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Von Willebrand factor (VWF) is a plasma glycoprotein that plays an important role
in hemostasis and thrombosis. It promotes platelet adhesion to damaged vascular
endothelium. VWEF is a multimeric protein consisting of disulfide-bonded subunits, ranging
from dimers to multimers extending up to 20 x 10° Daltons. The VWF monomer includes
13 domains, which are multiples of four domain types (A to D). The Al domain in VWF
contains multiple binding sites, including those for platelet glycoprotein Ib, heparin, and the
artificial modulators ristocetin and botrocetin. This domain is thought to be a critical
structural motif as several point mutations have been found within this domain in patients
with type 2 von Willebrand disease. Conformational changes in the A1 domain of VWF are
a topic of intense interest. In this study, the investigator has cloned Al domain of human
VWEF from genomic DNA, rather than from mRNA. This approach has some advantages,
which can facilitate subsequent studies of the structural and functional consequences of
specific polymorphisms or mutations in the VWF gene. Moreover, in contrast to the
previous reports, the A1 domain expressed in this study did not form an inclusion body, so it
was in a native condition throughout the purification process without disrupting noncovalent
or disulfide bonds in the protein structure. The results showed that structure of the
recombinant A1 domain have changed after incubation of ristocetin. This data provides
additional important evidence that changes in the structural of the A1 domain occur during
the induction of platelet aggregation by ristocetin.

Keywords: von Willebrand Factor, A1 Domain, Recombinant, Ristocetin, Conformation



Vi

d' Y a A J Jd
nmﬂaﬂmgﬂaﬂmamNsumaamaaamsumsﬂmmsmmﬂu :

=S U a d 'y
msAne laelesnendunuNe ulau

Y J
UIATOY YNNI
uINIaIMA Tu laggiuns

2551

[ A o w o
Von Willebrand factor (VWF) 1ilu glycoprotein Tunanaanifiunuimd vy lunszuaumsi
A A [ =y <3 ] . a {
Iiaeangauazmanaauaen laellduasuliinaaeaniziu endothelium luusnauduasai

F4
] =2

v Y [
lasuarudoris vwrE iluTisauvnaluaidseneudioniiodesdaus 2 wiaeiull ioude

szrdniuMeiusy  disulfide il lTuanaliveuanaeiy  TagTuananiivinalvgiged

o a

Y
o

2’ @ o g o2& <]
wmitnTuanadszana 20 x 10° anadu  TuTwwesuaaz TuTumwesdwlsznomilu VWF 1iu
Y
<3| o [ Y Y -
Us52noUAIY domain 4 1111 (A 019 D) Al domain Y93 VWF iludmmsiuuesis glycoprotein Ib,
. a . . o~ . 4 o . < {
heparin, 81T ristocetin tag 11/5AUINNB botrocetin 1FDAUIT Al domain 1TuTaseas1end]
o w 4 = . . ~ U A a a <Y
ANUAIAYINITID99 NN point mutation HanegauUTUVEIRTIeNTiAWAMNAYEINTIAIA)
YDUAOAH YD 15791 von Willebrand disease uuil 2 msulasunaslnseas1aues Al domain
g A vo < ' = yaw o
Wumsaninlasuavauludvediann  lumsdnmnil  disedszavanudusialums Inau
. . & andy R
VWF Al domain 911 genomic DNA U8AULUNUNIT clone 31N mRNA FIrnAunUive lansey
A o v D, v A . 9ty .
Ao awnsoh 114/ Taseadanazniives Al domain Tug#ill polymorphism U939 VWF gene
Y 1 v v 1
annuld  wennniudiiuanaielivinandseniseaunneuntiil Ao recombinant Al domain
A A 9 A A = 3 ziy 1 a 3 . . 1% :f A Ay dgl =< 1
waa ldnnuuafiFelumsdnmiasedi lumaily inclusion body aeiuTsAunaswudseglu
v ' ' Y
amianlaeliiin1siareWuse noncovalent w30WUTY disulfide AUAITUAUIUNTENITUGA
o Y a P . A v v ! )
nszuaumMsanaueniuTgns Han1snAaeInINMs e recombinant Al Nerd1914T W laseadn
H v 4
. [ a . . <3| @
Y99 Al domain tlasunaslindsenimady ristocetin Yoyan lavinmsanuilifunangiv

'
o w a

P I~ [ o o a = .
daannaunuaaldimu ristocetin ¥ lvnanmslasunilaslnsaad19vod VWE Al domain

o

1 AA v o 3 A
TIZTUINNUNTINICAINUUDUNAALADA

a a J 4 o = a Jd a aa
Keywords: J0u3aanusuaunawes, wiulamwu, Saeuduuun, Salnday, Insada





