Supplementary Data

VHH FR1 CDR1 FR2 CDR2

« D e < > - »
A7 EVQLVESGGGLVQAGGSLRLSCAAS GSIVTFNP MGWYRQAPGNQ--RELVASI TSGG-GA
B7 EVQLVESGGGLVQAGGSLRLACAAS GRTFSNYR MGWFRQAPGQE--REFVAAI SGSGSFT
B12 EVQLVESGGGLVQPGGSLRLSCAAS GFTFSSYA MSWVRQAPGKG--LEWVSAI NSGGGST
co EVQLVESGGGLVQPGGSLRLSCVVS GFTISNYG MSWVRQAPGKGPEWEWVSAI NSGGDST
D4 EVQLVESGGGLVQAGDSLRLSCAAS GRSISLYA MAWFRQAAGKE--REFVAAI NWSGGST
G5 EVQLVESGGGLVQAGGSLRLSCAAS GRALSRSP MAWFRQAPGKE--REFVVHW ISG--ST
HT7 EVQLVESGGGLVQAGGSLRLSCAAS G---STGA MAWFRQAPGKE--RDLVASI SRSGVST
VHH FR3 CDR3 FR4

< > < S S —
A7 NYVDSVKGRFTISVDSAKNTVYLOMNSLKPEDTAVYYCNA D--------- IFSSSRLSWDNY WGQGTQVTVSS
B7 YYADSVKGRSTISRDNAKNTVYLOMNSLKPEDTAVYYCGA G------ VHLGAATSYTRYD-F WGQGTQUTVSS
B12 SYADSVKGRFTISRDNAKNTLYLOMNSLKPEDTAVYRCAK ----YYEADP----AKNEYD-Y WGQGTQVTVSS
co RYADSVKGRFTISRDNAKNTLYLQMNSLKPEDAAVYFCTR EKTAYYCSGSGCYDPRYEFD-Y WGRGTQVTVSS
D4 RYADSVKGRFSISRDTAKNTVYLTMNSLKPEDTAVYYCAT DSS----TTVVFYSSSNSLR-Y WGQGTQVTVSS
G5 YYADSVKGRFTTSRDNAENTVYLQMNSLKPEDTAVYYCAA GFA---PDTPSIFTSPRTYY-Y WGQGTQVTVSS
H7 YYADSVKVRFTISRDNAKNTVFLQMNNLKPEDTGVYYCAA G-------- PTFRQSRATYT-D WGQGTQVTVSS

SUPPLEMENTARY FIG. S1. Amino acid sequence alignment of VHH targeting DKK1 derived from a llama immu-
nized library. Sequencing of the 14 isolated clones resulted in the identification of 7 unique clones. The sequence numbering
is according to Chothia [1] where according to whom the different FR and CDR are identified. The sequences of G5 and H7
are highlighted in bold. CDR, complementary-determining region; DKK1, Dickkopf 1 homolog; FR, framework residues.



