGK
EREFVARISPGGTSRYYGDFVKGRFAISRDNAKNTTWLQMNSL
KAEDTAVYYCASGERSTYIGSNYYRTNEYDYWGTGTQVTVSS
AAAEQKLISEEDLNGAAHHHHHH

>Nb6.2

20

EVQLVESGGGLVQPGGSLRLSCIASGLPFSTKSMGWFRQAPGK
EREFVARISPGGTSRYYGDFVKGRFAISRDNAKNTTWLQMNSL
KAEDTAVYYCASGERSTYIGSNYYRTNEYDYWGTGTQVTVSS

>Nb6.4

21

EVQLLESGGGLVQPGGSLRLSCAASGLPFSTKSMGWFRQAPGK
GREFVSRISPGGTSRYYGDFVKGRFTISRDNSKNTLYLQMNSLR
AEDTAVYYCASGERSTYIGSNYYRTNEYDYWGQGTLVTVSSA
AAEQKLISEEDLNGAAHHHHHH
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Ea

>Nb6.5 22 | EVQLLESGGGLVQPGGSLRLSCAASGLPFSTKSMGWFRQAPGK
GREFVSRISPGGTSRYYGDFVKGRFTISRDNSKNTLYLQMNSLR
AEDTAVYYCASGERSTYIGSNYYRTNEYDYWGQGTLVTVSS

Efiif] 1C 23 | HHHHHHEVQLVESGGGLVQAGGSLRLSCAASGRTFNNYAMG

B L) WFRRAPGKEREFVAAITRSGVRSGVSATYGDSVKDRFTISRDNA
KNTLYLQMNSLKPEDTAVYTCAASAIGSGALRRFEYDYSGQGT
QVTVSS

FE it 1C: 24 | HHHHHHEVQLVESGGGLVQPGGSLRLSCAASGRTFNNYAMG

(A14P) WFRRAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA
KNTLYLQMNSLKPEDTAVYTCAASAIGSGALRRFEYDYSGQGT
QVTVSS

Effifs] 1C: 25 | HHHHHHEVQLVESGGGLVQAGGSLRLSCAASGRTFNNYAMG

(K83R) WFRRAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA
KNTLYLQMNSLRPEDTAVYTCAASAIGSGALRRFEYDYSGQGT
QVTVSS

il 1C: 26 | HHHHHHEVQLVESGGGLVQAGGSLRLSCAASGRTFNNYAMG

(Q108L) WFRRAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA
KNTLYLQMNSLKPEDTAVYTCAASAIGSGALRRFEYDYSGQGT
LVTVSS

i fi 1C: 27 | HHHHHHEVQLVESGGGLVQPGGSLRLSCAASGRTFNNYAMG

(A14P,K83R, WFRRAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA

Q108L) KNTLYLQMNSLRPEDTAVYTCAASAIGSGALRRFEYDYSGQGT
LVTVSS

Effif 1c: 28 | HHHHHHEVQLVESGGGLVQPGGSLRLSCAASGRTFNNYAMG

(A14P,R39Q, WFRQAPGKEREFVAAITRSGVRSGVSATYGDSVKDRFTISRDNA

K83R,T91Y,Q KNTLYLQMNSLRPEDTAVYYCAASAIGSGALRRFEYDYSGQGT

108L)

LVTVSS
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B BCA1 | ELA
e

FEhip) 1C: 29 | HHHHHHEVQLVESGGGLVQPGGSLRLSCAASGRTFNNYAMG

(A14P,R39Q, WFRQAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA

K83R, T91Y.Q KNTLYLOMNSLRPEDTAVYYCAASAIGSGALRRFEYDYSGQGT

108L)-1A LVTVSSA

FEhipl 1C: 30 | HHHHHHEVQLVESGGGLVQPGGSLRLSCAASGRTFNNYAMG

(A14P,R39Q, WFRQAPGKEREFVAAITRSGVRSGVSAIYGDSVKDRFTISRDNA

K83R,T91Y,Q KNTLYLOMNSLRPEDTAVYYCAASAIGSGALRRFEYDYSGQGT

108L)-3A LVTVSSAAA

Nb3.16 31 | DVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW YRHRPGEPREL
VATITGGSSINYGDSVKGRFTISIDNSKNTVYLQMNSLRPEDTAVYYC
NFNKYVTSRDTWGQGTLVTVSSGGGGSGGGSEVQLVESGGGLVQPG
NSLRLSCAASGFTFSSFGMSWVRQAPGKGLEW VSSISGSGSDTLYADS
VKGRFTISRDNAKTTLYLOQMNSLRPEDTAVYYCTIGGSLSRSSQGTLV
TVSSGGGGSGGGSEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRM
GWYRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLOQM
NSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSS

Nb3.17 32 | DVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRMGW YRHRPGEPREL

VATITGGSSINYGDSVKGRFTISIDNSKNTVYLQMNSLRPEDTAVYYC
NFNKYVTSRDTWGQGTLVTVSSGGGGSGGGSEVQLVESGGGLVQPG
NSLRLSCAASGFTFSSFGMSWVRQAPGKGLEW VSSISGSGSDTLYADS
VKGRFTISRDNAKTTLYLOMNSLRPEDTAVYYCTIGGSLSRSSQGTLV
TVSSGGGGSGGGSEVQLVESGGGLVQPGGSLRLSCAASRSIGRLDRM
GWYRHRPGEPRELVATITGGSSINYGDSVKGRFTISIDNSKNTVYLQM
NSLRPEDTAVYYCNFNKYVTSRDTWGQGTLVTVSSA
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C Kimbd s 33 | VI'VSS

C HRInES 34 [ VIVSS(X)a

21-4-3, IGH 35 QIQLVQSGPELKKPGETVKISCKASGYTFTAYSMHWVKQAPG

b KGLKWMGWINTVTGEPAYADDFKGRFAFSLETSASTAYLQIS
SLKNEDTATYFCTRGLIHFYYWGQGTTLTVSSAKTTPPSVYPL
APGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTF
PAVLQSDLYTLSSSVTVPSSTWPSETVTCNVAHPASSTKVDKK
IVPRDC

21-4-3-IGK 36 DIQMTQTPSSLSASLGGRVTITCKASQDIHNFISWYQHKPGKYV

R PRLIIHDTSTLQPGIPSRFSGSGSGRDYSFSITNLEPEDIATYYCL
HYDNLLRSFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASV
VCFLNNFYPKDINVKWKIDGSERQNGVLNSWTDQDSKDSTY
SMSSTLTLTKDEYERHNSYTCEATHKTSTSPIVKSFNRNEC
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KL ADA ISV 7 v & A28 % 20D MIEY > FNADR TV —=0 TfER

Y INEE ECLU X2 V== 7T v&A
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Box No. 1 Nucleotide and/or amlne acld sequence{s) (Continuation of Rem 1.¢ of the first sheet)

1. With regard ta any nuclectide andfor amino acid sequence disclosed in the international application and necessary to the claimed
invention, the intemational eearch was carried out on the basis of:

a.  (means)

D on paper
E in electronic form

E in the international application as filed
D together with the intemational applieation in electronic form
D subsequently to this Authority for the purpose of search

2. D In addition, in the case that mora than one version or copy of 2 sequenca listing andfor tabla relating therato has been filed
or furnighad, the required statemaents that the information in the subsequent or additional copies ig identical to that in the
application as filed or does not go beyond the application as filed, as appropriate, were fumished.

3. Additicnal comments:

Form PCTASA/R10 (continuation of first shast (1)) {July 2008)
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Intemational application No.
INTERNATIONAL SEARCH REPORT PCT/EP2012/062251
BoxMNo.ll Observatlons where certaln clalms were found unsearchable (Continuation of Item 2 of flrst sheat)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. I:l Claims Nos.:

becausa thay relate to subject matter not requirad to be searshad by this Authority, namely:

2. |:| Claims Nos..:

because they relate to parta of the international application that de net comply with the presenbed requirements to such
an extent that ne meaningiul intemational search ean be carred out, specifically:

a D Claims Nas.:

because they are dependent claims and are nct drafted in accordance with the second and third sentences of Rule §.4(a).

BoxNo.lll Observations whete unity of Invention Is lacking (Gontinuation of Item 3 of first sheel)

This Internaticnal Searching Autherity found multiple inventions in thig internaticnal applieation, as follows:

see additional sheet

1. As all required additional search fees wera timely paid by the applicant, this intemational search report covers all ssarchable
claims.

2 D As all zearchable olaims oould be zearohed without effort justifying an additional fees, this Authority did not invite payment of
additional faes.

3 As only some of the required additional aearch fees were timely paid by the applicant, this intemational search report covers
enly thase claima for which feea were paid, specifically claims Nes.:

1-36(partially)

4. D No required additional aearch feea were timely paid by the applicant. Conaequently, thia intemational aearch report ia
restricted to the invention first mentioned in the daims; it is coversd by claims Nos.:

Remark on Protest The additional ssarch fees were accomparnied by the applicant’s protest and, where applicable, the
paymerit of a protest fee.

The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was net paid within the time limit specffied in the invitation.

m No pretest aceompanied the payment of additional search fees.

Form PCTASAR1D (continuation of firet shest (2)) {(April 2005)



(89) JP 2014-520134 A 2014.8.21

International Applisation No. PCT/ EP2012/ 062251

FURTHER INFORMATION CONTINUED FROM PCT/ISA! 21p

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-6, 29-36(all partially)

IS¥, which is either a Nangbody or an ISV that comprises a
YH sequence (i.e. other than a Nanohody) or that is derived
from a VH sequence, which ISV has a C-terminal end of the
sequence VTVSS(X)n , in which:- n = 1 in which each X = Ala
or Gly.

2. claims: 1-6, 29-36(al1l partially)

ISV, which is either a Nanobody or an 1SV that comprises a
YH sequence {i.e. other than a Nanohody) or that is derived
from a VH sequence, which 1SV has a C-terminal end of the
sequence YTVSS(X)Jn , in which:-n =2

in which

a) at least one X = Ala or Gly (with the remaining amino
acid residue X being independently chosen from any naturally
occurring amino acid but preferably being independently
chosen from val, Leu and/or Ile); or

b) in which all but one X = Ala or Gly (with the remaining
amino acid residue X being independently chosen from any
naturally occurring amino acid but preferably being
independently chosen from Val, Leu and/or Ile).

3. claims: 1-6, 29-36(a11 partially)

ISY, which is either a Nanobody or an 1SV that comprises a
YH sequence (i.e. other than a Nanchody)} or that is derived
from a VH sequence, which ISV has a C-terminal end of the
sequence VTVSS(X)n , in which:-n =3

a) at least one X = Ala or Gly (with the remaining amino
acid residue X being independently chosen from any naturally
occurring amine acid but preferably being independently
chosen from Yal, Leu and/or Ile); or

b) in which all but one X = Ala or Gly (with the remaining
amino acid residue X being independently chosen from any
naturally occurring amino acid but preferably being
independently chosen from Val, Leu and/or Ile); or a protein
or polypeptide which cantains such an 1SV (and preferably
such a Nanobody) at its C-terminal end.

4. claims: 1-6, 29-36(all partially)

Protein or polypeptide containing an ISV at its C-terminal
end, which is either a Nanobody or an ISV or that is derived
from a VH sequence, which ISV has a C-terminal end of the
sequence VTVSS(XIn , in which:- n =1 in which each X = Ala
or Gly.

Said group excluding ISV covered by inventions 1-3.
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International Applisation No. PCT/ EP2012/ 062251

FURTHER INFORMATION CONTINUED FROM PCT/ISA! 21p

5-6. claims: 1-6, 29-36(all partially)

Protein or polypeptide containing an ISV at its C-terminal
end, which is either a Nanobody or an ISV that comprises a
YH sequence (i.e. other than a Nanohody) or that is derived
from a VH sequence, which ISV has a C-terminal end of the
sequence VTVSS(X)n , in which: n= 2 (invention 5) - n = 3
{invention 6)

a) at least one X = Ala or Gly (with the remaining amino
acid residue X being independently chosen from any naturally
occurring amino acid but preferably being independently
chosen from val, Leu and/or Ile); or

b) in which a1l but one X = Ala or Gly (with the remaining
amino acid residue X being independently chosen from any
naturally occurring amino acid but preferably being
independently chosen from Val, Leu and/or Ile); or a protein
or polypeptide which contains such an 1SV (and preferably
such a Nanobody) at its C-terminal end.

Said group excluding ISV covered by inventions 1-4 {for
invention 5) and 1-5 (invention 6).

7. claims: 7-28

Method for predicting whether an ISV or protein or
polypeptide comprising at least one ISV will give rise to
protein interference in an immunoassay such as an ADA assay,
said method comprising performing an immunoassay that at
least comprises the steps of:(i) contacting said ISV or
protein/polypeptide with an antibody that has been obtained
from a human subject and that has been selected/isolated
based on its ability to recognize and/or bind to the
C-terminal end of said ISV; and {ii) determining whether
said ISV, protein or polypeptide is bound by said antibody
in said immunoassay.
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