WO 2018/109228 PCT/EP2017/083311

121

FIGURES

Fig, 1a:

Fv and scFV-
variants

VH VL VH VL

F 3

L e
Disulfidbonds stabilized
scFv-fragment
VH VL VH VL

v

bivalent tandem

scFv-fragment
Vi

bispecific tandem-
scFvy-fragment

: —Vy
" > .

bispecific bispecific bispecific bispecific
knob-into-hole single chain disulfidbonds tandem-

stabilized diabody stabilized diabody diabody

diabody




PCT/EP2017/083311

WO 2018/109228

2/21

(sxoqo Suowe (asereydsoyd

‘dAD “aseNy 01 '89) suruey[e 0} ‘3-9)

surajoxd UoIsny-A,Jos surajord suorsn-qe,f
H >/IW?

e

urjoad worsny
-uipraeydans-a gos

A
satpoquue
suoHoun
[eucnounyig A HA TN N HA A TA HA
JSUIIP-A OS PAZI[Iqels
1atena) -1oddiz-ouronof oyioadsiq
-AJ0S PIZITIqeIs [opung
-X1[oy-Inoj o1j1oedsiq
Iowene)
A0S pazIiqe)s A A A HAl
[PpUNg-X1[ay-Inoy Iowip
A0S POZI[IqRIS
-XI[aY SeJua[eAlq

suoIsny
SNO3F0[0.1330

gy S



‘e
Vi

WO 2018/109228 PCT/EP2017/083311
3/21
Fig. 1c:
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Fig. 2 e:
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Fig. 2 k:
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Fig. 3:
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Fig 5:

IGHV1-69%11 (SEQ ID No.:36):
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGT
TVTVSS

HB3:
QVQLQQSGAELMKPGASVKISCKATGYTFSRYWIEWVKQRPGHGLEWIGEILPGSGS
TNYNEKFKGKATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWGQGTT
LTVSS

Alignment (ClustalW2): Identical amino acids are illustrated by stars; points indicate

conservative changes.

IGHV1:
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRITIPILGTANYAQKFQGR
VTITADESTSTAYMELSSLRSEDTAVYYCARYYYYYGMDVWGQGTTVTVSS

HB3:
QVOLQQSGAELMKPGASVKISCKATGYTFSRYWIEWVKORPGHGLEWIGEILPGSGSTNYNEKFKGK
ATITADTSSNTAYMOLSSLTSEDSAVYYCTEGYEYDGFDYWGOGTTLTVSS

hkkhk kkkkKkoe ***-***:****-* *ok ok K *.**:* **-****:*.*:* *::** -**:*:

'***** *:_****-**** Kkk oo kkdohkk . * ok ke k kkkkkok e kkhohkXx
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Fig. 8
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Fig. 9
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Fig. 11
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Fig. 13
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Fig. 18
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Fig. 17
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PICU-01: Systemic Vascular Resistance
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