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MO PAU

QOVWD la rbi loan chdy mau di truyén thwérng gap nhat I8n dén 1% dan sb, tuy nhién ty 1& hién mac thap
hon nhiéu (khoang 0,1% dan sb) vi nhiéu bénh nhan khéng cé triéu chirng do biéu hién khéng hoan toan

hodc do thiéu yéu td von Willebrand (vVWF) nhe, chi phat hién dwoc khi thwe hién xét nghiém sang loc.
A Biéu hién 1am sang, thay dbi trén can lam sang va kiéu di truyén rat da dang.

= Chung t6i cap nhat va trinh bay cach tiép can dé chan doan, dwa trén bang chirng khoa hoc, tdng quan y

van va kinh nghiém thwc té tr ca 1am sang.



LICH SU BENH VON WILLEBRAND (VWD)
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Bac sy Erik von Willebrand mé ta (1926) & bénh
nhan nv 13 tudi bi mat mau dén t& vong trong ky
kinh nguyét th tw.
Bbn trong bay anh chj em ciing bi anh huéng.
Mot s6 diém khac biét gitka chirng so v&i bénh
Hemophilia:

> Anh hwéng ca hai gioi.

» Thoi gian mau chay kéo dai.

> Kiéu chdy mau chu yéu la niém mac so v&i xuét

huyét co hoac khép & bénh Hemophilia.

“gia hemophilia di truyén”.

Cdc dac diém 1am sang mé ta tor ndm 1926 van ding

cho dén nay, tuy nhién chan dodn va diéu tri cé

nhiéu phét trién dang ké.



PINH NGHIA VA CO CHE

Bénh Von Willebrand 1a réi loan chay méau di truyén do giam

s6 lwong hodc chat lwong yéu té Von Willebrand (VWF)
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https://d1yboe6750e2cu.cloudfront.net/i/8c167fc45c564338b72a800f8a395a92eb5ee3ec

PHAN LOAI

VWD Type 2A

Decreased platelet binding Loss of

HMWM
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VWD Type 2N
Decrease FVIII binding
Low FVIIl levels
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CHAN POAN

O Bénh s thwdng chay mau niém
O Can lam sang phu hop

O Tién st gia dinh dé bj chay mau

Binh thwng (%) VWD type 1 (%) VWD type 2 (%) VWD type 3 (%)

Chay méau cam 4.6 -22.7 38.1-62.5 66 -77
Rong kinh 23 — 68.4 47 - 60 32 56 - 69
Chay mau sau nhoé 4.7 -41.9 28.6 —51.5 39 53 - 70
rang

Bam da 11.8 — 41.9 49.2 —50.4

Chay mau sau chan 0.2-33.3 36 40 50
thwong nhe

Chay méau sau PT 1.4 —28.2 19.5 - 28 23 41
XHTH 0.6 —27.7 14 8 20

NHLBI guidelines



CAN LAM SANG

XET NGHIEM SANG LOC:

O Tdng phan tich té bao méau

XET NGHIEM CHAN DOAN:
O Do lwvgng khang nguyén VWF

O Thoi gian mau chay (TS) hodc phan tich chirc nang Q Binh lvgng nong d6 yéu to VIII hoat hoa

TC (PFA100)

0 DBéng mau toan bd

O Do chirc nang hoat hoa VWF (VWWF: RCo , vWF:.Gpl1bR ,
vWEF: antibody , VWF.CB )

S e e

N6ng do yéu té VIII hoat hoa (FVIII:C)
Bo lvgng khang nguyén VWF (VWF:AQ)

Po ghtvc r)éng hoat hoa VWF

_ DPong yéu to Ristocetin (V)NF: RCo, VWF: GplbR)
_bPo khéng thé don dong gan VWF (VWF: antibody)
_ XN gan collagen v¢i VWF (VWF:.CB)

Phan tich multimer VWF

Tap két tiéu cau do ristocetin (RIPA)

Do hoat déng chirc nang caa FVIII
Do lwvgng VWF
Do chirc nang VWF

Xem muirc dd monomer VWF hinh thanh multimer

Do dé nhay VWF v¢&i ristocetin (Measures how sensitive VWF is to
ristocetin (useful in diagnosing Type 2B VWD)



Dinh lwvong VWF: Ag

VWF:RCo
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M VWF aggregation
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g and HMW VWF
Favaloro EJ, Mohammed S, Patzke J. Laboratory Testing for Mohammed S, Favaloro EJ. Laboratory Testing for von
von Willebrand Factor Antigen (VWF:Ag). Methods Mol Biol. Willebrand Factor Ristocetin Cofactor (VWF:RCo).

2017;1646:403-416. Methods Mol Biol. 2017:1646:435-451.
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PHAN TiCH MULTIMER VWF

2B
Normal

Type | Mild
2A | Type 1

Normal

Tat c& multimer hién dién = binh thwong, hoac
VWD 2N hoac 2M hoac binh thuwong

Tat ca multimer hién dién nhwng dam dd thap =
VWD type 1

Mat HMW VWEF = c6 thé |a VWD type 2A hay 2B
Mat HMW va IMW VWF = c6 thé type 2A




LUU PO TIEP CAN CHAN DOAN

Xét nghiém tam soat

\ 4
VWF: Ag
VWF: RCo
VWF: CB
FVIII:C

v

Néu chi c6 FVIII thap > chéan doan
phan biét type 2N hay Hemophilia thé
nhe

y

VWF:RCo va/hoac

'

Khéng do dwoc VWF: Ag

DPap rng Ristocetin ndng do thap

VWF:Ag giam
|
v ¥
VWF:RCo/ VWF:Ag > 0,6 VWF:RCo/ VWF:Ag < 0,6
v v
Type 1 Type 2
v v

Type 3

v

RIPA binh thwd'ng hoac giam

v

Mat HMW mutimer va gidm ca VWF:RCo/

Ag va VWF:CB/ Ag

v

type 2B hoac type tiéu cau type 2A

v

HMW multimer binh thwong,
VWF:RCo/Ag giam nhuwng VWF:CB/Ag
binh thwéng

type 2M
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PIEU TRI

DESMOPRESSIN ACETATE (DDAVP) (Diéu tri first line)
Tang phong thich tir néi mé VWF va FVIII

Dung trong type 1 va type 2 (ngoai triv 2B)

CHONG TIEU SQI HUYET (ANTIFIBRIOLYTIC)

Dung mot minh hoac két hop DDAVP

Hiéu qua trong trwd'ng hop chay mau nhe hay phong ngtra
trwdre tha thuat

SAN PHAM CcO PAC CHUA VWF

VWD cac type

Khong dap wwng véi DDAVP

Bénh nhan khéng thé dung DDAVP

o O

DDAVP
Injection
desmopressin

acetate

4

Ome 00l Wi
f Aventis

DDVAP tinh mach, tiém dwdi da va xit mii déu dwoc
st dung.

Tac dung phu: dd mat, ha huyét ap thoang qua.
Tranh tac dung phu gitr nwédc qua mirc bang cach
han ché dich nhap con 1 lit/ 24 gio.

Nén theo d&i natri mau néu dung & tré dwdi 2 tudi
Khéng dung & bénh nhan xo vira ddng mach

Tinh rng dung trén |dm sang va kha nang dap &ng
thay déi > nén thir DDVAP & tat ca bénh nhan vWD
type 1, 2A, 2M va 2N néu khéng cé chdng chi dinh


http://xydasclinic.com/wp-content/uploads/Desmopressin-Conversion.pdf

CHAN DOAN VWD O TRE SO’ SINH VA TRE NHO VA TRONG THAI KY

@ Chan doan & nhém so sinh va tré nhé gap nhiéu kho khan do VWF cdé thé tang sinh ly sau sinh

O Nghién ctu & tré so sinh di thang cho thdy murc trung binh ciia VWF ngay tubi dau tién 1a 153 IU/ml va
giam xudng 108 1U/ml vao ngay 180 sau sinh *

> Khéng nén chan doan vWD trwéc 6 thang

Q Tré em dé bj cang thang khi 1am xét nghi@m mau > dé bj tang gia

> Néu lam sang con nghi ng® thi nén thwe hién lai khi tré 1&n hon

O VWF ting nhanh trong 3 thang dau cua thai ky va tiép tuc tang trong céc thang tiép theo, dén cubi thai ky
dat nguwdng gap 2 dén 3 lan so vai luc khdng mang thai . Nong d® vVWF giam nhanh sau sinh va vé

ngudng trwdc sinh trong vong vai tuan

*Andrew M., Paes B. (1987), Development of the human coagulation system in the full-term infant, Blood, 70: 165- 172
** Sanchez-Luceros A., Meschengieser S.S. (2003), Factor VIl and von Willebrand factor changes during normal pregnancy and puerperium, Blood Coagulation and
Fibrinolysis, 14: 647-651.



CA LAM SANG

BENH NHAN 1 BENH NHAN 2

Q N, 13 tubi ra huyét am dao 1an dau kéo dai 10 ngay, O N, 14 tudi dén kham vi mét méi, chong mét, da xanh kéo dai.
lwong nhiéu. O Tién can bat dau co kinh cach 2 nam, chu ky kinh méi 3 tuan,

Q Tién can hay chay mau cam tr nhd, dé bj bam da. moi ky kéo dai 12 — 14 ngay, lwong nhiéu phai thay bang méi 2

@ Me bi cwdng kinh, bang huyét sau sinh. gi®, da diéu trj tai bénh vién san khoa v&i thube diéu hoa noi tiét

0 Kham |am sang c6 da xanh, niém hoi nhat, niém mac nhwng khéng dap &ng diéu tri. Khéng ghi nhan tién can chay
mii sung huyét bén trai. mau bét thwdng khac.

O Tién can gia dinh binh thuwéng, bd me khéng ¢6 hédn nhan can
huyét
O Kham lam sang cé da xanh, niém nhat, lw®i méat gai, méng tay

cun, mét bong, gan lach khéng to, khédng xuéat huyét da niém.

Siéu am tlr cung va phan phu thay thanh t& cung day nhe, khéng c6 bat thwdng trong

long t& cung, ving chau va budng trirng, que thir thai am tinh.



CAN LAM SANG

CLS (ngudng binh thwong) Ca thir nhat Ca thur 2
WBC (4 -10.5/mcL) 9100 6500
Hb (12 -15 g/dl) 10.5 9.5
MCV (78 -95 fL) 79.8 56
MCH (26 -32 Q) 28.9 17
PLT (150—-400/mcL) 25000 38000
TS (1 -3 phat) 3 3

PT (10 -13 giay) 13 11
aPTT (28.6 — 35.8 giay) 48.7

aPTT hon hop | Binh thuong

Fibrinogen (1.62 — 4.01 g/dl) 2.82 ] 2.41
FVII (60 - 150 %) (32 68
PFAL100 (CEPI) (84 — 160 giay) 248
PFA100 (CADP) (40.6 — 122 giay) 178
Nhoém mau O O
VWEF: Ag (40.6 — 122%) 30.2 37.2
VWEF: Activiy (40.3 — 125.9%) 28.5 29.3
VWEF: Activity/ VWF: Ag 0.94 0.78
FVIII/ VWE: Ag 1.05 1.82




CHAN POAN
Bénh Von Willebrand type 1

PIEU TRI
Q DDVAP duwdng xit mdi liéu 1 nhat 10 mecg/lan/ngay khi bat dau chu ky kinh cho dén khi sach kinh trong
vong 6 va 12 thang.

@ Bénh nhan th& hai con dwoc bd sung thém sat dwdng ubng.

KET QUA

Q Ky kinh rat ngan vé binh thuwéong, lwong kinh viva

Q Lwong hemoglobin tré vé mirc binh thuwong

O Chwa ghi nhan cac tac dung phu nhw ndn 6i, dau dau, dd mat. Bénh nhan dau tién coé tac dung phu ngat

mii sau thang dau tién s&r dung nhwng hét triéu chirng khi déi bén xit mi



BAN LUAN

O Nghién clru cta Quiroga trén 280 bénh nhan chay mau niém di truyén ghi nhan khoang 1/3 sé ca chan doan vWD
ma khéng ghi nhan bat thwdng trén xét nghiém tdm soat . Xét nghiém aTPP va FVIII binh thwéng van khéng loai
dwoc vVWD.

O Chan doan VWD can két hop khdo sat can Iam sang, tién st xut huyét cia c4 nhan va gia dinh, tuy nhién nhiéu
trwérng hop khéng cé day du cac yéu td trén.

Q Twong tw truong hop thir 2 trong bao céo cua ching téi khéng ghi nhén tién cdn chdy mau bét thudng trong gia dinh,
aPTT va nbéng dé FVIII binh thuong, chi bat thudong cd CEPI va CADP khi thuc hién phan PFA100 va sau do tiép tuc
thuc hién xét nghiém chan doéan xac dinh VWD. D6 nhay cta PFA rét cao trong chdn doén vWD type 2 va 3 nhung

khéng cao trong chdn doén type 1, ddc biét 1a khi VWF: activity tcr 30 — 50 1U/ml



BAN LUAN

Nghién clru MCMDM-1 VWD thay ty I& trung binh VWF:RCo/ VWF:Ag & 1166 nguwdi khoé manh 1a 1 ( tir 0,59 dén
1,62 ; 2,5th — 97,5th centile). So sanh xét nghiém gan két collagen & 232 nguwdi khoé manh cho thdy ngwdng dudi
binh thwéng VWF:RCo/VWF:Ag > 0,76 va VWF:RCo/VWF:Ag > 0,6 > Vi vay, bénh nhan c6 ty s6 nay < 0,6 can xem
xét chan doan vWD type 2 va nén thwc hién tiép cac xét nghi@m chia nhém sau hon nira.

C4 hai trong hop trong cda ching téi déu coé ty 1é VWF:activity/ VWF: Ag > 0,6 phl hop cac nghién ciu khac.

Demopressin nén dwoc dung thr cho bénh nhan vWD type 1, 2A, 2M va 2N vi hiéu qia cao ké ca trong dw phong
phau thuat nhé hodc th thuat nha khoa, d&c biét cang tang hiéu quéa khi phdi hop tranexamic acid.

Twong tw, hai triong hop cda chiang tdi véi chdn doén vWD type 1 buéc dau ciing diéu tri hiéu qué véi DDVAP ma
chuwa ghi nhén tac dung phu dang ké. Nhung dé danh gia toan dién lidu phap DDVAP trén bénh nhan vWD, ching toi

can thoi gian theo ddi 1au hon va ¢& méu Ién hon niva .



KET LUAN

VWD 4 réi loan chay mau di truyén thworng gap, tuy nhién thyc té dé bj bd sét chan doan néu khéng khai thac ky
tién can chdy mau cla bénh nhan va gia dinh cling nhw khong thwc hién day da xét nghiém tdm soét khi co triéu
chirng nghi ngo.

20% sb ca VWD c6 aPTT va ndng dd FVIII trong gidi han binh thwong = can tam soat day da bé vWD khi bénh
nhan co6 bat thwdng chdy mau niém mac tai phat hoac kéo dai, dac biét l[a chdy mau mi, rong kinh, chay méau
nwdu ma khong tim dwec nguyén nhan khac.

Phat hién va diéu tri kip thdi VWD gilp ngdn ngtra bién chirng anh hwéng chét lvong séng.

Vé&i VWD type 1 bwéc dau dat hiéu qua cao véi diéu tri DDVAP dwdng xit mii ma chwa ghi nhan tac dung phu

dang ké.
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