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PMP1C2 qvqlvesggqg lvqpggslrl scaasGFTES D..... YWMY wvrqapgkgl class I
PMP1G11 quqlgesggg mvgpggslrl scaasGFDFG V..... SWMY wvrqapgkgl
PMP1H6 evqglvesggg lvgpggslrl scatsGFDES V..... SWMY wvrqapgkgl
PMP3D10 qgvqglvesggg lvgaggslsl scaasGRSFT G..... YYMG wfrqapgker class III
PMPSF10 evqlvesggg lvgaggslsl ScSasGRSLS N..... YYMG wfrqapgker
PMP1GS qvglvesggg lvgaggslrl scaasGRTFS EPSGYTYTIG wfrqapgker class II
PMPLH2 qvkleesggg lvgpgdslrl scaasGRTFS DYSGYTYTVG wfrqapgker
PMP3G2 avqlvesggg lvgpgdslrl scaasGRTES DYSGYTYTVG wfrgapgker
PMP1D2 avqlvdsggg lvgaggslrl scaasGRTFS AHSV..YTMG wfrqapgker class IIb
PMP1C2 ewvseINTNG LITKYPDSVK Grftisrdna kntlylgmns lkpedtalyy
PMP1G11 ewvseINTNG LITKYPDSVK Grftisrdna kttlylgqmns lkpedtalyy
PMP1H6 ewvseINTNG LITKYVDSVK Grftisrdna kntlylagmds lipedtalyy
eMP3010 qllasISWRG DNTYYKESVK Grftisrdda kntiylgmns lkpedtavyy
PMPSF10 ellgnISWRG YNIYYKDSVK Grftisrdda kntiylgmnr lkpedtavyy
PMP1GS efvarIYWSS GLTYYADSVK Grftisrdia kntvdllmns lkpedtavyy
PMP1H2 efvarIYWSS GNTYYADSVK Grftisrdia kntvdllmnn lepedtavyy
PMP3G2 efvarIYWSS GNTYYADSVK Grftisrdia kntvdllmnn lepedtavyy
PMP1D2 efvarIYWSS ANTYYADSVK Grftisrdna kntvdllmnc lkpedtavyy
PMP1C2 carS...... ...PSGENrg qgtqvtvss
PMP1G11l CaArS.eie.e ...PSGSFrg qgtqutvss
PMP1H6 carS...... ...PSGSFrg ggtqvtvss
PMP3D10 caaS.ILPLS DDPGWNTNwg qgtqvtvss
PMP5F10 caaS.ILPLS DDPGWNTYwg qgtqvtvss
PMP1GS caaRDGIPTS RSVGSYNYwg qgtqvtvss
PMP1H2 caaRDGIPTS RSVESYNYwg qgtqvtvss
PMP3G2 caaRDGIPTS RSVESYNYwg qgtqvtvss
PMP1D2 CcaaRDGIPTS RSVEAYNYwg qgtqvtvss
Figure 1

Hum+, Rhe+, Mou+ > PMP6GS

avqlvesggg lvgpggslrl tctasGFTFR SFGMSwvrga pgkdgewvsa A

Hum+, Rhe+, Mou- > PMP6AS qvglaesggg lvgpggslrl tctasGFTFG SEGMSwvrga pgeglewvsa

Humt, Rhe+, Mout > PMP6A6 avglvesggg lvgpgnslrl scaasGFTFR SEGMSwvrqga pgkepewvss B
Hum+, Rhe+, Mou+ > PMP6C1 avqlvdsggg lvgpggslrl scaasGFSFG SFGMSwvrqy pakepewvss
Hum+, Rhe+, Mou+ > PMP6AB avglvesggg lvggggslrl acaasERIFD LNLMGwyrqg pgnerelvat C
Hum+, Rhe+, Mou+ > PMP6B4 evglvesggg lvgeggslrl acaasERIWD INLLGwyrqg pgnerelvat
Hum+, Rhe-, Mou- > PMP6G?7 qvqlvesggg lvgpggslrl scaasGFTFS NYWMYwvrva pgkglerisr D
PMP6GS ISADSSTENY ADSVKGrfti srdnakkmly lemnslkped tavyycviGR
PMPG6AS ISADSSDKRY ADSVKGrfti srdnakkmly lemnslksed tavyycviGR
PMP6AG ISGSGSDTLY ADSVKGrfti srdnakttly lgmnslkped tavyyctiGG
PMP6C1 INGRGDDTRY ADSVKGrfsi srdnakntly lqmnslkped taeyyctiGR
PMP6AB ITVG.DSTNY ADSVKGrfti smdytkqtvy lhmnslrped tglyyckiRR
PMP6B4 ITVG.DSTSY ADSVKGrfti srdydkntly lgmnslrped tglyyckiRR
PMP6G7 ISTGGGYSYY ADSVKGrfti srdnakntly lqmnslkped talyycakDR
PMP6G8 GSPs...... ..spgtqvtv ss
PMP6AS GSPa...... . .sqgtqvtv ss
PMP6A6 SLSRS..... ..sqgtqvtv ss
PMP6CL SVSRS..... .rtqgtqvtv ss
PMP6AB TWHSEL.... .wgqgtqvtv ss
PMP6B4 TWHSEL.... .wgqgtqvtv ss
PMP6G7 EAQVDTLDFD Yrgqgtqvtv ss

Figure 2
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Screening of albumin specific nanobodies versus human SA
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Screening of albumin specific nanobodies versus rhesus SA
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Screening of albumin specific nanobodies versus mouse SA
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Figure 6
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1: INF2
2: TNF1
3: TNF3
4: ALBI
5: ALB2
R: 100ng of reference nanobody
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Elisa on hTNF (detection anti-myc)
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Inhibition elisa on enbrel
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Inhibition elissa on enbrel (with rhesus-TNF)
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PMP1 C2, PMP1 G5 & PMPS F10 versus human TNF (normalized data)
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PMP1 C2, PMP1 G5 & PMPS5 F10 versus rhesus TNF (normalized data)
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Figure 15 - continued



14/49

Stability TNF PMP1 C2
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Anti-myc
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OD 405nm

1.2

Inhibition on enbrel

0.6

0,4 4

0,2 1

—e—100%
—a— TNF004
TNFO005
—»— TNF006
—x— TNFQ07
—e— TNF0O08
—+— TNF009

10000

1000

100
conc (ng/ml)

Figure 20



19/49

Stability TNFO04
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Figure 21 - continued
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Stability TNRO08
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TNF1:
DP51 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYSMN WVRQAPGKGLEWVS YISSSSSTIYY (SEQ
ID NO: 472)
DP53 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYWMH WVRQAPGKGLVWVS RINSDGSSTSY (SEQ
ID NO: 473)
TNF1 QVQLVESGGGLVQPGGSLRLSCAASGFTFS DYWMY WVRQAPGKGLEWVS EINTNGLITKY
TNF13 EVQLVESGGGLVQPGGSLRLSCAASGFTFS DYWMY WVRQAPGKGLEWVS EINTNGLITKY
TNF14 EVQLVESGGGLVQPGGSLRLSCAASGFTFS DYWMY WVRQAPGKGLEWVS EINTNGLITKY
khkkhkhkhkkhkhkhkkhkhkhkhkkhkhkhrhkhhkhrhdkhhhdkkhkrk * ok *hkhkkhkkhkhkkhkkt KKk k * *
DP51 ADSVKG RFTISRDNAKNSLYLOMNSLRDEDTAVYYCAR —-———--— WGQGTLVTVSS (SEQ ID
NO: 472 - continued)
DP53 ADSVKG RFTISRDNAKNTLYLQMNSLRAEDTAVYYCAR —-———-—- WGQGTLVTVSS (SEQ ID
NO: 473 - continued)
TNF1 PDSVKG RFTISRDNAKNTLYLQMNSLKPEDTALYYCAR SPSGFN RGQGTQVTVSS
TNF13 PDSVKG RFTISRDNAKNTLYLQOMNSLKPEDTAVYYCAR SPSGFN RGQGTQVTVSS
TNF14 PDSVKG RFTISRDNAKNTLYLQMNSLKPEDTALYYCAR SPSGFN RGQGTLVTVSS
hhkhkkhkk hhkhkkkhkhkhkkhkhkdkhk dhhkhkhkkhk ik * ok k ok kK ok ok k *hkhk khkkk Kk
Figure 22
TNF2:
DP54 EVQLVESGGGLVQPGGSLRLSCAASGFTFS —-—=--—- SYWMS WVRQAPGKGLEWVANIKQDGSEKYY
(SEQ ID NO: 474)
TNEF2 QVOLVESGGGLVQAGGSLRLSCAASGRTFS EPSGYTYTIG WFRQAPGKEREFVARIYWSSGLTYY
TNF15 EVQLVESGGGLVQPGGSLRLSCAASGRTFS EPSGYTYTIG WFRQAPGKGREFVARIYWSSGLTYY
TNF1l6 EVQLVESGGGLVQPGGSLRLSCAASGFTFS EPSGYTYTIG WFRQAPGKGREFVARIYWSSGLTYY
TNF17 EVQLVESGGGLVQPGGSLRLSCAASGRTFS EPSGYTYTIG WFRQAPGKGREFVARIYWSSGLTYY
TNF18 EVQLVESGGGLVQPGGSLRLSCAASGRTFS EPSGYTYTIG WFRQAPGKGREFVARIYWSSGLTYY
TNEF19 EVQLVESGGGLVQPGGSLRLSCAASGRTFS EPSGYTYTIG WFRQAPGKGREFVARIYWSSGLTYY
dhkhkhhkhkkhkhkkhkhhdx ,hhkhAhkhkhkhkhkhhhhk K*hkk * *  kk ok kkk * kk Kk * %
DP54 VDSVKG RFTISRDNAKNSLYLOMNSLRAEDTAVYYCAR —-—-=-—==———————=—=— WGQGTLVTVSS
(SEQ ID NO: 474 - continued)
TNEF2 ADSVKG RFTISRDIAKNTVDLLMNSLKPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTQVTVSS
TNF15 ADSVKG RFTISRDIAKNTVDLOMNSLKPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTQVTVSS
TNF1l6 ADSVKG RFTISRDIAKNTVDLOMNSLKPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTQVTVSS
TNF17 ADSVKG RFTISRDNAKNTVDLOMNSLKPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTQVTVSS
TNF18 ADSVKG RFTISRDIAKNTVDLQOMNSLRPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTQVTVSS
TNF19 ADSVKG RFTISRDIAKNTVDLOMNSLKPEDTAVYYCAA RDGIPTSRSVGSYNY WGQGTLVTVSS
Khhkkhkhkk khkkhkkhkhkhkk Kkk * Kk k ok k * Kk Kk ok koK ok ok k * ok kkk Kk kk ok oKk
Figure 23
TNF3:
DP29 EVQLVESGGGLVQPGGSLRLSCAASGFTFS DHYMDWVRQAPGKGLEWVG RTRNKANSYTTEYAAS
(SEQ ID NO: 475)
TNE3 EVQLVESGGGLVQAGGSLSLSCSASGRSLS NYYMGWFRQAPGKERELLG NI--SWRGYNIYYKDS
TNF20 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMGWFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF21 EVQLVESGGGLVQPGGSLRLSCAASGFTFS NYYMGWFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF22 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMGWFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF23 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMGWFRQAPGKGRELLG NI--SWRGYNIYYKDS
khkhkkhkkhkhkhkhkkhkhkhkhdhk *hkhkk dhkk *khk * * ok ok ok ok ok ok ok k * * * * *
DP29 VKG REFTISRDDSKNSLYLOMNSLKTEDTAVYYCAR--============= WGQGTLVTVSS
(SEQ ID NO: 475 - continued)
TNF3 VKG RFTISRDDAKNTIYLOMNRLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF20 VKG RFTISRDDSKNTIYLOMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF21 VKG RFTISRDDSKNTIYLOMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF22 VKG RFTISRDDSKNTIYLOMNSLKTEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF23 VKG RFTISRDDSKNTIYLOMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTLVTVSS

khkk khkkhkkkhkk kK

Figure 24
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ALB1:

DP51
DP53
ALB1
ALB3
ALB4
ALBS

DP51
DP53
ALB1
ALB3
ALB4
ALB5

23/49

EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYSMN
EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYWMH
AVQLVESGGGLVQPGNSLRLSCAASGFTFR SFGMS
EVQLVESGGGLVQPGGSLRLSCAASGETEFR SFGMS
EVQLVESGGGLVQPGGSLRLSCAASGFTFS SFGMS
EVQLVESGGGLVQPGGSLRLSCAASGFTFR SFGMS

kb hddhhtdhhohek dhhkdhbdhhhhbdd * *

RFTISRDNAKNSLYLQMNSLRDEDTAVYYCAR -=
REFTISRDNAKNTLYLOMNSLRAEDTAVYYCAR --

Fxkkhkrhrdkkdx Fhxhkkdhhid dhkhkhk kA ik

Figure 25

WVRQAPGKGLEWVS
WVRQAPGKGLVWVS
WVRQAPGKEPEWVS
WVRQAPGKEPEWVS
WVRQAPGKEPEWVS
WVRQAPGKGLEWVS

ok ok o ok kdk *hk

YISSSSSTIYYADSVKG
RINSDGSSTSYADSVKG
SISGSGSDTLYADSVKG
SISGSGSDTLYADSVKG
SISGSGSDTLYARDSVKG
SISGSGSDTLYADSVKG

* *k k Kkkkkkk

--=- WGQGTLVTVSS
~—-- WGQGTLVTVSS
RET ISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTIVSS
RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
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1G5 WT and humanized versions versus human TNF (normalized data)
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EVQLVESGGGLVQPGGSLRLSCAASGFTFS
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TNE3:
DP29 EVQLVESGGGLVQPGGSLRLSCAASGFTES DHYMD WVRQAPGKGLEWVG RTRNKANSYTTEYAAS
TNE3 EVQLVESGGGLVQAGGSLSLSCSASGRSLS NYYMG WFRQAPGKERELLG NI--SWRGYNIYYKDS
TNF20 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMG WFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF21 EVQLVESGGGLVQPGGSLRLSCAASGFTES NYYMG WFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF22 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMG WFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF23 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMG WFRQAPGKGRELLG NI--SWRGYNIYYKDS
TNF33 EVQLVESGGGLVQPGGSLRLSCAASGRSLS NYYMG WFRQAPGKGRELLG NI—-SWRGYNIYYKDS
i i i ebi b ei bb
DP29 VKG RFTISRDDSKNSLYLQMNSLKTEDTAVYYCAR —--—=———==—-—~-~ WGQGTLVTVSS
TNE3 VKG RFTISRDDAKNTIYLOMNRLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF20 VKG RFTISRDDSKNTIYLOMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF21 VKG RFTISRDDSKNTIYLOMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF22 VKG RFTISRDDSKNTIYLOMNSLKTEDTAVYYCAA SILPLSDDPGWNTY WGQGTQVTVSS
TNF23 VKG RFTISRDDSKNTIYLQMNSLKPEDTAVYYCAA SILPLSDDPGWNTY WGQGTLVTVSS
TNEF33 VKG RFTISRDDSKNTIYLQMNSLRPEDTAVYYCAAR SILPLSDDPGWNTY WGQGTLVTVSS
e bb i ii b e
Figure 36
ALB1:
DP51 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYSMN WVRQAPGKGLEWVS YISSSSSTIYYADSVKG
DP53 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYWMH WVRQAPGKGLVWVS RINSDGSSTSYADSVKG
ALB1 AVOLVESGGGLVQPGNSLRLSCAASGFTFR SFGMS WVRQAPGKEPEWVS SISGSGSDTLYADSVKG
ALB3 EVQLVESGGGLVQPGGSLRLSCAASGFTFR SFGMS WVRQAPGKEPEWVS SISGSGSDTLYADSVKG
ALB4 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SFGMS WVRQAPGKEPEWVS SISGSGSDTLYADSVKG
ALBS EVQLVESGGGLVQPGGSLRLSCAASGFTFR SFGMS WVRQAPGKGLEWVS SISGSGSDTLYADSVKG
ALB6 EVQLVESGGGLVQPGNSLRLSCAASGFTFR SFGMS WVRQAPGKGLEWVS S8ISGSGSDTLYADSVKG
ALB7 EVQLVESGGGLVQPGNSLRLSCAASGFTFR SFGMS WVRQAPGKGLEWVS SISGSGSDTLYADSVKG
ALB8 EVOLVESGGGLVQPGNSLRLSCAASGFTFS SFGMS WVRQAPGKGLEWVS SISGSGSDTLYADSVKG
ALB9 EVQLVESGGGLVQPGNSLRLSCAASGFTFS SFGMS WVRQAPGKGLEWVS SISGSGSDTLYADSVKG
ALB10 EVQLVESGGGLVQPGNSLRLSCAASGFTFS SFGMS WVRQAPGKGLEWVS SISGSGSDTLYADSVKG
e i i el
DP51 RFTISRDNAKNSLYLOMNSLRDEDTAVYYCAR -——--- WGQGTLVTVSS
DP53 RFTISRDNAKNTLYLOMNSLRAEDTAVYYCAR -——--- WGQGTLVTVSS
ALB1 RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
ALB3 RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
ALB4 RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
ALBS RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTQVTVSS
ALB6 RFTISRDNAKTTLYLOMNSLKPEDTAVYYCTI GGSLSR SSQGTLVTVSS
ALB7 RFTISRDNAKTTLYLOMNSLRPEDTAVYYCTI GGSLSR SSQGTLVTVSS
ALBS RFTISRDNAKTTLYLOMNSLRPEDTAVYYCTI GGSLSR SSQGTLVTVSS
ALBY RFTISRDNAKNTLYLOMNSLRPEDTAVYYCTI GGSLSR SSQGTLVTVSS
ALB10 RFTISRDNAKNTLYLOMNSLRPEDTAVYYCTI GGSLSR SGQGTLVTVSS
i ii bb ib i

Figure 37
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Anti-myc
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1C2 WT and humanized versions versus human TNF (normalized data)
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Figure 40
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5F10 WT and humanized versions versus human TNF (normalized data)
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Figure 41
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Nanobody™ concentrations [nM]
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