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LOI CAM DOAN

Toi la Nguyén Thi Mai, nghién ciu sinh khoa 30 - Truong Dai hoc Y Ha

Noi, chuyén nganh Huyét hoc va Truyén mau, xin cam doan:

1. Pay la luan &n do t6i truc tiép thuc hién dudi sy hudng dan caa GS.TS.
Nguyén Anh Tri — Nguyén Vién truong Vién Huyét hoc - Truyén mau
Trung wong, Nguyén Ph6 Cha nhiém Bo mén Huyét hoc va Truyén mau,
Truong Pai hoc Y Ha Noi va PGS.TS. Nguyén Thi Nit - Nguyén Trudng
khoa Pong mau - Vién Huyét hoc Truyén mau Trung wong.

2. Cong trinh nay khong trang ldp véi bat ky nghién ctru nao khac da duoc
cong bé tai Viét Nam.

3. Céac s6 lieu va thong tin trong nghién ctu la chinh xac, trung thuc va
khach quan, d3 duoc x4c nhan va chap thuan caa co s noi nghién ctu.

T6i hoan toan chiu trach nhiém trudc phép luat vé nhitng cam két nay.

Ha Ngi, ngay 25 thang 01 nam 2018



LOI CAM ON

Trong sudt qua trinh hec tap va thuc hién luin 4n nay, toi da nhan
dwoc sw hwéng dan, chi bao, giip d& tan tinh cia cac thay cd, cac anh chi
va cac ban dong nghiép. Véi long kinh treng va biét on siu sic nhit, toi

xin dwgc bay té loi cam on chan thanh toi:

- bang uy, Ban Giam hiéu, Phong Quan 1y Pao tao Sau dai hoc, B6 mon
Huyét hoc - Truyén mau - Truong Dai hoc Y Ha Noi di tao diéu kién, giap d&
tdi hoan thanh luan &n Tién si.

- Pang ty, Ban Lanh dao Vién Huyét hoc - Truyén méu Trung wong, Hoi
dong khoa hoc, cac khoa/phong cua Vién da ung ho va tao moi diéu kién cho
t6i trong qua trinh cong tac va thuc hién dé tai nghién cuu.

Xin dwoc bay té 1ong biét on sau sdc téi:

- GS.TS. Nguy&n Anh Tri - Nguyén Vién truong Vién Huyét hoc -
Truyén mau Trung wong, ngudi thiy da tan tinh hudng dan, truyén dat cho toi
nhitng kién thac, phuong phap nghién ciu khoa hoc vo cing quy gia; dong
vién va tao diéu kién tét nhat cho téi trong sudt qua trinh thyc hién luan an.

- GS.TS. Pham Quang Vinh - Cha nhiém Bo mdn Huyét hoc - Truyén
mau, ngudi thay danh nhiéu tam strc dao tao, huéng dan va dong vién gitp do
dé t6i co dugc nhitng kién thirc gié tri, nhitng y kién rat quy bau trong suét
thoi gian hoc tap va thuc hién nghién ciru nay.

- PGS.TS. Nguyén Thi Nir - Nguyén Truong khoa Pong mau - Vién
Huyét hoc Truyén mau Trung wong, ngudi thay di tan tinh huéng dan, truyén
dat cho t6i nhitng kién thuc, phuwong phap nghién cttu khoa hoc vé cliing quy
gia; gitp d& va dong vién tdi trong sudt qua trinh thyc hién luan an.

- TS. Bach Quéc Khanh - Vién truong Vién Huyét hoc - Truyén mau



Trung uwong, ngudi thay di luon truyén dat cho tdi nhitng kién thirc chuyén
mon quy bau, dong vién va tao diéu kién tot nhat cho tdi trong sudt qué trinh
cong tac va thyuc hién luan an nay.

- Tap thé can bo trung tim Hemophilia, khoa Déng mau, khoa Di truyén
sinh hoc phan ta, khoa Té bao té chic hoc va nhimg dong nghiép tai Vién
Huyét hoc - Truyén mau Trung uong di danh cho toi nhitng tinh cam quy
mén, su dong vién kip thoi, ciing nhu su hd trg, chia sé trong cong viéc va
trong qua trinh hoc tap. C4c anh chi va cac ban da gop phan khdng nho vao su
thanh cong cua luan an.

T6i xin chan thanh cam on PGS.TS Tran Van Khéanh va Trung tam
Nghién ctiru Gen — Protein trudng Pai hoc Y Ha Noi di tao diéu Kién gitp 46
t0i trong thoi gian thyc hién nghién ctu tai day.

Xin duoc gui 10i cam on t&i cac thay ¢ trong hoi ddng cham luan an cap
co s, CAp nha truong dd cho em nhimg dong gop quy bau dé luan an duoc
hoan thién hon.

Xin tran trong cam on GS.TSKH D& Trung Phan — Nguyén vién trudng
vién Huyét hoc — Truyén mau, nguyén Chua nhiém Bo mén Huyét hoc —
Truyén mau, nguoi thay dau tién da dinh hudng va dong vién em di theo con
duong cham soc nguoi bénh hemophilia.

Toi xin chéan thanh cam on cac bénh nhan hemophilia va nguoi nha bénh
nhan d3 ludn tin teéng va ung hd, hop tac véi tdi trong sudt qua trinh tdi 1am
viéc va nghién ctu tai trung tam Hemophilia, Vién Huyét hoc — Truyédé toi
hoan thanh luan an nay.

Con xin duoc bay to long biét on sau sic dén B6 Me, Anh Chi Em va
nhitng nguoi than trong gia dinh ndi ngoai hai bén da thuong xuyén dong
vién, khich I¢, giup con chuyén tdm hoc tap, nghién ctru. Xin chan thanh cam

on Chdng va cac Con than yéu, nhitng nguoi di hi sinh rat nhiéu cho su



nghiép cua t6i, 1a ngudn dong luc dé tdi khdng nging phan dau. Xin cam on
ban bé da chia sé, giup d& t6i moi mat trong qua trinh hoc tap va hoan thanh

luan an tét nghiép nay.

Ha Ngi, thang 01 nam 2018
Nguyén Thi Mai
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DANH MUC CHU VIET TAT

ADN: Axit deroxyribonucleic

APTT (Activater Partial Thromboplastin Time): Thoi gian thromboplastin
tirng phan hoat hoa

AUC (area under the curve): Dién tich dudi dudng biéu dién

HBV (Hematitis B virus): Vi rat viém gan B

HCV (hepatitis C virus): Vi rat viém gan C

HIV (human immunodeficiency virus): Vi rit suy giam mién dich

NST: Nhiém sic thé

PCR (Polymerase Chain Reaction): Phan ung chudi tring hop

PT (Prothrombin time): Thoi gian prothrombin

RFLP (Restriction Fragment Length Polymorphis): Pa hinh chiéu dai
doan cét gigi han

ROC (Receiver Operating Characteristic hay Receiver Operating
Curve): BPuong cong dac trung hoat dong caa bo thu nhan

TT (Thrombin Time): Thoi gian thrombin

WFH (World Federation of Hemophilia): Lién doan Hemophilia Thé giéi
VWEF (von Willerbrand factor) : yéu té von Willerbrand



PAT VAN PE

Hemophilia 13 bénh ua chay mau di truyén do ton thuong gen tong hop yéu
t6 VIII (d6i voi hemophilia A) hodc yéu t6 IX (ddi v6i hemophilia B). Gen tong
hop yéu t6 VIII/IX nim trén nhiém sic thé X va khong co alen tuong tmg trén
nhiém sic thé Y. Bénh di truyén 1in do d6 gip chi yéu & nam gidi, con phu nit 1a
nguoi mang gen.

Pic diém ndi bat cua bénh 1a chay mau kho cam & khap cdc vi tri trén co
thé, nhung hay gdp nhat 13 & khép va co. Néu duge chan doan sém va diéu
tri day du, ngudi bénh hemophilia hoan toan c6 thé c6 duogc cudc song binh
thuong, ngugce lai, néu duogc chan doan mudn ho s& bi cac bién ching do
chdy mau tai phat nhiéu 1an giy ra, tro thanh nguoi tan tat, tham chi chét
som. P6i vai ngudi phu nit mang gen bénh, ¢6 khoang 50% trong s6 nay cé
néng do yéu té VIII/IX thip, co6 nguy co bi chdy mau khd cdm sau chin
thuong, phau thuét hodc sinh dé va dic biét quan trong 13 c6 thé truyén gen
bénh cho thé hé sau. Chinh vi vay vi¢c phat hién va quan li bénh nhan va
ngudi mang gen trong gia dinh bénh nhan hemophilia hét sic c¢6 ¥ nghia
trong phong bénh va chira bénh.

Theo udc tinh caa Lién doan Hemophilia Thé gisi (World Federation of
Hemophilia - WFH), toan thé giéi c6 khoang 400.000 nguoi mac hemophilia,
trong d6 con téi 75% chua duoc chan doan va diéu tri day dua [1]. Udc tinh tai
Viét Nam c6 khoang 6000 nguoi bi hemophilia [2]. Theo tac gia Alison
Street, ctr tng v&1 mot bénh nhan hemophilia c6 khoang 5 nguoi phy nit mang
gen trong gia dinh [3], vi vay vdi khoang 6000 nguoi bénh, nudc ta c6 khoang
30.000 nguo1 mang gen hemophilia.

Mac du trong thoi gian qua, cong tdc cham s6c hemophilia tai Viét Nam

da c6 nhiéu tién bg, s6 luong bénh nhan dugc chan doan va quan 1i da tang



1én dang ké, tuy nhién moéi chi dat khoang 40% [4], con da sb ngudi mang gen
chua duoc chan doan va quan i.

Bénh hemophilia kéo dai sudt doi, chi phi diéu tri cao va lién quan dén
nhiéu chuy@n khoa, do vay ngudi bénh hemophilia rat can dugc phat hién sém
va quan Ii tét dé co thé kéo dai tudi tho, giam ti & tan tat va co duoc cudc
séng nhu ngudi binh thuong véi chat luong tot [5]. Do 1a bénh 1i di truyén
nén trong mot gia dinh bénh nhan cé thé c6 nhiéu ngudi bi bénh va nhiéu
ngudi mang gen bénh, vi vy, can cir vao pha hé cua nguodi bénh da dugc
chan doan co thé phat hién ra cac truong hop bénh nhan mdi va ngudi mang
gen gitip cho nguoi bénh va nguoi mang gen hemophilia dugc chan doan sém
va quan li kip thoi. Chinh vi vay, dé tai: “Nghién citu phdt hién bénh nhin
va nguwoi mang gen bénh hemophilia A dwa trén phan tich phda hé” duoc
thuc hién véi hai muc tiéu:

1. Phat hién cdc truong hop hemophilia 4 va nguoi mang gen bénh trong

gia dinh cac bénh nhan hemophilia A dwa vao phan tich pha hé.

2. Phén tich mét sé dac diem xudt huyét va xét nghiém dong mdu o bénh

nhan hemophilia A va nguoi mang gen bénh moi dwoc phat hién.



Chuong 1
TONG QUAN

1.1. Bénh hemophilia
1.1.1. Dinh nghia

Hemophilia 1a mot bénh rdi loan dong mau di truyén do thiéu hut hozc bt
thuong chirc ning ctia cac yéu to déng mau trong huyét twong: thiéu hut yéu té
V111 gay bénh hemophilia A; thiéu hut yéu t6 1X gay bénh hemophilia B.
1.1.2. Péc diém di truyén

Hemophilia 1a bénh di truyén lién quan dén nhiém sac thé giéi tinh X.
Qua nghién ctru nguoi ta thay gen san xuat yéu té VIII nam tai vi tri 28 trén
canh dai nhidm sac thé X va gen san xuat yéu to 1X nam & vj tri gitta 27.1 va
27.2 trén canh dai nhiém sac thé X, di truyén lan vi vay da s6 nguoi bi bénh 13
nam giéi, con phu nit 1a nguoi mang gen bénh. Theo Big va Macfarlane, cé
khoang 30% cac truong hop bi bénh nhung khong c6 tién sir gia dinh, nghia 1a
trong gia dinh chi c6 mot c& thé duy nhat bi hemophilia va truong hop nay
duoc goi 1a don phat [6]. Mot trudng hop don phat c¢6 thé 1a két qua caa su
truyén gen hemophilia tir cAc phu nit khong cé triéu chimg qua cac doi ma
chua dugc phat hién; hoac tir mot dot bién méi ¢ ngudi me va ngudi me 1a
ngudi mang gen; hoic 14 mot dot bién méi tir chinh bénh nhan hemophilia.
1.1.3. Chén dodn
1.1.3.1. Chdn dodn xdc dinh
a. Lam sang

- Bénh nhéan thuong la nam giai.

- Bénh nhan dé& bi bam tim tir khi con nho; chay mau 1au cam, tai phét
nhiéu lan & nhiéu vi tri: chan rang, mili, vét thuong, dai mau, di ngoai ra mau,
dic biét hay bi & khdp va co, c6 tinh chat 13p lai & mot co, mot khap.

- Chay mau kéo dai bat thuong sau chan thuong hoic phau thuét.



- Bénh nhan thuong c6 bién dang khép, teo co do chay mau nhiéu lan
& khop.

- Tién sur gia dinh: c6 nguoi nam gidGi lién quan ho me bi chay mau lau cam.
b. Xét nghiém

- APTT keo dai;

- Pinh lugng yéu té VIII: giam dudi 40% (Hemophilia A).

- Pinh lugng yéu t6 1X: giam dudi 40% (Hemophilia B).

- C4c xét nghiém: sb luong tiéu cau, PT, TT, fibrinogen, dinh luong yéu
t6 von Willebrand trong giGi han binh thuong.
1.1.3.2. Chdn dodn mirc d@o

Can ctr VAo nong do yéu to VIIVIX co so cta bénh nhan, nguoi ta chia
thanh 3 murc do:

- Mrc d6 nang (ndéng do yéu td VIII/IX < 1%): Bénh nhan thuong ¢ xuat
huyét tu nhién, khong lién quan dén chan thuong va thuong dugc phét hién
som khi tré tap di.

- Mrc do trung binh (ndng do yéu td VIII/IX 1 - 5%): Bénh nhan thuong
bi chay mau mét cach ty nhién hoic sau chan thuong nhe, biéu hién bénh ciing
xuét hién muon hon.

- Mirc d6 nhe (néng do yéu to VIII/IX 5 - 40%): Chay méau thuong chi
Xuat hién sau chan thuong ning hoic sau phau thuat [7],[8].

1.2. Co sé di truyén yéu td VII1
1.2.1. Pic diém sinh hec yéu té VIII

Yéu t6 VIII 1a mot heterodimer bao gém mot chudi nhe cd trong luong
phan tir 80.000 dalton va mot chudi niang trong luong phan tir tir 90.000 dén
200.000 dalton, duoc ndi véi nhau bang cau ndi kim loai (d¢ong). Trinh tu cac
acid amin tao ra cau tric gdom 6 viing sap xép theo tha tu: Al: A2: B: A3: C1:
C2 [9],[20],[11].



Yéu t6 VIII dugce tong hop chi yéu ¢ gan, mot lwong rat nho dugc tong
hop & than, rau thai, tuy, co, hach. Binh thudng, nong d6 yéu té VIII 14 50 -
200%, thoi gian ban hay tir 8 - 12 gio. Dau tién, yéu té VIII duoc tong hop
nhu mot chudi don gdm 2351 axit amin & ludi noi bao, sau d6 nd dugc chuyén
vao thé golgi va & ddy xay ra mot s6 phan tng dé hinh thanh phan ti dang
heterodimer nhur 3 m6 ta & trén. Ngay sau khi dugc tong hop, yéu té VIII gin
Vi yéu té von Willebrand (vWF) va duoc 6n dinh bai VWF bang nhiéu co ché
khac nhau: VWF bao vé yéu td VIII khoi su hoat hod bai yéu té Xa, khoi su
bat hoat boi protein C hoat hoa. Yéu té von Willerbrand (vWF) ciing ngan can
yéu té VIII trong viéc gin vai phospholipid va tiéu cau hoat hoa. Co so cua
nhitng chtic ning nay 1a VWF ¢6 thé mang yéu té VIIT dén vi tri gan cua cac
tiéu cau hoat hoa tai noi c6 thanh mach bi ton thuong [10],[12].

Yéu té VIII duoc luu thong dudi dang tién yéu té khdng hoat dong va
dugc hoat hda nho qué trinh xGc tac phan giai boi thrombin hoac yéu té Xa
bang céach cat yéu t& VI & vi tri Arg 372 (chd ndi Al - A2), Arg 740 (chd
ndi A2 - B) va Arg 1689 (chd ndi B - A3) (hinh 1.1). Khi ving A2 tuong tac
véi phiac hop AL/A3 - C1 - C2 thi yéu t6 VIII thuc sy duoc hoat hoa
[12],[13]. Yéu t5 VIlIla va yéu té 1Xa lién két trén bé mat tiéu cau hoat hoa dé
tao thanh phtc hop hoat hod yéu to X chirc nang ("Xase"). Véi sy ¢ mat cua
yéu to Vllla, toc do hoat hod yéu té X boi yéu té IXa tang 1én nhiéu lan.
Hemophilia A va B giéng nhau vé biéu hién 1am sang 1a bai ca yéu té Villa
va IXa déu can cho ciu thanh phic hop Xase. O bénh nhan hemophilia, sy tao
thanh cuc dong bi cham lai bai thrombin bi giam san xuat mot cach dang ké,
cuc mau dong kém bén viing va dé bj tan [9],[12],[13].

1.2.2. Vi tri va cdu tric cia gen ma hda yéu té VIII
Gen quy dinh tong hop yéu té VI nam & vi tri Xg28 trén NST giai tinh X.

Cau tric gen F8 va co ché bénh hoc phan tir da duoc nghién ciu day du



va rd rang. Gen F8 Ia mot trong nhitng gen 16n nhat co thé, co kich thudc
186kb gom 26 exon, trong d6 24 exon c6 kich thudc tir 62 bp dén 262 bp va 2
exon 16n nhat 1a exon 14 (3106 bp) va exon 26 (1958 bp) (hinh 1.1).

1 14 22 26
a. Gen F8 T T & T UF_IM U]
(186 kb, 26 exon) iﬂ FaB
b. MRNA F8 /
(9 kb) 5 ¥
c. protein F8 u » =
(2332 22) NH, [ Al A2 | 5 [~ A5 [ Ci | C2 | COOH
! ! t
Ag372 ArgT40 Arg1,689
al a2
NH, === 5 | [ A3 "¢l [ C2 | COOH
!
Arg372 Arg740
: I : ]
Chudi nang Chudi nhe
d. Protein dang hoat héa
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Nz coon
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Cu’
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Hinh 1.1: Cdu triic gen va protein yéu té VIII
(Nguon: Graw J, Brackmann HH, Oldenburg J et al(2005)[14])

a) Gen F8 bao gom 25 intron va 26 exon trong dé exon 26 md héa cho vimg 3 'UTR; ving
intron 22 chiza 2 gen F8A va F8B. b) Phan tir mRNA dirgc phién ma co kich thuoc 9 kb. ¢) va
d) Cdc buréc hoan thién phan ti protein F8 thanh mét yéu té VI hoan chink diroc hoat hda.

Gen F8 md hoa protein yéu té VIII gdm hai chudi ning va nhe ndi voi
nhau boi ion kim loai (dong). Cau trc cua phtc hop nay duoc giit 6n dinh
nho su tuong tac gilta cac lién két wa nudc va ki nudc véi yéu té von
Willebrand va Ca* [9],[10],[13]. Chudi ning c6 dau N tan, gém céc ving Al
- A2 - B, chudi nhe c¢6 dau C tan, gom céc viing A3 - C1 - C2. Vung B duoc
ma hda bai mot exon 16n va khong co sy tuong dong véi bat ky gen nao da
biét. Khi thay phan hoan toan ving B tao thanh asparagin, serin va threonin.
Vung B khong can cho chitc ning cua yéu té VIII va sau qua trinh dich ma,
viing B bi cat khoi chudi nang caa yéu té V111 [9],[10],[12],[13].



1.2.3. Cac dang dét bién gen yéu té VII1 gay bénh hemophilia A

Khi gen F8 bi dot bién, té bao giam hoac mat kha niang tong hop yéu t6
VIII gay nén bénh hemophilia A. C6 nhiéu dang dot bién gen F8 gay bénh
hemophilia A: Dot bién diém (thay thé nucleotid giy dot bién sai nghia hodc vo
nghia) chiém ty & cao nhat (47,5%), dot bién dao doan gdm dao doan intron 1
va intron 22 (36,7%), dot bién mat doan gen chiém khoang 10 - 15%. Tuy
thudc vao kiéu gen va vi tri dot bién trén gen F8 ma gay ra bénh véi mic do
nang nhe khac nhau [9],[10],[15].
1.2.3.1. D¢t bién diem

Dot bién diém gen F8 khi cd su thay do6i nucleotid trén gen. Nghién cau
cua tac gia Shima va cong su (nam 1989) chi ra rang dot bién thay thé arginin
thanh histidin tai vi tri 372 gay bién doi vi tri cat caa thrombin va lam qué trinh
hoat hoa yéu té VIII bi rdi loan, hoat tinh yéu t6 VIII giam manh xudng con 3 -
5% [15]. Nam 2000, Jacquemin va cong su da chimg minh dot bién thay thé
serin thanh tyrosin tai vi tri 2119 (vung C,) lam giam dét ngot kha nang tuong
tac gitra yéu té VI va VWF, dang dot bién nay thuong gap ¢ mic d6 nhe va
trung binh [16]. Piéu dang chu ¥ 1a cac dot bién gay hemophilia A nam rai rac
trén 26 exon ma khong tap trung vao mot vung hotspot. Tac gia Goodeve (nam
2003) va Jochen Graw (nam 2005) chi ra phan 16n cac dot bién diém déu c6 xu
hudng xuat hién & doan trinh tuw CpG gay thay thé acid amin arginin thanh mot
acid amin khac hoac codon két thic, vi du: tai vi tri Arg 527, Arg531, Arg593,
Arg 1689, Arg1781, Arg1941, Arg2209, Are2304. . [13],[15],[17]

Phan I6n cac bénh nhan mang dot bién & arginin déu & mac do6 nang
[14],[15].
1.2.3.2. Bét bién ddo dogn

Mac du khong co vai tro trong viéc ma hda hay tham gia vao qué trinh

hoat hda yéu té VIII nhung cac vung intron ctia gen F8 lai 1a tAc nhan chinh



gay ra cac dang dot bién dao doan & cac bénh nhan hemophilia A mirc d6 ning.
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Hinh 1.2. Co ché gay dét bién ddo doan intron I va intron 22
cua gen F8 (b1, b2)
(Nguon: Ye Jee Shim, Kun Soo Lee (2010) [18])

b1) Do dogn trinh ty int22h1 ciia intron 22 c¢é dé twong dong rat cao véi hai ving int22h2
va int22h3 nam ngoai gen F8 nén hién nrong tai té hop twong dong dién ra trén nhiém sdc
thé X tai vi tri gen F8, phan cat gen F8 thanh 2 manh; dgt bién ddo doan intron 22 chiém
tdi 50% cac bénh nhan mize dé nang.

b2) Co ché gdy dét bién ddo doan intron 1 dién ra tirong tw nhuw dét bién dao doan intron
22, dang dgt bién nay phat hién ¢ 5% sé bénh nhan mize dé nang.



Dang dot bién dao doan phd bién nhét 1a dao doan intron 22, chiém téi
50% cé&c bénh nhan méic bénh & mac do ning. Cach gen F8 mot doan 500 kb
vé phia ¢au mut, nhiém sac thé X ton tai hai ving int22h2 va int22h3 c6 trinh
tu tuong dong dén 99,9% v&i mot doan thudc intron 22 gen F8 (ving
int22h1). Qué trinh tai to hop tuong dong gitra ving int22h1 va mot trong hai
viing int22h2 va int22h3 chia cit gen F8 thanh 2 doan (exon 1 - 22 va exon 23
- 26) cach nhau 400kb gay bat hoat hoan toan gen ma hoéa yéu té VIII. Hién
tuong tai to hop tuong tu ciing dién ra gitra intron 1 (intlh1) va ving trinh ty
tuong dong int1h2 cach gen F8 mot doan 140kb vé phia dau mat nhiém sac
thé gay nén dang dot bién dao doan intron 1 xuat hién & 5% céac bénh nhan
mac d6 nang [18],[19],[20],[21].
1.2.3.3. Pt bién mat doan cua gen yéu té VI

Dot bién mat doan 1én chiém 2 - 5% bénh nhan hemophilia A mac d6
nang. C6 thé mat 1 exon hoic mat toan bo gen. Co ché phan tir cua dang dot
bién nay da dwoc két luan 1a do qué trinh tai to hop dan dén hién twong lap lai
alu [18]. Dot bién chén doan I6n va hién tuong alu lam dat giy gen F8 va gay
bénh hemophilia A mic do nang. Mat doan va chén doan nho ciing thuong
gap trong hemophilia A mutc do ning, trong d6 thay ddi tir 1 - 55 nucleotid.
Pho bién nhat 1a mat hodc chén nucleotid adenin vao exon 14, thudng xay ra
trong ving tir ¢.3637 dén ¢.4379 [18].

1.3. Cac phwong phap chin doan ngudi mang gen

Ngudi phu nit mang gen bénh ngoai viéc c6 thé sinh ra con céi bi bénh
hodc mang gen con cd nguy co chay mau bat thuong do c6 dén 50% nguoi
mang gen c6 nong do yéu té dong mau thap. Chan doan tinh trang mang gen
vira gitp cho ho cd thé chii dong trong qua trinh sinh dé, ké hoach hda gia
dinh dé c6 thé sinh ra thé hé sau khoe manh, vira gidp phong tranh céc bién

chuing do chay méu lau cam gay ra.
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1.3.1. Phan tich pha h¢
1.3.1.1. Pha hé la gi

Pha hé 1a dai dién di truyén cia mot gia dinh trong d6 so dd hda sy di
truyén caa mét tinh trang hodc mét bénh qua céc thé hé. Pha hé thé hién méi
quan hé gitra cac thanh vién trong gia dinh [22],[23],[24].

Dé biét dugc va ca nhan nao bi bénh, ca nhan ndo mang gen bénh, mot
pha hé can c6 thong tin it nhat 1a 3 thé hé. Pé xay dung duoc pha hé cho mot
gia dinh can khai thac ki ludng vé tién str ban than va tién st gia dinh cta cé
nhan bi bénh. Viéc khai thac thong tin nén bat dau tién hanh tr nguoi bénh,
sau d6 dén anh chi em, bd me, céc thé hé trudc nhu éng ba, cu Ki..., r6i dén
thé hé sau, cang nhiéu cang tét. Cac thong tin thu thap bao gom:

- Thong tin chung nhu té€n, ndm sinh,

- Nguén gdc gia dinh, chung toc,

- Tinh trang stc khoe,

- Tudi luc tir vong va nguyén nhan ti vong cua cac thanh vién trong
gia dinh.

- Két qua thai ki ciia bénh nhan va nhitng nguoi c6 quan hé huyét thong

Theo thoi gian, cac thong tin cta bénh nhan va gia dinh sé& thay doi nén
can yéu cau ngudi bénh cap nhat théng tin vé gia dinh mot cach dinh ki
[2].[25],[26]..
1.3.1.2. C4c biéu tuwong quy woc trong vé pha hé

Trong pha h¢, thong tin va mdi lién hé caa thanh vién trong gia dinh
duogc thé hién dudi dang so dd va biéu tuong da duoc chuan héa, dé nhan dién
va thuc hién (v&) nhanh hon so véi viét thong tin [24],[27],[28]. Dudi day 1a
mét sb biéu tuong quy udc trong V& pha hé caa hoi Tu van di truyén qudc gia
(M¥) nam 2008 [28].
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Bang 1.1: Mot s6 biéu twong quy wdc trong vé pha hé [28]
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So dé 1.1. Ky hiéu phd hé
Chir s6 La ma chi sé doi, chiz s6 A rdp chi s6 & nhan ciia cdc doi.
Vi du 1:2 1a ba ngoqi cua 1l1:1.
1.3.1.3. Phan tich pha h¢

Phan tich pha hé cho phép phét hién duoc quy luat di truyén caa mét sd
bénh. Bén canh d6, néu bénh Ii di truyén ma gia dinh d6 mac da biét quy luat thi
can ctr vao pha hé cd thé xac dinh duoc kiéu gen, nguy co mic bénh, nguy co
mang gen bénh cua cac thanh vién trong gia dinh [25],[29].

Hemophilia 12 vi du dic trung cho bénh Ii di truyén lan, nhiém sac thé gioi
tinh. Trong truong hop nay nam gidi 1a ngudoi bénh va nir gidi la nguoi mang
gen bénh. Do gen quy dinh san xuat yéu t5 VIII/IX nam trén nhidm sic thé X, di
truyén lan va khong c6 alen twong tng trén nhidm sac thé Y vi vay can ctr vao
quy luat di truyén caa Mendel, dua vao pha hé c6 thé xac dinh duoc nam gidi co
kha niang bi bénh, nam giéi binh thuong, nguoi phu nir chac chin mang gen va
nguoi phu nir ¢ kha nang mang gen.

Néu mot nguoi dan ong bi bénh ldy mét ngudi phu ni binh thuong thi tat

ca con géi cua ho 13 ngudi mang gen, con con trai thi binh thuong (so d6 1.2).
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O

h

XY XX
bd bj bénh me binh thuong

[ ]
h
XY XX

tat cd con trai tat ca con gai
binh thuéng mang gen bénh

So dé 1.2. So do di truyén bénh hemophilia 1
Néu mot nguoi phu nit mang gen hemophilia lay mot nguoi dan 6ng
binh thuong thi xac suat cho mdi lan sinh con cua ho 1a: 25% con trai binh

thuong, 25% con trai bi bénh, 25% con gai binh thuong, 25% con gai mang

gen bénh (so d6 1.3).
()

h
XY XX
bé binh thwéng me mang gen bénh
[ ]

h h

XX XX XY XY

25% 25% 25% 25%
con gai con géi con trai con trai

manggenbénh  pinp thivemg bj bénh binh thuéng

K&t qua cé thé trén mét [an sinh
So dé 1.3. So do di truyén bénh hemophilia 2
Néu mot nguoi phu nit mang gen bénh két hon véi mot nguoi dan éng bi
bénh thi xac suét cho mdi 1an sinh con cua ho 1a: 25% con trai bi bénh, 25% con

trai binh thuong, 25% con gai bi bénh, 25% con gai mang gen bénh (so d6 1.4).
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()

h

XY hyxx
bé bi bénh me mang gen bénh
Pxx" " xx XY XY
25% 25% 25% 25%

con géi con géi con trai con trai
bjbénh  mang gen bénh bj bénh binh thuéng

K&t qua c6 thé trén mét [an sinh

So dé 1.4. So do di truyén bénh hemophilia 3

Ngwoi phu nir chdc chian mang gen khi théa mdn 1 trong 4 diéu
Kign sau:

- C6 it nhat hai con trai bi bénh.

- La con cua bénh nhan hemophilia.

- C6 1 con trai bj bénh va c6 it nhat 1 nguoi dan 6ng trong ho me bi bénh.

- C6 1 con trai bi bénh va trong gia dinh ho me ¢6 it nhat 1 ngudi duoc
chan doan 1 ngudi mang gen.

Ngwoi phu ni# ¢6 khd ning mang gen khi théa mén 1 trong 3 diéu
kign sau:

- C4 1 con trai bi bénh va trong gia dinh khong c¢6 ai bi bénh ciing nhu
mang gen bénh.

- C6 it nhat 1 nguoi dan ong trong ho me bi bénh va khéng cé con trai
bi bénh.

- La con cta mot nguoi mang gen bénh [9],[17],[30],[31].

Vi du dién hinh 1a pha hé cua Nit hoang Anh Victoria. Can ctr vao pha
hé nay c6 thé nhan biét ai 1a nguoi chac chan mang gen va ai c6 kha nang

mang gen.
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Edward Victoria
Duke of Kent D——O Princess of Saxe-Coburg
(1767-1820) (1786-1861)

Victoria
18‘1‘:‘1]::;; Queen of England
( (1819-1901)
Victoria Alice Louis of Hesse Alfred Helena Louise Arthur Beatrice Henry

Frederick  Edward VIlof | Alexandra

England

GO0 Ooum

Alice of Athlone Alfonso XIII [Eugenie Leopold Maurice

Irene | Hen
S L of Spain

Wilhelm I Sophie of

Greece : ‘
3 Waldemar  prince  Henry i is Lady May Rupert Alfonso Gonzalo
Sigmund Tatiana Anastasia Abel Smith
of Prussia
- Juan Carlos
Princess Prince Philip of Spain
Margaret  Elisabeth
D Nam gi6i binh thuong
O Nt gidi binh thuong
Princess Ann  Prince  Prince Prince

Charles Andrew Edward e
Nam gidi bi bénh
O Nir gigi mang gen bénh

Nam gidi chét khi con nho,
¢0 the bi hemophilia

Hinh 1.3. Pha hé gia dinh Nit hoang Anh Victoria [32]
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N hoang Victoria sinh nim 1819 va Ién ngdi tri vi Vuong qudc Anh
nim 1987. Nam 1840, ba két hon véi anh ho 1a hoang tir Albert, sinh ra 9
ngudi con, 4 trai va 5 gai trong do nguoi con trai Gt la Leopold I bi
hemophilia. Sau khi két hon, hai con géi cua ba 1a Alice I va Beatrice ciing
sinh ra con trai bi hemophilia (Frederick con cua Alice I; Leopold Il va
Maurice con cua Beatrice). Leopold I sau d6 sinh dugc 1 con gai la cong
nuong Alice II, ngudi sau nay ¢6 1 con trai 1a Rupert cting bi hemophilia.

Nir hoang Victoria khi mai chi sinh con trai 1a Leopold | bi bénh thi
duogc xac dinh la nguoi c6 kha nang mang gen. Nhung sau khi 1 trong 3 chau
trai ctia ba la Federick, Leopold II, Maurice dugc phat hién bi hemophilia thi
ba dugc x4c dinh 1a ngudi chac chan mang gen.

- Cong nuong Alice II 1a con gai cua Leopold I (bénh nhan), vi vay la
ngudi mang gen. Cong nuong Alice IT sau d6 da truyén gen bénh cho con trai
la Rupert.

- Alice I c6 1 em trai Leopold | va con trai Federick bi hemophilia nén
ba la nguoi mang gen.

- Beatrice c0 hai con trai la Leopold Il va Maurice bi bénh nén ba la
nguoi mang gen.

Tuong tu chiing ta xac dinh dugc Irene, Alix, Eugenie 1a ngudi mang
gen [30], [33].

1.3.2. Phan tich yéu té dong mdu

Lyonization thudng dugc goi la bat hoat nhiém sac thé X la qua trinh ma
1 trong 2 ban sao cua nhidm sic thé X cua dong vat cd vl cai bi bat hoat.
Nhiém sic thé X khdng hoat dong dugc im lang bang cach dong goi thanh di
phién ma khong hoat dong. O dong vat c6 vi, nam gigi nhan mot ban sao
nhiém sac thé X tir me, trong khi nir gigi nhan hai ban sao nhidm sic thé X tir

bd va me. Pé ngin chin céc té bao nir ¢ nhiéu gap doi cac san pham gen tur
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nhidm sic thé X so voi nam gidi, mot ban sao caa nhidm sic thé X trong mdi
té bao nir duoc bat hoat. O giai doan bao thai cia dong vat ¢ vi, sy lya chon
nhiém sic thé X bat hoat 12 ngau nhién, trong khi & loai tha c6 tdi, nhidm sac
thé bi bat hoat 1a nhiém séic thé c6 ngudn gdc tir bd. Sy bat hoat nay xay ra &
nhiéu giai doan khac nhau cua céc dong té bao khéac nhau, vi vay, ddi véi
nhiing truong hop bénh 1i di truyén lién quan dén nhidm sic thé gii tinh X,
ca thé nir mang gen bénh s& c6 ca céac té bao mang kiéu hinh binh thuong va
kiéu hinh dot bién. Hién twong nay duoc goi la thé kham Mary Lyon, 1a két
qua dugc Mary Lyon khdm pha sau khi quan sat tinh trang mau 16ng ¢ chudt
di hop tir. Do d6, mét ca thé nit mang gen di truyén lin ciing c6 thé biéu hién
bénh, mac du chi can 50% té bao biéu hién gen binh thudng thi chirc nang nd
thé hién ciing da c6 thé binh thuong [22],[33].

Tu nhimg nam 1970, nguoi ta da phat hién c6 mét ti 1€ nguoi mang gen
hemophilia A ¢ nong d6 yéu té VIII thap hon so voi nguoi binh thuong, diéu
nay duoc cho 13 hau qua caa viéc bat hoat nhidm sic thé X nhu da trinh bay ¢
trén. Tuy nhién, do yéu t VIII cua ngudi binh thuong ciing dao déng nhiéu,
kém theo ¢ nhiéu yéu té anh huong dén nong do yéu té VIII nhu nhém mau
ABO (nguoi ¢ nhém mau O thuong ¢ ndng do yéu to VIII thap hon so voi
nhom mau khac O), stress, tinh trang co thai, sir dung hooc—mon... nén khong
thé suy ngay ra tinh trang mang gen néu cé yéu té6 dong mau thap [31]. Bén
canh d6 cac tac gia ciing nhan thay hemophilia A anh hudng dén viéc san xuat
yéu to VIII nhung khong anh huoéng dén protein mang l1a yéu té von
Willebrand vi vay nong d6 yéu té von Willebrand & bénh nhan hemophilia A
va ngudi mang gen van binh thuong, da s6 ngudi mang gen san xuat nhiéu
yéu té von Willebrand hon 1a yéu t& VIII va vi vay ti s6 hoat tinh yéu té
VIll/yéu té von Willebrand (VIIIVWF:Ag) & nhém phu nit mang gen thap

hon & nhdm phu nit binh thuong. Ti sé nay theo nghién ctu cua cac tac gia
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dao dong tur 0,74 - 2,2 & nhom ngudi binh thuong va 0,18 - 0,9 & nhém nguoi
chic chin mang gen [34],[35]. Néu duoc thuc hién trén ciing mot mau mau,
trong mot phong xét nghiém chuan hda thi ti sé6 VIIIVWF:Ag ma ¢ d6 su
chdng chéo gitra hai nhdm phu nit binh thudng va nhém phu nit mang gen 1a
thap nhat c6 thé dung dé xac dinh tinh trang mang gen hemophilia A cho
ngudi phu nit ¢6 lién quan [33],[34],[35],[36],[37],[38]. Tuy nhién han ché
ctia phwong phép 1a chi ¢d thé chi ra ngudi phu nit mang gen néu c6 ti s6 thap
ma khong khang dinh dugc nguoi phu nit khdng mang gen khi c6 ti sb cao.
Hon nita, khong c6 mot hang sb chung cho tat ca cac phong xét nghiém, mdi
noi phai xay dung cho minh mét ngudng riéng [9],[31],[33],[36],[37],[38]. Vi
du ngudng xac dinh ngudi mang gen ¢ an Do 12 0,7 [39], thi ¢ Philippin 12 0,6
[40], Thai Lan Ia 0,82 [41]. Hién nay, phuong phap nay van dugc ap dung tai
cac co s& chua trién khai duoc xét nghiém di truyén hoic cac truong hop
khong phat hién duoc ton thuong di truyén cua ca thé bi hemophilia trong gia
dinh [31],[33].
1.3.3. Phan tich tén thwong di truyén

Sau khi gen yéu té VIII va yéu té6 IX dugc nhan Ién trong phong thi
nghiém thi nguoi ta ¢d thé xac dinh chinh xac tinh trang mang gen ciing nhu
chan doan trudc sinh thai nhi hemophilia A va B bang cach phan tich ADN.
1.3.3.1. Phan tich truc tiép dét bién

Phan tich gen caa bénh nhan hemophia A cho thiy c6 téi hon 2179 dot
bién trén gen yéu té VIII da dugc phét hién [42]. Bé chan doan mot nguoi phu
nit c6 phai 1a ngudi mang gen hay khong, cach tét nhat 1a xac dinh xem ADN
ctia ¢d 4y c6 cung dot bién gidng nhu nguoi bi hemophilia trong gia dinh hay
khong. Pau tién nguoi ta s& 1y méau cia ngudi bénh hemophilia va nguoi
nghi ngd mang gen dé tach chiét ADN tir té bao bach cau cua ho. Tiép theo,

phan tich dé tim dot bién caa nguoi bénh 1a dot bién gi, sau d6 xac dinh nguoi
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phu nir c6 mang dot bién ddy hay khong. Co hai ki thuat chinh dé phat hién
dot bién 1a ki thuat PCR va giai trinh tu gen. Voi cac ki thuat nay, phan tich
truc tiép co thé phat hién duoc 97% cac truong hop hemophilia A [31]. Tuy
nhién, do d6 16n cua gen ciing nhu sy da dang vé dot bién nén day 1a mot
phuong phép yéu cau ki thuat va tay nghé cao, tén nhiéu thoi gian va chi phi
dit do6. Doi véi cac trudng hop hemophilia A mie do ning thi dot bién nén
duoc sang loc dau tién 1a dao doan intron 22 sau d6 dén dao doan intron 1; li
do boi cac dot bién nay dugc tim thay ¢ 45 - 50% bénh nhan hemophilia A
mutc d6 nang ddi voi dao doan intron 22 va 1 - 5% ddi voi dao doan intron 1
[8],[43]. Dé phét hién cac dot bién nay cd thé str dung phuong phap khuyéch
dai chudi dai (long PCR) hoic Southern blot. Bén canh d6, nguoi ta ¢ thé
giai ma tryc tiép trinh tw ADN. Xu hudng hién nay, cac labo thuong sang loc
cac dot bién trén gen yéu td VIII va IX di duoc phat hién trude do. Doi voi
cac dot bién chua biét thi tly thudc vao trang thiét bi va trinh do nhan luc, cac
labo c6 thé chon lua nhimg phuwong phap thich hop nhu sac ki 1ong hiéu ning
cao ap bién tinh (denaturing high performance liquid chromatography-
dHPLC) va dién di xac dinh do nhay cao (conformation sensitive gel
electrophoresis- CSGE)...[44].

Nhu trén da trinh bay, dé c6 thé chan doan duoc tinh trang mang gen cua
nguoi phu nir thi can ¢ mau mau cua thanh vién bi bénh hemophilia trong gia
dinh. Tuy nhién, treong hop khdng ¢6 mau mau caa ngudi bénh thi ¢d thé su
dung mau mau cua nguoi chac chin mang gen (trong gia dinh). Mot s6 tac gia
khuyé&n nén phan tich ton thuong di truyén va luu trit két qua, hoic luu trit
ADN cho tat ca cac gia dinh hemophilia, dic biét nhiing gia dinh chi c6 mot
nguoi duy nhat bi hemophilia phong khi néu ngudi dé tir vong sé khdng 1am
méat di co hoi duoc chan doan tinh trang mang gen cho cac thanh vién khéc

trong gia dinh [33].
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1.3.3.2. Phan tich lién két

Phan tich lién két 1a phuong thirc theo ddi sy di truyén caa nhiém sac thé
X bi dot bién trong gia dinh. Phuong thic ndy dua trén cac da hinh lién két
trén nhidm sic thé X. Pa hinh 13 nhiing thay d6i xay ra trén trinh tu nucleotid
cua gen dan dén tinh da dang, tao ra sy khéac biét gitra nguoi nay véi nguoi
kia ma khong anh huéng dén chirc ning cta gen d6 nhung c6 thé sir dung dé
chan doan. Trong hemophilia, da hinh phan tich phai nam trén nhiém sac thé
X, di truyén cung gen yéu té VIII va phai c6 gia tri théng tin. Gia tri théng tin
da hinh 13 tan suat xuat hién, ty I di hop tir va twong tac lién két véi da hinh
khac. Gia tri nay khac nhau giira cac ching toc ngudi. Ngudi di hop tir vé da
hinh nao 13 nguoi ¢6 2 alen khac nhau vé da hinh d6 trén 2 nhiém sac thé X
cta minh, va duoc goi la co thong tin. Ti I¢ di hop tr ctia da hinh nao cang
cao thi hiéu qua chan doan cua da hinh dy cang tét. Ti Ié di hop tir cua cac
marker da hinh nay rat thay doi & cac toc nguoi khac nhau. Bén canh do, co
mot s6 da hinh lién két trong quan véi nhau; ndi cach khac 1a c6 mot alen cua
da hinh nay lién két véi mot alen cua da hinh khac vi vay khi phéi hop 2 da
hinh nay vai nhau sé it 1am tang ti Ié ¢ thong tin. Chinh vi vay dé dam bao
hiéu qua cho viéc chan doan, viéc chon lya st dung da hinh nao can can ca
vao ti Ié di hop tir cling nhu su lién két twong quan giita cac da hinh cua quan
thé ngudi d6 [45]. Hau hét cac da hinh c6 thé phan tich bang ki thuat cat
enzym giéi han. Enzym gi6i han cat chudi ADN tai mot vi tri dic hiéu cho
tirng enzym. Néu co cac da hinh ty nhién xay ra, vi tri cat dic hiéu sé thay
d6i do vay do dai cua doan cét ciing s& thay doi theo gitta cac ca thé khac
nhau ciing nhu giira 2 nhiém sac thé X caa nguoi phu nit dugc phan tich.
Pay chinh 13 can ctr dé xac dinh alen bi dot bién ¢ ngudi phu nit mang gen
[42], [46], [47].

C6 7 loai biallelic 1a cac da hinh trong gen (intragenic) yéu té6 VIII da



21

dugc mo ta va st dung dé xac dinh ngudi mang gen ciing nhu chan doan
trede sinh hemophiliaA: Bcll, Hindlll, Xbal, Bgll, Mspl (1), Mspl (2), va
Tagl trong d6 Bell duoc sir dung nhiéu nhat trén thé giéi. Hai da hinh ngoai
gen mutiallelic 1a doan lap 2 nucleotid (CA)n ¢ intron 13 va (CA)n(CT)n ¢
intron 22 ciing duoc st dung c6 hiéu qua ¢ nhiéu toc ngudi. Bén canh do, co
2 da hinh ngoai gen nam trén locus hemophilia ciing dwgc s dung, d6 1a
Bglll/DX va Taql/St14. Tuy nhién, do nguy co tai t& hop trong qua trinh
giam nhiém ma ngudi ta it sir dung cac mdi ngoai gen. Sir dung phuong phap
khuyéch dai chudi (PCR) nguoi ta c6 thé phat hién duoc cac RFLPs trong
vong 1 - 2 ngay thay vi 10 — 14 ngay so véi ki thuat RFLP qui udc [42],[45].

Pé phan tich lién két xac dinh nguoi mang gen va chan doan trudc sinh
can ¢ mau mau caa ca ngudi bénh 1an mot sé thanh vién khac trong gia dinh,
diéu nay doi khi gap kho khan do cac thanh vién song xa vé mit dia li hoic c6
thanh vién trong gia dinh da chét, hoac khong hop tac... Hon nita, d6i vdi cac
truong hop don phat thi phuong phap nay khong thuc hién duoc.

Nhu vay, dé st dung phuong phap phan tich gian tiép gen xac dinh
ngudi mang gen can luu ¥ cac diém sau:

- Nguoi me 1a mang gen phai di hop tir véi da hinh dugc st dung.

- Néu phdi hop cac da hinh can biét su twong quan lién két giira ching.

- Khoang céch giira da hinh va gen can dugc biét vi nguy co tai té hop
lién quan truc tiép dén khoang cach giita da hinh va dot bién.

- Ti Ié c6 thong tin phu thudc vao ti I¢é di hop tr cia da hinh cua ting
quan thé va can xac dinh ti 1& nay trude khi tién hanh phan tich ADN.
1.3.3.3. Hemophilia don phat

Hemophilia don phat 1a truong hop hemophilia xuat hién dau tién trong
gia dinh. Dot bién méi gay hemophilia xay ra thuong xuyén, dic biét ¢ cac té

bao phan chia vai tc d6 nhanh nhu té bao dau dong cua tinh tring va té bao
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phéi trong khi dot bién & tring xay ra véi tan suat thap hon. Phan 16n ngudi
me cta bénh nhan hemophilia don phat c6 dot bién soma, nghia 1a dot bién c6
trong tat ca c4c té bao. Pa sd dot bién cua ngudi phu nit ¢d ngudn gbc tir tinh
tring cua bd, mot sé ¢ ngudn gdc tir me. Mot sé dot bién xuat hién trong 1 té
bao hoic tir bd, hoic tir me khi ho tao thanh phéi va té bao dot bién phat trién
thanh tuyén sinh duc hodc 1 phan cua tuyén sinh duc. Mot vai ngudi me cua
hemophilia don phat c6 thé mang dot bién & mot sé té bao chir khéng phai ¢
tat ca cac té bao, trudng hop nay goi la thé kham. Trong trudng hop nay, dot
bién co thé vira c6 ¢ té bao trang, vira co ¢ trong bach cau (1a té bao thuong
dung dé phét hién dot bién); hoic chi c6 ¢ tring ma khéng cé trong bach cau.
Chinh vi vay tat ca nguoi me ciia bénh nhan hemophilia don phat can duoc
coi 1a ngudi mang gen va nén tim thém dot bién & trang néu khong tim thay
trong bach cau [33].
1.4. Chan doan trwéc sinh
Chan doan trudc sinh 1a mot phan quan trong trong chim soc nguoi
mang gen va gia dinh ctia ho. Trong mdi lan sinh, ngudi mang gen c6 nguy co
truyén gen bénh cho 50% con géi va 50% con trai. Viéc quyét dinh 1am chan
doan trugc sinh va c6 dinh chi thai nghén hay khéng rat phac tap va phu
thudc vao nhiéu yéu t6. Nguoi thay thudc can trao d6i voi ngudi mang gen va
gia dinh ho Vé tat ca nhiing kha ning c6 thé xay ra va cac bién phap co thé ap
dung dé chan doan trudc sinh, tét nhat 1a vao thoi diém trudéc khi cé thai.
Cac bién phap chan doan trude sinh &p dung cho hemophilia:

1.4.1. Sinh thiét gai rau

La phuong phap duoc ap dung nhiéu nhat trong chan doan trudc sinh
hemophilia. Thu thuat duoc tién hanh vao tuan thi 9 - 14 caa thai ki duéi su
huéng dan cua siéu am dé lay mau gai rau 1am phan tich di truyén. Mau ADN

thai nhi chiét tach tir t6 chac gai rau s& dugc phan tich giéi tinh va phan tich



23

tén thuong di truyén truc tiép hodc cac da hinh lién két. Ti 1& hong thai lién
quan dén thu thuat nay 1a 1% [8],[48]. Uu diém cua sinh thiét gai rau 1a néu
thai nhi bi bénh thi viéc dinh chi thai nghén vao 3 thang dau cua thai ki dé
dugc chip nhan hon vé tam li ciing nhu it anh hudng hon dén stic khoe cua
nguoi me.
1.4.2. Choc éi

Puoc tién hanh vao tuan thir 15 — 17 cua thai ki dudi huéng dan cua siéu
am. Sau khi 1y duoc nudc 6i, nguoi ta s& li tam 14y té bao nuéc 6i dem nudi
cay trong moi trudng thich hop sau d6 phan tich di truyén dé xac dinh thai nhi
c6 mang bénh hay khdng. Nguyén tic phat hién bénh ciing twong ty nhu véi
sinh thiét gai rau. Nhugc diém caa phuong phép 1a ¢ thé khong lay du luong
ADN dé phan tich. Tuy nhién, vé&i sy tién bo cia cac ki thuat PCR nhuoc
diém nay cd thé khic phuc duoc [8].
1.4.3. Dinh lwong nong dp yéu té dong mdu cia thai nhi

Dué6i hudng dan caa siéu &m, vao tuan thir 18 - 20 cua thai ki, qua tinh
mach rén, nguoi ta ldy mau cua thai nhi sau d6 dinh luong yéu té VIII/IX,
thong qua d6 biét duoc thai nhi c6 bi bénh hay khong. Pay 1a mot thu thuat
kho, chi thuc hién khi khéng xac dinh duoc ton thuong di truyén cua thanh
vién bi hemophilia trong gia dinh hodc khi nguoi me khong cd thong tin sau
khi phan tich ADN. Nguy co hong thai lién quan dén thi thuat 1a 1,25%.
1.4.4. Chdn dodn giéi tinh thai nhi

Biét sém gidi tinh cua thai nhi gitp chu dong trong qué trinh chan doan
trude sinh ciing nhu chi dong trong qué trinh chuyén da cia ngudi mang gen.
Nhiéu gia dinh chi tién hanh chan doan trudc sinh néu thai nhi la nam gigi c6
nguy co bi bénh. Gigi tinh thai nhi cd thé chan doan twong ddi chinh xac bang
cach phan tich ADN tu do cua thai nhi luu hanh trong mau me & tuan thi 7 —

9 cua thai ki; hoic cd thé sir dung cac thu thuat c6 xam lan (sinh thiét gai rau,
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choc 6i) dé phan tich cdng thic nhidm sic thé, hodc siéu am tir tuan tha 11
cua thai ki tr¢ di [8],[30],[48].
1.5. Piéu tri

- Muc tiéu chinh la du phong chay mau.

- Néu bénh nhan c6 chay mau cip thi can bo sung yéu té dong mau cang
sém cang tot dé co thé dat duoc du ndong do dé cam chay méu. Tay thudc vao
vi tri chay mau, mac d6 chay mau, muc dich diéu tri ma nguoi ta tinh toan
duoc lidu yéu té dong mau can ding [8],[49].

1.5.1. Kiém soat chdy mau

Bo6 sung yéu té dong méu bi thiéu hut du dé dat duge dong mau c6 hiéu
luc tai vi tri chdy mau.

Viéc diéu tri thay thé phu thudc rat nhiéu vao tinh chat ciia cac ché pham
mau co san va thoi gian ban huy ctia yéu t6 dong mau. Thoi gian ban hiy cua
yéu to VIII 1a 8 - 12 gio, cia yéu t6 IX 1a 24 gio. Thoi gian ban huy c6 thé rat
ngan néu bénh nhan chay mau nhiéu hodc c6 chat tic ché.

1.5.2. Dw phong chday méu

- Diéu tri dy phong tién phdt: B6 sung dinh ki cac yéu t6 dong mau bi
thiéu hut cho cac bénh nhan hemophilia mirc d§ ndng nham muc dich duy tri
noéng do yéu té déong mau cta bénh nhan ludén > 1%, gitip han ché chay mau
tu nhién, bénh nhén c6 thé sinh hoat va 1am viéc nhu nguoi binh thuong.

- Piéu tri dir phong thir phdt: Chi dinh: sau khi chay mau néo, chdy mau
khép tai phat lién tuc. Li¢u trinh nén kéo dai trong 3 thang.

1.6. Phat hi¢n hemophilia va ngwoi mang gen

Hemophilia 1a mét bénh Ii di truyén, kéo dai sudt doi, chi phi diéu tri
cao va lién quan dén nhiéu chuyén khoa nén nguoi bénh rat can duoc phat
hién sém va quan Ii tot dé co thé kéo dai tudi tho, giam ti 1é tan tat, co thé

sinh hoat nhu ngudi binh thuong va cé chat lugng song tot.
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1.6.1. Phét hi¢gn bénh nhan hemophilia

Phét hién bénh nhan hemophilia bao gdm viéc xac dinh cac ca nhan bi
hemophilia con chua duoc chan doan hoic nhimg nguoi ¢6 van dé stc khoe
lién quan dén hemophilia ma chua duoc cham sdc y té [50].

Y nghia cua viéc phat hién bénh nhan hemophilia: 1a budc dau tién trong
chan doan va diéu tri, c6 vai tro rat quan trong trong viéc cai thién chat luong
cham soc nguoi bénh. Bén canh d6, dua trén s luong bénh nhan, chinh phu
s& chu dong trong viéc xay dung ké hoach dé d¢am bao nguén lyc cho diéu tri
cling nhu dé nghién ciru tim ra phuong thire diéu tri tot hon ddi vai bénh nhan
hemophilia.

Nim 2008, Lién doan Hemophilia Thé gidi dua ra cong thirc udc tinh so
bénh nhan hemophilia (prevalence) cua mot qudc gia nhu sau:

6 benh nhan = (Dan sé : 2.000.000) x 133 [50]

T nam 1998, hang niam, Lién doan Hemophilia Thé gidi da thu thap sé
liéu toan cau vé hemophilia, va méi day ca vé cac rdi loan chay mau di truyén
khac nhu von Willebrand, bat thuong chic nang tiéu cau.... Nam 2014, diéu
tra cho thay s6 bénh nhan rdi loan chay méau duoc chan doan trén toan cau la
296.066 trong d6 c6 178.500 bénh nhan hemophilia. Con s nay mai chi l1a
mot phan caa s bénh nhan thuyc mac trong khi sé bénh nhan uéc tinh 14
400.000 ngudi [51].

Mic di ti 1& bénh nhan sinh ra bj hemophilia (incidence) giéng nhau trén
toan cau, song ti I& bénh nhan con song (prevalence) lai phu thudc rat nhiéu
vao diéu kién cham séc ciia mdi nudc, vi néu khong duge cham soc day du thi
nhiéu bénh nhan s& chét sém. Theo Lién doan Hemophilia Thé gisi, dé giam
duoc ti 16 bénh nhan hemophilia chét sém ¢ mot nude thi lugng yéu td
VII/IX c6 dic can cung cap téi thiéu 1a 1 don vi/l dau ngudi, con dé cho

bénh nhan cé thé tham gia cac hoat dong xa hoi thi lwong yéu té co dic can
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tbi thiéu 1a 2 don vi/l dau ngudi [51]. Theo nghién ctiru nim 1998 cua Trung
tam Dy phong va kiém soét bénh tat My, tai My c6 trén 17.000 bénh nhan
hemophilia dugc chan doan va quan 1i, luong yéu té ¢6 dic duoc sur dung tinh
trén dau nguoi dan 1a 7,895 don vi yéu té VIII va 1,579 don vi yéu té IX, gan
cao nhat thé gisi [52]. Tuy nhién, van con c6 cac bénh nhan chwa duge chim
s6c tot & mot s6 dan toc va nhom van hoa My [50].

Vi 93 triéu dan, theo cong thuc trén, Viét Nam c6 khoang 6185 bénh
nhan hemophilia. Tuy nhién, theo diéu tra nim 2014, s6 bénh nhan duoc
chan doan trén toan qudc méi chi 1a 2373 ngudi, chiém xap xi 40%, con téi
60% bénh nhan van chua duoc chan doan [51]. Nhu vay, viéc phat hién bénh
nhan mai tré nén hét strc cap bach ¢ nudc ta.

Pé phat hién bénh nhan mai ¢ 3 cach: (1) tuyén truyén dao tao dé bénh
nhan dén dang co sé chuyén khoa; (2) diéu tra dich t&; (3) phét hién cha dong
qua viéc lan theo dau vét bénh nhan da dugc chan doan... Ty vao hoan canh
cu thé ma cd thé trién khai tit ca cac hinh thiic hoidc trién khai don 1¢, tuy
nhién, néu phéi hop cang nhiéu hinh thac thi hiéu qua phét hién bénh nhan
mai cang cao.

Céac budc dé chan doan ngudi bénh mai gdm: phat hién bénh nhan va
chan doan tai bénh vién.
1.6.1.1. Phurong phdp lan theo ddu vét

Hemophilia la bénh Ii di truyén nén trong mot gia dinh bénh nhan cé thé
c6 nhiéu ngudi bi bénh. Cin ctr vao pha hé ctia nguoi bénh da duoc chan doan
c6 thé phat hién ra cac trudng hop bénh nhan méi, cac trudng hop chic chén
mang gen cling nhu nhitng nguoi ¢6 kha nang mang gen. Pay goi 1a phuong
phap “Lan theo dau vét”. Tir nam 1998 mot s6 nudc trén thé gisi da ap dung
phuong phap nay cho thdy hiéu qua cao trong phat hién sém bénh nhan

hemophilia. Tai Mexico, nim 2001 chi c6 231 bénh nhin duoc chan doan
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(chiém 41% so voi bénh nhan wéc tinh) bing phuong phéap 1an theo diu vét,
sau 4 nam da phat hién dugc thém 444 bénh nhan mai, dua ti 1€ bénh nhan
duogc chan doan 18n 72% tong s6 bénh nhan wéc tinh [50]. Tai Philippin, chién
dich phét hién bénh nhan méi duoc trién khai tir nim 2000, két qua dén
nam 2009, sé luong bénh nhan duoc chan doan ting tir 416 l1én 1077 trong
d6 c6 270 nguoi duoc phat hién bang phuong phap “lan theo dau vét” [53].
Tai Venezuela, véi viéc hudng vao cac thanh vién nam gidi trong gia dinh
bénh nhan, moéi nim d3a c6 thém khoang 60 bénh nhan mai dugc phat hién
[50], [54].

Qua céc két qua thuc té & cac qudc gia da chung minh, “lan theo dau
vét 12 phuong phap c6 hiéu qua nhat dé phat hién bénh nhan mai vé mat thoi
gian, chi phi... Phuong phép nay ciing d3 duoc Lién doan Hemophilia Thé
gidi khuyén céo &p dung cho céc bénh réi loan chay méu di truyén khac [50].
1.6.1.2. Chdn dodn tai bénh vién

La khau cudi cung trong quy trinh phat hién bénh nhan mai. Bé chan
doan bénh nhan can két hop giita 1am sang va xét nghiém trong d6 dinh luong
yéu to VII/IX < 40% la tiéu chuan vang.

C6 ba phuong phap dinh luong yéu té VIII/IX 1a phuong phap 1 thi,
phuong phap 2 thi va phuong phap do quang so mau trong d6 dugc su dung
pho bién hon 1a phuong phap 1 thi do don gian, d& 4p dung. Xét nghiém
APTT va dinh luong yéu té VIII/IX c6 thé 1am bing may tu dong, ban tu
dong, tham chi cd thé l1am thi cong.

1.6.2. Phét hié¢n ngwoi mang gen hemophilia

Chan doan tinh trang mang gen cho ngudi phu nit 12 khau quan trong
trong cham séc toan dién hemophlia. N6 gitip cho ngudi phu nit chi dong
trong cudc sdng, dic biét trong viéc két hon, sinh dé, ké hoach hoéa gia dinh.

Pay ciing 14 tién dé cho viéc chan doan trudc sinh, gitp chi dong trong diéu
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tri, chdm s6c em bé ngay khi ra doi ciing nhu gép phan vao nang cao chat
luong dan s6 va lam giam ty 1é mac mai bénh di truyén trong cong dong. Bén
canh d6, viéc duoc chan doan khong phai 1a ngudi mang gen bénh ciing ¢o ¥
nghia hét suc to 16n, gitp cho ngudi phu nit trong gia dinh bénh nhan
hemophilia yén tam, giai toa tam Ii lo ling, cai thién chat lugng cudc séng.

C6 nhiéu phuong phap phat hién ngudi mang gen: dwa vao phan tich
pha hé, nong d6 cé4c yéu té dong mau, phén tich ton thuong di truyén...Viéc
phdi hop cac phuong phap co thé phat hién duoc gan nhu 100% cac trudng
hop trong d6 dya vao phan tich pha hé la phuong phap dugc &p dung dau
tién. Pay 1a phuong phap don gian, c6 thé cho biét tinh trang nguoi phu nix
trong gia dinh bénh nhan chic chan mang gen hoic c6 kha ning mang gen
dé tir 46 dua ra céac chién lugc chan doan cho phu hop véi dic diém ching
toc, kinh té, nhan lyuc, van hoa va tén gido cua ting qudc gia. Carold Kasper
va cong su (M¥) sau khi phan tich 731 pha hé caa cac bénh nhan nhan thay
trong nhing gia dinh nay, ¥ng v&i mdi 100 ngudi bénh hemophilia dugc
sinh ra c6 khoang 156 ngudoi chiac chan mang gen [55]. Tai An Do, Shetty va
cong sy sau khi phan tich 102 pha hé cua bénh nhan hemophilia bao gom
563 thanh vién da xac dinh duoc 99 ngudi chic chan mang gen va 189 nguoi
c6 kha nang mang gen [56]. C4c tac gia M. Singh va H. Kaur cling phat hién
duoc 130 ngudi chac chan mang gen sau khi phan tich 425 phu nir thugc 37
gia dinh hemophilia [57].

- Vé mat khoa hoc, thoi diém chan doan ngudi mang gen duoc cho la
phU hop nhat 1a trude khi ngudi phu nit ¢6 Kinh nguyét lan dau; néu khong thi
tién hanh trudc khi c6 thai dé co du thoi gian 1am xét nghiém ciing nhu 1én ké
hoach cho viéc chan doan trudc sinh néu can.

- Tat ca nhitng ngudi chic chan mang gen va c6 kha ning mang gen déu

nén duoc 1am xét nghiém yéu té dong mau. Néu c6 nong do yéu té VII/IX



29

<40% thi nguoi d6 dugc coi nhu bénh nhan hemophilia.

-Nguoi mang gen c6 thai can dugc quan i chat ché va dugce bac si
Huyét hoc va San khoa tu van ddy da vé xé4c suat sinh con bi bénh/mang gen
bénh, Vé nguy co chay mau xay ra déi véi me va con trong qua trinh chuyén
da va sau dé. Can kiém tra ndng d6 yéu té VIII/IX it nhat 1 lan trong thoi gian
mang thai, dic biét 1a vao 3 thang cudi. Néu nong do yéu té VII/IX thap thi
phai b6 sung dé dam bao an toan cho cudc dé. Cudc chuyén da cia nguoi
mang gen can theo ddi chat ché va khong nén kéo dai vi nguy co chay mau
d6i vai con. Néu dua tré sinh ra 1a trai can 1am xét nghiém chan doan tinh
trang bi hemophilia sém dé cd ké hoach quan 1i va chim séc kip thoi
[30],[33].
1.6.1.3. Phéat hi¢n bénh nhan hemophilia va nguwoi mang gen tai Viét Nam

Tai Viét Nam, cong tac phat hién bénh nhan méi da dugc quan tam tu
cudi thé ki 20. Nam 1997, tac gia Cung Thi Ty va cong su di diéu tra dich té
theo phuong phap phan tang, xac dinh duoc ti 1&¢ mac hemophilia tai khu vuc
phia Bic 1a 25 — 60 nguoi/l triéu dan va dong thoi phét hién dugc mot sb
bénh nhan mai [58]. Nam 2011, tac gia Duong Bé Truc ciing trién khai chién
dich phat hién bénh nhan méi tai hai tinh Bic Giang va Hai Phong [59],[60].
Tai vién Huyét hoc — Truyén mau Trung uong, ké tir nim 2005, song song
Véi Viée ting cuong dao tao can bo y té, tuyén truyén trén nhiéu kénh thong
tin, cong tac phat hién bénh nhan méi bang phuong phap “lan theo dau vét”
da duoc trién khai. Cac bénh nhan duoc khai thac tién su gia dinh, vé& pha hg,
xac dinh cac dbi tuong trong gia dinh c6 kha ning mac bénh hoic mang gen
rdi mai 18n bénh vién hodc dén tan nha 1am xét nghiém chan doan va quan Ii.
Két qua 1a s6 lugng bénh nhan dugc chan doan va quan li ting hang nam,
trong d6 c6 hang tram bénh nhan va hang chuc nguoi mang gen dugc phat

hién bang phuong phap nay [61]. Mic du vay, theo diéu tra nam 2014 thi s6
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bénh nhan trén toan qudc duoc quan 1i méi chi chiém 40%, con rét nhiéu gia
dinh c6 nhiéu nguoi bi bénh, con nhiéu dong ho ¢ nhiéu doi bi bénh van
chua duoc chan doan dan t6i nhiéu bién chung va hé luy. Boi vay viéc 1an
theo pha hé dé phét hién thém nhitng bénh nhan mai van 1a cdng viéc can
dugc d¢ay manh nham gitp cho ngudi bénh dugc chan doan sém va chan doan
dung, dugc diéu tri kip thoi va duoc tu van vé cach tu cham soc, tu van di
truyén nho vay s& han ché bién ching do chan doan muon gay ra.

Hién trén ca nudc dd c6 mot sé co s nhu Vién Huyét hoc — Truyén mau
trung wong, Trudng Pai hoc Y Ha Noi, Truong Pai hoc Y Dugc thanh phd
Ho Chi Minh...trién khai cic phuong phép phat hién ngudi mang gen nhu:
phan tich pha h¢, phan tich yéu té6 dong mau, tim dao doan intron 22, tim dao
doan intron 1, giai trinh ty, phan tich lién két (Bcll d6i vai hemophilia A;
Msel, Hhal, Xmn ...d6i voi hemophilia B)....[62],[63],[64],[65]. Tai vién
Huyét hoc — Truyén mau trung wong, Viéc chan doan va quan 1i ngudi mang
gen da duoc trién khai tir ndm 2007 [62]. Tac gia Pham Quang Vinh d& cho
thay ti 1& di hop tir cua Bell trén quan thé nguoi Viét Nam 1a 48% va Bcll
phl hop dé phan tich tinh trang mang gen cho ngudi phu nit trong gia dinh
hemophilia [62]. Nguyén Thi Mai nim 2014 nghién ctu trén 258 bénh
nhan hemophilia phat hién ti I€ dao doan intron 22 1a 31,5% va dao doan
intron 1 1a 1,15%, ap dung chan doan tinh trang mang gen cho 12 phu ni
cho két qua 7 nguoi mang gen va 5 ngudi khdng mang gen [64]. Bui Thi
Thu Huong nim 2014 ciing di nghién cu &p dung chan doan tinh trang
mang gen cho 116 thanh vién nit va chan doan trudc sinh cho mot sb thanh
vién trong gia dinh hemophilia [66]. Pay 1a nhiing két qua ban dau rat dang
khich 1&. Mic du vay, cong tac phat hién va quan 1i ngudi mang gen van con
chua co tinh hé théng va chua duoc quan tdm ding muc & C4c trung tam

hemophilia.
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru
2.1.1. Poi twong nghién ciru

La bénh nhan va ngudi nha bénh nhan bao gdm:

- Nhém 1: 100 bénh nhan hemophilia A khong c¢6 quan hé huyét théng
da duoc chan doan tai vién Huyét hoc - Truyén mau trung uong (quy wdc 1a
bénh nhan gdc).

- Nhém 2: 1402 thanh vién trong gia dinh cta 100 bénh nhan gbc 1a nhiing
ngudi c6 kha ning mic bénh hodc mang gen bénh hemophilia bao gom:

+ 869 nam gi6i: La nhitng ngudi c6 kha nang mac bénh hemophilia;

+ 533 nit giéi: La nhimg ngudi c6 kha nang mang gen hodc chic chin
mang gen hemophilia (goi chung 1 ni c6 lién quan dén hemophilia);

- Nhom 3: 70 ngudi phu nit khoe manh (nhém ching).

2.1.2. Tiéu chudn lwa chon va logi trir
2.1.2.1. Nhém 1: Céc bénh nhan géc
* Tiéu chudn lya chon:

- Bénh nhéan da duoc chan doan hemophilia A dua vao biéu hién 1am
sang, dinh luong yéu to VIII < 40%.

- C6 kha nang khai thac tién sir gia dinh tir 3 thé hé tro 1én.

- Tu nguyén tham gia nghién cuu.

* Tiéu chudn logi trir:
- Khong khai thac dugc tién sir gia dinh du 3 thé hé.
- Thanh vién trong gia dinh khong c6 kha nang tap hop va tham gia

nghién ctru.
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- Khéng dong ¥ tham gia nghién ctru.
2.1.2.2. Nhom 2:

Céc thanh vién trong gia dinh bénh nhan goc c6 kha nang méac bénh hoic
mang gen bénh hemophilia x4c dinh theo quy luat di truyén Mendel.

a. Nam gidi c6 kha nang mdc hemophilia:

- Céc thanh vién c6 quan hé huyét thong v4i bénh nhan thoa man
diéu kién:

+ Cung thé hé hodc trudc thé hé véi bénh nhan: Anh em rudt, nhimg
nguoi ho hang bén me bao gém anh em ho, cau rudt, cau ho, bac rudt, bac ho,
ong ngoai, o6ng ho, cu ngoai, cu ho...

+ Cac thé hé sau ctia bénh nhan: La nhitng nam gidi c6 bénh nhén 1a ho
hang bén me¢ bao g@)m chau goi béng cau, chau goi 1a 6ng ngoai, chit ngoai...

- C6 thé khai thac dugc thong tin vé tinh trang chdy mau bét thudng cia
thanh vién do.

- Tu nguyén tham gia nghién cuu.

Déi voi nhitng nguoi ¢é kha ndang mdc bénh da tr vong thi khai thac
ngudi nha vé triéu chitng chdy mdu va nguyén nhdn tir vong ciia ngueoi do.

b. Nir gidi ¢6 lién quan dén hemophilia:

Me, chi em rudt, con géi va nhimg ngudi c6 quan hé huyét théng bén
ngoai véi bénh nhan bao gom:

- Cung thé hé: chi em ho;

- Trén 1 thé hé: di, gia, di gia ho;

- Trén 2 thé hé: ba ngoai, ba ho;

- Trén 3 thé hé: cu ngoai, cu ho;

- Trén 4 thé hé trd 1én: ki ngoai, ki ho. . .;

- Sau 1 thé hé: chau go1 b?mg cau, chau goi bz“mg bac (rudt hoac ho);

- Sau 2 thé hé: chau goi la 6ng;



33

- Sau 3 thé hé: chét goi la cu.
Trong s nay xéac dinh 2 d6i tuong

e N gioi co kha nang mang gen:

La nhitng nguoi thoa man 1 trong 3 diéu kién:
+ C6 1 con bi hemophilia;
+ C6 1 thanh vién trong gia dinh duoc chian doan hemophilia;
+ La con cua ngudi mang gen.

o N oioi chac chan mang gen bénh:

La nhimng nguoi thoa méan 1 trong 4 diéu kién sau:

+ C6 b 1a bénh nhan hemophilia;

+ C6 it nhat 2 con trai bi bénh;

+ C6 1 con trai bi bénh va co it nhat 1 thanh vién nam gi61 trong ho me
b1 hemophilia;

+ Co 1 con trai bi bénh va it nhat 1 thanh vién nit trong gia dinh ho me
dugc chan doan 1a nguoi mang gen.

Trong nhém nit chic chian mang gen chon ra 83 nguoi thda man diéu
kién: tudi tir 14 - 50, khong c6 thai va khong udng thude tranh thai, khong bi
viém gan dé so sanh v4i nhom chimg.
2.1.2.3. Nhom 3 (nhém chung):

70 nguoi phu nit khée manh dugce xac dinh bang kiém tra stc khoe dinh ki.
* Tiéu chudn lya chon:

- Tudi tir 14 - 50;

- Tu nguyén tham gia nghién cuu.

* Tiéu chudn logi tro:
- C6 thai hoac udng thudc tranh thai;

- Trong gia dinh c6 nguoi bi hemophilia;
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- Khong d6ng y tham gia nghién ctu.
2.2. Phuong phap nghién ciru
2.2.1. Thiét ké nghién ciru
M6 ta cat ngang, hdi ctru.
2.2.2. CAc chi sé nghién cizu
2.2.2.1. Nhoém doi twong 1:

Noi dung Chi s6 Bién
Nhan khéu hoc Tudi Dinh tinh
Gio1 Dinh tinh
Tién sir gia dinh Dinh tinh
Kha nang khai thac tién st gia dinh | Pinh tinh
Mirc d§ bénh Dinh tinh
Dong mau Nong d6 yéu to VIII Dinh lugng
X4c dinh dot bién va bao doan intron 22 Dinh tinh
da hinh gen yéu t6 VIII | Pdo doan intron 1 DPinh tinh
Giai trinh ty gen yéu t6 VIII Dinh tinh
Pa hinh doan cat enzym gidi han Dinh tinh
Bcll/intron 18
Xac dinh da hinh yéu Pa hinh doan cat enzym gio1 han Dinh tinh
t6 IX Msel
2.2.2.2. Nhoém doi twong 2:
* Nam gioi:
Noi dung Chi so Bién
Nhan khau hoc Tudi Dinh lugng
Gidi Dinh tinh

Tudi chan doan

Dinh lugng
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Con song hay di tir vong Dinh tinh
Nguyén nhan tir vong Dinh tinh
Tuobi tho Pinh lugng
The bénh va muc do Thé bénh Dinh tinh
bénh Mitic d0 bénh Dinh tinh
Triéu ching l&m sang Vi tri chay mau Dinh tinh
Cung khoép Dinh tinh
Teo co Dinh tinh
Liét than kinh Dinh tinh
Dong mau APTT Dinh lugng
PT Dinh luong
TT Dinh luong
Fibrinogen Dinh luong
S6 luong tiéu cau Dinh luong
Khang dong ndi sinh Dinh tinh
Yéu to VIII Pinh lugng
Yéu t6 IX Dinh luong
Yéu to VII Dinh lugng
* Nir gidi:
Noi dung Chi sb Bién
Nhan khau hoc Tudi Dinh tinh
Gio1 Dinh tinh
Tinh trang mang gen Chac chan mang gen Dinh tinh
C6 kha nang mang gen Dinh tinh
Khdéng mang gen Dinh tinh
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Tri€u ching 1am sang Vi tri chady mau Dinh tinh
DPong mau APTT Dinh lugng
Yéu to VIII Dinh luong
Yéu t6 von Willebrand Antigen | Pinh lugng
(VWF:AQ)
Yéu to VII Dinh luong
Yéu tb IX Dinh luong
Xac dinh dot bién va da | Dao doan intron 22 Dinh tinh
hinh gen yéu t6 VIII Giai trinh ty gen yéu t6 VIII Pinh tinh
Pa hinh doan cat enzym gi¢i han | Dinh tinh
Bell/intron 18
Xac dinh da hinh yéu t6 | Pa hinh doan cat enzym gi¢1 han | Pinh tinh
IX Msel
Nit giéi c6 kha ning | Phan tich d6t bién hodc da hinh | Pinh tinh
mang gen co thai mau nudc Oi dé chian doan trudc
sinh cho thai nhi.
2.2.2.3. Nhém doi turong 3:
Xét nghiém Chi sb Bién
Nhan khau hoc | Tudi Dinh tinh
G161 Dinh tinh
Pong mau Yéu t6 VIII Dinh luong
Yéu t6 von Willebrand Antigen (VWF:Ag) | Binh luong
Ti s VIII/VWF:Ag Dinh lugng

2.2.3. Phuwong phdp chon méu, cdc buéc tién hanh

Phuong phap chon mau: Chon mau thuén tién theo cac budc sau.
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- Tir cac bénh nhan hemophilia A dd dugc chan doan va quan Ii tai Vién
Huyét hoc - Truyén mau TW, khai thac tién st va 1ap pha hé cua gia dinh
bénh nhan.

- Phan tich pha hé xac dinh cac ddi tuong nam gioi cd kha nang bi bénh,
cac dbi tuong nit gidi c6 kha nang mang gen va chic chin mang gen.

- Phat hién céc biéu hién chay mau va bién chtng cua chiay mau cta C4c
d6i twong nghién ctru bang cach cho tra 101 bo cdu hoi va kham 1am sang. Doi
v6i nhitng ngudi nam gidi ¢ biéu hién chay mau thi tién hanh lam cac xét
nghiém sang loc dong mau vong diu bao gém: tong phan tich t& bao mau
ngoai vi, PT, APTT, TT, fibrinogen. V&1 nhitng thanh vién nam giéi c6 kha
nang bi bénh trong gia dinh bénh nhan muc d6 nhe ma khong cé biéu hién
chay mau bat thuong cling cho 1am xét nghiém sang loc.

- D6i véi nhitng ngwoi nam gici:

+ Néu két qua APTT kéo dai (rAPTT > 1,25): lam xét nghiém khang
d6ng ndi sinh (mix test), dinh luong yéu t6 VIII dé chan doan.

+ Nhitng truong hop dic biét thi tiy theo dic diém xét nghiém sang loc
vong dau ma chi dinh cac xét nghiém chuyén sau dé co chan doan xéac dinh.

- P6i véi cde phu nit mang gen va cé kha niang mang gen:

Lam xét nghiém APTT, dinh luong yéu t& VIII, dinh luong yéu t6 von
Willebrand antigen (VWF:Ag), tinh ti s6 VIIIVWF:Ag. Véi nhiing nguoi co
APTT kéo dai (rAPTT > 1,25) thi lam thém xét nghiém tim khang dong ndi sinh.

Viéc phong van, kham 1am sang, léy mau xét nghiém, tu van c6 thé thuc
hién tai Vién hodc tai nha bénh nhan. Néu thuc hién tai nha bénh nhén thi két
hop tap hudn cho can bo y té co so (tram y té xa phudng va phong y té huyén)
noi bénh nhan cu trd va bénh nhan, ngudi nha bénh nhan vé bénh va cach ty

cham séc.
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- D6i véi nhém phu nit binh thuong (nhém chirng):

+ Pinh luong yéu t6 VIII va vWF:Ag;

+ Xac dinh ti s6 VIII/VWF:Ag.

- Trong s6 cac phu nit mang gen chon ra 83 ngudi c¢é cing d6 tudi voi
nhom phy nit binh thuong, khong c6 thai va khong udng thudc tranh thai dé
so sanh ti s6 VII/VWF:Ag v6i nhém phu nit binh thuong, sau d6 tim ra ti sb
nguong VIII/VWF:Ag, tinh d0 nhay va do dac hiéu dé ap dung chan doan tinh
trang mang gen cho cac ddi tugng phu nir c6 kha ning mang gen con lai.

- Péi v6i 17 phuy nir c6 kha ning mang gen thoa man diéu kién c6 me 1a
nguoi mang gen di hop tir v6i Bell va c6 ddy dit mau mau cia nhitng ngudi co
lién quan trong gia dinh (bao gdm: me, bd, ngudi bénh) thi 4p dung phan tich
PCR-RFLP véi Bcll dé xac dinh tinh trang mang gen cho nguoi phu nit nay.

- P6i v6i nguoi phu nit ¢6 kha nang mang gen hemophilia B trong gia
dinh s6 77 c6 me mang gen hemophilia B di hop tr voi Msel thi ap dung
PCR-RFLP vé6i Msel dé xac dinh tinh trang mang gen cho ngudi phu nit do.

- Pbi v6i 71 nguoi phy nit ¢6 kha ning mang gen ma thanh vién
hemophilia trong gia dinh da phat hién duoc dot bién gen yéu to VIII bang
phan tich ddo doan intron 22 va dao doan intron 1 hodc bang giai trinh ty thi
ap dung chan doan tinh trang mang gen bang cach tim cac dot bién nay.

- Kiém chitng két qua ctiia phuong phap phan tich VIII/VWF:Ag bang két
qua PCR-RFLP véi Bcll/intron 18, dao doan intron 22, dao doan intron 1 va
gidi trinh ty gen.

- Phéi hop phan tich pha hé va ti s6 ngudng dé chan doan trude sinh cho
4 truong hop mang gen va nghi ngd mang gen dang cé thai bang phuong
phap PCR-RFLP vai Bcll/intron 18.



39

Bénh nhan géc

Khai thac tién st gia dinh

Phan tich pha hé

\ 4

Nam gi&i

c6 kha nang bj bénh

Bang hdi
Kham Lam sang

Lam xét nghiém

v
[ Bi bénh J

Pic diém xuéat huyét va
xét nghiém déng mau

Nir gi&i
co lién quan den hemophilia

Phan tich pha hé va co
ché di truyén

v
Phan tich di truyén
v ¢ v
Mang gen Khong
mang gen
4—
Bang hoi

Kham lam sang

Xét nghiém déng mau

y
Dic diém xuat huyét va
xét nghiém dong mau

Muc tiéu 2

So dé 2.1. So do nghién ciru



40

2.3. Cc tiéu chuédn danh gia, ki thuat sir dung

2.3.1.

Cac tiéu chudn chén dodn

2.3.1.1. Tiéu chudn chdn dodn thé bénh, mite dg bénh hemophilia

Theo “Hudng dan chin doan va diéu tri hemophilia” ctia Lién doan

Hemophilia Thé gidi nam 2013 [8].

a.

Chdn dodn thé bénh:

Nam gidi, ¢6 tién str chay mau 1au ciAm tai phat nhiéu lan ;

Gia dinh c6 thanh vién nam gioi trong ho me co biéu hién chay mau bat
thuong;

APTT kéo dai;

Pinh luong yéu to VIII: < 40% (Hemophilia A);

Pinh luong yéu to IX: < 40% (Hemophilia B);

Cac x¢ét nghiém: sb luong tiéu cau, PT, TT, fibrinogen, dinh lugng yéu
t6 von Willebrand binh thudng.

Chdn dodn mirc ¢ bénh:

Mirc d6 ning: nong do yéu té VIII/IX < 1%, chay mau tu nhién hodc
sau chan thuong.

Mirc d6 trung binh : Nong do yéu td VIII/IX 1 - 5%, chay mau sau chén
thuong nho hodc tu nhién.

Mirc d6 nhe: Nong d6 yéu td VIII tir 5 - 40%, thudng chi chdy méu sau

chan thuong 16n hoac sau can thiép, ph?lu thuat.

2.3.1.2. Tiéu chudn chdn dodn thiéu yéu té VIl bam sinh
Theo Kenneth D. Friedman va George M. Rodgers 2009 [67].

Bénh nhan ¢ biéu hién chay mau kéo dai hoic khong;

Tién str gia dinh c6 nguoi bi chay mau bét thuong hoic khong;

PT% giam, APTT binh thuong, fibrinogen binh thuong, TT binh
thuong, sb lugng tiéu cau binh thudng.

Nong d6 yéu t& VII < 40%.
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2.3.1.3. Tiéu chudn chan dodn nguoi chdc chan mang gen va nguoi c6 khd
nang mang gen theo phan tich pha hé
Theo tiéu chuén ciia Lién doan Hemophilia Thé gioi 2008 va 2013 [8],[32]:
* Nguoi chdc chan mang gen bénh trong gia dinh bénh nhin hemophilia 13
cac thanh vién nit thoa mén 1 trong 4 diéu kién sau

+ C6 b 1a bénh nhan hemophilia;

+ C6 it nhat 2 con trai bi bénh;

+ Co 1 con trai bi bénh va c6 it nhat 1 thanh vién nam gidi trong ho me
bi hemophilia;

+ Co 1 con trai bi bénh va it nhat 1 thanh vién nit trong gia dinh ho me
dugc chan doan 12 nguoi mang gen.
* Nguoi c¢o kha nang mang gen bénh trong gia dinh bénh nhdan hemophilia 1a
c4c thanh vién nit thoa man 1 trong 3 diéu kién:

+ C0 1 con bi hemophilia;

+ C6 1 thanh vién trong gia dinh duoc chan doan hemophilia ;

+ La con ctuia ngudi mang gen bénh.
2.3.1.4. Tiéu chuan c6 biéu hién bdt thiong chay mau
Theo tiéu chuan ctia ISTH nam 2010 [68]. Ngudi ¢ it nhat 1 trong cac biéu
hién sau dugc coi 1a ngudi c6 chay mau bat thudng:
1. Chdy mdu mii: kéo dai trén 10 phat voi tan suat > 5 lan/nam, khong lién
quan dén nhiém tring duong hd hap trén hay cic nguyén nhan khic (nhu
khong khi kho bui).
2. Xudt huyét duéi da: C6 > 5 vét (kich thudc > 1cm) xuat hién ty nhién trén
da, dugc bénh nhan va ngudi nha ghi nhan, hozc bam tim khong lién quan dén
va dap.
3. Vét thuong nhé trén da (vi du do dao cao, kéo gay ra): chay mau trén 10

phut, phai thay bang thudng xuyén hoic chay mau tai dién.
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4. Chay mau khoang miéng:

- Chay mau nudu loi kéo dai 10 phdt hoac hon.

- Chay méau chén ring tu nhién khong tu cAm, doi hoi sy can thiép cia bac si
hoac kéo dai tir 10 phat tro [1én.

- Chay mau xay ra sau khi can & méi, ma, ludi kéo dai trén 10 phat hoic gay
ra sung ludi hoac miéng.

5. Xudt huyét tieu hda (Non mdu, di ngodi phdn den, phdn 1gn mau): Bat ki
Xuat huyét tiéu héa nao ma khong tim dugc nguyén nhan cu thé.

6. Tieu mau: Nudc tiéu tir hong nhat t6i d6 mau ma khéng giai thich duoc
bang nhitng bénh 1y duong tiét niéu.

7. Chay mau sau nhé rang: Bat ki nhitng chay mau sau khi roi khoi phong
nha si va yéu cau can thiép méi hozc nhiing chay mau kéo dai gay cham tré
trong qua trinh nhé rang ciing duoc coi la dau hiéu goi V.

8. Chday mau sau mé: Bat ki chay méu bat thuong nao trong cudc phau thuat
gay kéo dai cudc md hoic doi hoi can thiép hd tro tir bac si.

9. Cuwong kinh, rong kinh: Kinh nguyét duoc cho 1a bat thuong néu c6 mot
trong cac dau hiéu sau: phai thay bang vé sinh thuong xuyén hon mdi 2 gio,
hanh kinh kéo dai trén 7 ngay, c6 mau cuc mau déng >1 cm hoac c6 nhirng
lan ra 6 at.

10. Chay mdu sau dé: Chay mau am dao hoac san dich ra kéo dai hon 6
tuan. Bat ki chay mau nao dugc bac si san khoa cho 1a bat thuong, bao gom
chay mau kéo dai doi hoi can thiép, hoac phai thay bang vé sinh thuong
xuyén hon mdi 2 gio, hoac gay ra thiéu mau tién trién ciing duoc coi 1a dau
hiéu canh bao.

11. Chay mdu co khép: Chay méau co khdp ty nhién khong lién quan dén

chan thuong.
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12. Chdy mau ndo: Bat ki chay mau dudi mang ctng hay xuat huyét noi so
nao can chan doan va can thiép.
13. Cac triéu chitng chay mau khéc: Triéu chimg xuat huyét xay ra trong thoi
ki so sinh do bénh nhan va nguoi nha ghi nhan déu can duoc xem xét.
2.3.2. Cac ki thugt sw dung trong nghién ciru
2.3.2.1. B cau hdi phang van

Nham phét hién cac truong hop cé biéu hién/tién sir chay méau bat
thuong. Str dung bo cau hoi sang loc duoc cung cap kém theo trong phu luc.
2.3.2.2. Kham lam sang

Phat hién céc biéu hién chay mau va bién chiing cia chay mau: xuét
huyét dudi da, chay mau rang loi, chay mau mili, tu mau khép, tu mau co, teo
ca, cing khap, thiéu mau, liét than kinh...
2.3.2.3.Vé so do phd hé

Pha hé dugc vé trén phan mém Genial Pedigree Draw phién ban truc
tuyén do cong ty Giai phéap di truyén Genial c6 tru so tai Anh cung cap mién

phi tai dia chi http://www.pedigreedraw.com/. Cac ky hiéu sir dung trong pha

hé dua vao quy uéc vé pha hé caa hoi Tu van di truyén quoc gia (My) nim
2008 [28].
Bang 2.1. Y nghia cua céc ky hiéu sir dung trong pha hé

Y nghia ciia ky hiéu Ky hiéu
Nam gioi []

Nir gioi

O
Thai nhi >
O
A &

Nguoi binh thuong

&
&

Nguoi di chét
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Nguoi bénh

Thanh vién bi bénh dau tién duoc
nghién ctru

Nguoi chic chian mang gen

Nguoi chic chin mang gen trong truong
hop dic biét nghién ctru nhiéu tinh trang
di truyén trén cing mot gia dinh thi ki
hiéu nhu hinh bén

Vo chéng

Hai vo

Hai chong

Anh chi em cung b6 me

B6 me va cac con

Céac thé hé L1V

Anh em cung mdt thé hé 1,2,3,4...
2.3.2.4. Cac xét nghiem
a. Mau xét nghiém:

- 2 ml mau tinh mach chéng dong bang EDTA dé phan tich té bao mau
ngoai Vvi.

- 4 ml mau tinh mach chdng dong bang natricitrat 3,8% lam xét nghiém
dong mau.

- 2 ml mau tinh mach chéng déng bang EDTA dé phan tich ton thuong
gen F8.
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b. Tong phan tich té bao mau ngogi vi

Phan tich cac chi s6: Hb, sé luong tiéu cau, duoc thuc hién tai khoa Té
bao - T6 chirc hoc — Vién Huyét hoc — Truyén mau TW bang may dém té bao
tu dong XT - 2000 cua hdng Sysmex — Nhat Ban.

c. Cac xét nghiém dong madu

Pugc thuc hién tai khoa Pong mau, Vién Huyét hoc — Truyén méau TW.

+ Thuc hién cac xét nghiém PT, APTT, TT, dinh luong fibrinogen, dinh
luong yéu té VIII bang phuong phép 1 thi trén may ACL 7000 cua Y véi thube
thir caa héng IL.

+ Pinh luong yéu t6 VWF:Ag bang phuong phap mién dich: gin hat
latex va do do duc.

-APTT (Activater Partial Thromboplastin  Time - Thoi gian
thromboplastin timg phan hoat héa):

Nguyén li: Thoi gian phuc hdi calci cia huyét twong da dugc citrat hoa
sau khi u véi mot luong thira kaolin (hoat hoa yéu t6 tiép xdc) va cephalin
(thay thé yéu té 3 tiéu cau) giup danh gia cac yéu té con duong dong mau ndi
sinh. Céc yéu té tiép xuc cling nhu sb lugng, chat lugng tiéu cau trong mau
kiém tra khdng anh huong dén két qua xét nghiém.

Két qua: Tri sb binh thuong tir 28 dén 35 gidy; Chi s6 bénh/ching
(rAPTT) tur 0,85 dén 1,25. APTT kéo dai khi rAPTT trén 1,25, thuong
gip trong giam dong dudng dong mau nodi sinh do thiéu hut yéu t§ dong
mau (hemophilia A, hemophilia B...) hoic do chat khang dong luu
hanh...[69], [70].

- Thoi gian prothrombin (Prothrombin time - PT)

Nguyén li: Mau chdng dong bang natri citrate s& duoc phat dong qua
trinh dong mau theo con duong ngoai sinh khi phuc hdi canxi va ¢ mat

thromboplastin. Dya vao dac tinh nay, nguoi ta khdo sat thoi gian dong cua
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huyét twong sau khi cho thira thromboplastin canxi dé danh gia cac yéu t6
dong mau duong ngoai sinh (phtrc hé prothrombin: I, V, VII, X).

Két qua: Két qua PT c6 thé biéu thi bang thoi gian (gidy) hodc bang phan
trim va bang chi s6 INR (International Normalized Ratio).

Binh thudng: thoi gian prothrombin trong khoang tir 11 dén 13 gidy, ty
1¢ prothrombin (PT%) tir 70 dén 140%.

PT% giam khi dudi 70%, gidm nang khi dudi 40%; Gap trong cac
truong hop suy gidm duong dong mau ngoai sinh, gdp trong suy chic nang
gan, thiéu vitamin K, diéu tri khang vitamin K, thiéu cac yéu t6 I, V, VIL, X
don doc hodc két hop....[69],[70].

- Thoi gian thrombin (Thrombin Time - TT)

Nguyén |i: Po thoi gian dong ctia huyét twong khi cho thrombin vao. Xét
nghiém nay danh gia giai doan chuyén fibrinogen thanh fibrin.

Két qud: Thoi gian thrombin ctia mau kiém tra binh thuong tir 15 dén 18
gidy, chi s bénh/ching (rTT) binh thudng tir 0,8 dén 1,25.

TT kéo dai khi rTT trén 1,25, gip trong cac trudng hop thiéu hut
fibrinogen (dudi 1g/1), bat thuong vé ciu tric phan tir fibrinogen, c6 mit cac
chat trc ché thrombin (heparin) hodc chét trc ché tring phan fibrin [69],[70].

- Binh luong fibrinogen: theo phuong phap Clauss

Nguyeén li: Sau khi thém thrombin vao huyét twong thi huyét twong s& bi
d6ng. Thoi gian dong phu thudc ham luong fibrinogen trong huyét twong.
Dua vao d6, nguoi ta cho du thrombin dé danh gia nong do fibrinogen.

Két qua: Binh thuong fibrinogen tir 2 dén 4g/l.

Khi fibrinogen duéi 2 g/l: gidm nhe; dudi 1 g/l: gidm ndng; gap trong cac
tinh trang bénh 1y nhu DIC, suy gan nang...Fibrinogen tang khi trén 4g/1; gap
trong cac tinh trang viém nhiém, thai nghén...[69],[70].

- Khang dong noi sinh (KDNS)
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Nguyén Ii: Thoi gian mot xét nghiém dong mau kéo dai do thiéu hut mot
hay nhiéu yéu t6 dong mau hodc su c6 mat cua chat khang déng luu hanh.
Dua vao kha ning bu cta cac yéu t6 dong mau dé phan biét nguyén nhan giy
giam déng do thiéu hut hay do trc ché yéu t6 déng mau. Thoi gian dong cua
hdn hop mot thé tich huyét twong binh thudong va mot thé tich huyét tuong
ctia bénh nhan thiéu hut mot hay nhiéu yéu té dong mau s& gan bang thoi gian
dong ctia huyét twong binh thudng. Trai lai, thoi gian dong cua hdn hop mot
thé tich huyét twong binh thudng va ctia mot thé tich huyét twong cua bénh
nhan c6 chat khang dong luu hanh s& kéo dai gan bang thoi gian dong cua
huyét twong bénh nhan.

C6 thé thuc hién xét nghiém ngay sau khi chuan bi xong cac hdn hop
huyét tuong bénh va huyét tuong binh thuong dé phat hién cac chat khang
d6ng luu hanh thudc loai tac dung ngay, thudng trc ché su hoat hoa cac yéu to
d6ng mau (khang yéu t6 1X); Hoic G hdn hop ndy 2 gio ¢ 37°C dé phat hién
chét khang dong luu hanh thudc loai tac dung phu thudc thoi gian va nhiét do,
chi bat dau tac dung sau mot thoi gian G va thudng 13 cac khang thé IgG
(khang yéu t6 VIII).

Két qua: Chan doan c6 chat khang dong luu hanh dua trén su chénh léch
giita thoi gian dong cua huyét twong binh thudng (ong 1) véi cac hdn hop tron
sau d6. Chi chan doan 1a c6 chat khang dong luu hanh khi thoi gian dong cia
2 6ng chénh nhau trén 15 gidy voi APTT [69],[70].

- Dinh lwong yéu té VIII/IX

Nguyén |i: Thoi gian thromboplastin ting phan hoat héa cua huyét tuong
bi thiéu hut mét trong cac yéu td VIIL, IX, X1, XII s& bi kéo dai. Thoi gian nay
s& dugc diéu chinh khi bo sung huyét twong c6 yéu to thiéu hut d6. Mirc do
diéu chinh phu thudc ndng d6 yéu tb thiéu hut trong huyét twong. Dya vao do,

ngudi ta pha loang huyét twong ra cac nong do khac nhau va tron véi huyét
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tuong khong c6 yéu t6 can khao sat (huyét twong thtr) dé theo ddi muc do
diéu chinh va tinh ra ndng do yéu té dong mau can dinh luong.

Két qua: Binh thuong hoat tinh ciia cac yéu to VIII/IX dao dong tir 50
dén 200%. Néu gia tri dudi 40% 1a thiéu hut bénh 1y [69],[70].

- Dinh lwong yéu té von Willebrand Antigen (VWF:Ag)

Nguyén Ii: Khi huyét twong c6 chira vWF duogc tron véi cac hat latex
phan tng va dung dich dém phan ung cé trong bd kit xét nghi€ém thi cac hat
latex duoc hap phu voi vWF s& ngung két. Mtrc do ngung két ti 1¢ thuan véi
ndéng d6 vWF ctia mau va duoc do bang su giam do xuyén thau anh sang gay
ra do cac san pham két tia tao ra.

Két qua: Binh thudng nong 46 vWF:Ag 1a 50 - 150% [70].

d. Quy trinh xét nghiém phan tich di truyén gen yéu té VIII

- Quy trinh phan tich PCR-RFLP vadi vi tri cat dic hiéu cia enzym Bcll
trén intron 18 v&i mdi dic hidu duogc thiét ké theo Kogan va cdng su
(1987)[62] . Ki thuat dugc thyc hién tai khoa Di Truyén — Sinh hoc phan tir
vién Huyét hoc — Truyén mau TW.

+ Nguyén [i ki thudt:

Tai vi tri cat ctia enzyme Bcll trén intron 18 cua gen ma héa yéu té VIII
c6 da hinh don nucleotide T/A. Dé phét hién da hinh nay can khuéch dai doan
ADN chta da hinh c6 kich thudc142bp, sau d6 cat san pham khuéch dai 142
bp vai enzyme Bell. Néu két qua cat cho 2 bing 99 bp va 43 bp thi d6 1a allele
T, quy udc 1a (+). Néu két qua cat chi c6 mot bang ADN 142 bp thi d6 1a
allele A, quy udc l1a (-). Néu ngudi me mang gen hemophilia A ¢6 2 nhiém
sac thé X khéac nhau vé da hinh nay, con goi 1a c6 thdng tin (tic 12 c6 kiéu gen
Bcll +/-) thi ¢6 thé st dung da hinh nay dé danh dau nhiém sac thé X nao c6
mang gen bénh, nhiém sic thé X nao binh thuong, tir 46 két hop vai két qua
Bcll caa bé s& gilp chan doan tinh trang mang bénh cua thai nhi néu c6 thai

lan tiép theo va biét duoc tinh trang mang gen caa chi em gai bénh nhan.



49

Hinh 2.1. Hinh dnh phan tich da hinh Bcll trén intron 18
bang phwong phdp PCR-RFLP
Cha thich: M: Thang ADN chudn 100bp

1: San phin PCR (142 bp)

2,3 ,4: San pham sau cdt véi enzym Bell :
+ 2: Mdu khéng cdt véi Bell (-)
+ 3: Mdu cdt di hop tir Bell (+/-)
+ 4: Madu cdt dong hop tir Bell (+/+)

+ Vi du: Me mang gen c6 Bell (+/-), con trai bi bénh c6 Bell (+), b binh
thuong c6 Bell (+), chi géi ¢6 Bell (+/-), thai nhi 1a trai ¢ Bell (+), can chan
doan tinh trang mang gen cho chi géi va chan doan trugc sinh hemophilia cho
thai nhi.

e Do con trai ¢6 1 nhiém sic thé X va nhiém sic thé nay la caa me
truyén cho vi vay nhiém sac thé ¢ Bell (+) ciia me 1a nhiém sic thé mang gen
hemophilia, nhidm sac thé cd Bell (-) 1a nhidm sac thé binh thuong.

e Chi gai c6 Bcll (+/-) thi Bell (+) 14 tir b6 truyén cho, Bell (-) 1a tir me
truyén cho, ma theo phan tich trén, Bell (-) nam trén nhiém sic thé binh
thuong vi vay chi gai bénh nhan la ngudi khdng mang gen bénh.

e Thai trai c6 1 nhiém sic thé X do me truyén cho cé Bcll (+) ma nhu
phan tich & trén 1a nhiém sic thé mang gen hemophilia, do d6 thai nhi bi
hemophilia.



50

- Quy trinh xét nghiém phdn tich tim dao doan intron 22 va intron 1
bang phuong phap Long-range PCR duogc thuc hién tai khoa Di Truyén —
Sinh hoc phan tir, Vién Huyét hoc — Truyén mau TW.

Nguyén [i ki thuat:

Pao doan intron 22 va dao doan intron 1 13 2 loai dot bién hay gap nhét &
bénh nhan hemophilia A muc d§ nang voi tan suit 45 — 50% dbi véi intron 22
va 1 - 5% dbi véi intron 1.

Dao doan intron 22 xut hién do su tai té hop giira vang 5’ ctia gen yéu
t6 VI (int22h1) véi ving lap lai (ving twong dong) ¢ phan cudi clng trén
canh dai caa NST X (int22h2 (proximal) hoac int22h3 (distal)). Ky thuat
Long-range PCR véi su két hop cua hai loai enzym: enzym doc sira va enzym
c6 hoat tinh tong hop doan ADN 16n cho phép khuéch dai cac viing ADN tai to
hop nay tao ra san pham PCR c¢6 kich thugc 10 - 12kb. San pham PCR nay

duoc phét hién khi dién di trén agarose va doc trén hé théng doc gel.
1 2 3

| - | W 12kb
| o S 11kb
\ - lv G ‘ .:’ 10kb

Hinh 2.2. Hinh anh dién di phét hién ddo doan intron 22
bang phwong phdp Long-range PCR
Cha thich:
1: Nam gidi khéng cé ddo doan intron 22: san pham Long-range PCR c6 2 béng 1a 12
kb va 10 kb.
2: Nam gidi ¢é ddao dogn intron 22: san pham Long-range PCR c6 2 bang 1a 11 kb va
10 kb.
3: Nt gidi di hop tit: san pham Long-range PCR c6 3 bdang la 12 kb, 11 kb va 10 kb.


http://www.bloodjournal.org/content/vol92/issue4/images/large/blod41643005w.jpeg

o1

Pao doan intron 1 xuét hién do sy tai to hop gitra trinh tu trong intron 1
(int-h1) véi trinh tu twong dong (int-h2) ctia né & ving telome cua nhiém sac
thé X. Sir dung k¥ thuat Long-range PCR véi su phdi hop ctia hai cdp mdi dic
hiéu cho vung int-h1 va int-h2 s€ cho phép phat hién dugc c6 hién tuong dao
doan intron 1 hay khong khi quan sat hinh anh dién di san pham PCR trén gel
agarose 1%.

- Quy trinh Xét nghiém gidi trinh tw tim ddt bién gen yéu to VI duoc
tién hanh tai Trung tdm nghién ctru Gen - Protein truong dai hoc Y Ha Noi.
26 exon cua gen F8 duoc giai trinh ty véi 38 cip moi theo quy trinh va sir
dung phuong phap BigDye terminator sequencing (Applied Biosystems,
Foster city, USA).

+ Cdc bwoc thuc hign

. Khuéch dai céc exon bang k¥ thuat PCR véi nhitng cap méi twong @ng.

. Chay PCR sequencing bang cap moi xudi va nguoc.

. Giai trinh tu trén may ABI sequencer.

. So sanh két qua thu duoc véi trinh tu gen F8 trén Genbank
(NG_011403) [65].

+ Phan tich két qud

So séanh trinh ty gen cta bénh nhan véi trinh ty gen chuan caa Gene
Bank (National center for biotechnology information, NCBI) NG_011403
bang phan mém CLC.

So sanh trinh ty cac acid amin cua bénh nhan véi trinh ty acid amin
chuan cua Genebank NP_000123.1 bang phan mém Blast cia NCBI. Trong
d6 alanine 14 acid amin dau tién cia protein F8 truong thanh dugc danh sb 01.
19 acid amin trudc d6 bat dau tir methionin bi loai bo trong qué trinh hoan
thién protein F8 khong dugc dénh sb.

Khi phat hién vi tri nghi ngo dot bién, tim cac vi tri dot bién twong tng
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trén co s dir liéu Hamster va CDC. Néu d6t bién di cong bé thi khang dinh
bénh nhan c6 d6t bién gay bénh. Truong hop dot bién & bénh nhan chua thiy
cong bd thi phan tich tiép kha ning giy bénh dya trén phan mém céu tric
khéng gian 3D DNASTAR.

2.4. Phwong phap xir li va phan tich sé ligu

S6 liéu duoc 1am sach va xtr Ii theo phuwong phap thdng ké y hoc trén
chuong trinh SPSS 20v.
2.4.1. M6 td két qud

- C4c bién s6 dinh luong dugc trinh bay theo gi4 tri trung binh va d6 léch
chuan (X + SD).

- C4c bién sb dinh tinh dugc trinh bay theo ti 1¢ %.

2.4.2. Danh gia sw khac bigét

- B6i véi bién dinh tinh st dung test ¥ Su khéc biét c6 ¥ nghia théng ké
Véi p < 0,05.

- D4i véi céc bién dinh lugng st dung test t-student. Sy khac biét co y
nghia thdng ké vai p < 0,05.

- Panh gia yéu to nguy co sur dung ti suit chénh OR, khoang tin cay
95%Cl.

- Péi véi céc bién dinh luong st dung test Kruskal-Wallis kiém dinh so
sanh 2 gi4 tri trung vi khi céc bién khong theo phan phéi chuan. Su khac biét
c6 ¥ nghia théng ké véi p < 0,05.

- Ddi véi céc bién dinh luong sir dung test One-way ANOVA kiém dinh
3 gia trj trung binh. Sy khac biét ¢ ¥ nghia théng ké véi p < 0,05.

2.4.3. Tinh gia tri chdn dodn tinh trang mang gen caa ti sé VIIINWF:Ag
bing cdch phan tich dwong cong ROC

ROC (Receiver Operating Characteristic hay Receiver Operating Curve)
la mot do thi c6 truc tung 1a ti 18 duong tinh that (@6 nhay) va truc hoanh la ti
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Ié duong tinh gia (1- d6 dic hiéu) cho mot hé théng phan loai nhi phan ma
ngudng phan loai cta nd bi thay dbi. Ca hai ti 1& c6 gié tri dao dong tir 0 dén
100 (hay tir 0 dén 1, néu dung Xx4c suat). Hai ti 1& nay duoc udc tinh cho ting
gia tri tham chiéu. Phuong phap xét nghiém tét s& c6 nhimg diém tham chiéu
tap trung vao khu vuc “Tay Bac”, tic 1a nhitg diém & goc trai thuoc phia trén
cua biéu 6. Nhitng diém nay cho biét d6 1a nhiing gia tri tham chiéu c6 do
nhay cao va do duong tinh gia thap. O day c6 hai chi s6 (d6 duong tinh gia va
d6 nhay), va ching bién thién nguoc chiéu nhau. Do do6, can mot “chi s6
dung hoa” ca hai chi s nay chinh 1a d6 chinh x4c dugc do luong bang dién
tich dudi duong biéu didn ROC (con goi 1 area under the curve - AUC) dugc
tinh bang phuong phap tich phan hoic bang phan mém SPSS. AUC dugc giai
nghia qua vi du sau: néu chon mét cip déi twong (chon mot cach ngau nhién
tr mot quan the), mot nguoi 6 bénh va mot nguoi khéng cd bénh. Néu ca hai
nguoi déu dugc xét nghiém bang mot phuong phap c6 AUC = 0.85, thi diéu
nay c6 nghia 1a x4c sudt ma ngudi 6 bénh co két qua xét nghiém véi gia tri
cao hon nguoi khdng mac bénh 1a 85%.

ROC Curve

Sensitivity

T T T T
00 02 04 0§ 08 10
1 - Specificity

Diagonal segments are produced by ties

Biéu do 2.1: Puong cong ROC ciia mét chi s6 nghién civu

Quan sat duong cong trén cho thay dién tich dudi dudng cong I6n nhat 1a



1 (vi 14 hinh vuéng, mdi canh 1a 1). Néu phuong phap xét nghiém vo dung thi

tat ca cac diém tham chiéu déu nam trén duong thang ndi hai diém (0, 0) va

(1, 1), tac duong 45 d6. Trong trudng hop nay, dién tich dudi duong biéu

din ROC bing 0,5 (biéu d

62.2).

Sensitivity

AUC =1

Sensitivity

False +ve

AUC =09

Failse +ve

Sensitivity

Sensitivity

AUC =05

False +ve

AUC =0.65

False +ve

Biéu do 2.2. Dién tich dudi dwong biéu dién (AUC) ciia biéu do ROC.
AUC t6i da la 1, téi thiéu la 0,5. AUC = 0,9 dwoc xem Ia rat tot,
AUC = 0,65 dwoc xem la khdng tot.
Khéng c6 ngudng nao caa AUC dé xac dinh 1a mot xét nghiém tuyét

voi. Tuy nhién theo qui uédc thi mdt phuong phap xét nghiém vai AUC trén

0,8 duoc xem 1 tbt hay rat tot; con AUC dudi 0,6 duoc xem 1a khong tét va

khong thé ap dung vao 1am sang duoc.

Bdng 2.2. Dién gidi y nghia cia dién tich dwéi dwong biéu dién ROC (AUC)

AUC Y nghia

> 0,90 Rat tot
0,80 dén 0,90 Tot
0,70 dén 0,80 Trung binh
0,60 dén 0,70 Khéng tot
0,50 dén 0,60 V6 dung

Trong céc test chan doan bénh, dudng cong ROC duoc dung dé tim diém
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cit (cut off) cua cac bién dinh lugng cd gia tri phan biét 2 trang thai (vi du:
bénh/khéng bénh) tt nhat, co nghia la tim ngudng co6 do nhay va do dac hiéu
cao nhat. Stir dung chuong trinh SPSS s& cho bang sb liéu Toa do cia duong
cong (Coordinates of the curve) gitp xac dinh diém cat. Dung chi sé Youden J
dé xac dinh gié tri nao cua xét nghiém cho d6 nhay va do dic hiéu cao nhat. Chi
s6 J la tri s6 cao nhit cua tong do nhay va dic hiéu trir di 1 (dao dong tir 0 — 1).
J = max (Se+Sp-1)

véi Se (Sensitivity) 1a d§ nhay va Sp (specificity) 1a do dac hiéu [71],[72],[73].
2.5. Pao dwc trong nghién cau

- Puoc su dong y cua nguoi tham gia nghién ctu hoic cia ngudi giam
ho hop phap d6i voi nguoi tham gia nghién cau < 18 tuoi.

- Moi théng tin thu thap duoc dam bao bi mat, chi thong bao cho dbi
tugng nghién ctu, chi phuc vu muc dich nghién ctru va diéu trj.

- Nghién ciru dugc su dong y va phé duyét ciaa Hoi dong khoa hoc, hoi
ddng dao duc vién Huyét hoc — Truyén mau TW, Trung tam Hemophilia.

- Két qua nghién ctu duoc phan hdi lai cho Vién Huyét hoc — Truyén
méau TW, trung tam Hemophilia.

- Tur két qua nghién cau, lya chon mot sé thong tin can thiét va co ich
cho viéc diéu tri va tu van cho nguoi tham gia nghién cau.
2.6. Thoi gian nghién cau

- H6i ctru: Tir 2005 — 2011

- Tién cau: Tir 2011 — 2016
2.7. Pia diém nghién ciru

- Tai nha bénh nhén;

- Tai bénh vién:

+ Trung tdm Hemophilia, cac phong xét nghiém Vién Huyét hoc —
Truyén mau TW.

+ Trung tdm nghién ctru Gen — Protein, Truong dai hoc Y Ha Noi.
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Chuwong 3
KET QUA

3.1. Mt s dic diém caa bénh nhan géc
3.1.1. Sé lweng, gidi, tudi

100 bénh nhan gbc déu 1a nam gidi, tudi trung binh 1a 19,9 + 15,9 tudi,
nho nhét 1a 1 tudi, 16n nhét 13 61 tudi.

3.1.2. Phan bé bénh nhan géc theo tién si chdy mau trong gia dinh

m Biét r6 tién sl gia
dinh

m Chua biét rd tién st
gia dinh

Biéu do 3.1. Phan b bénh nhan goc theo tién siz chdy mau trong gia dinh
Nhan xét:

Phan 16n bénh nhan gbc trong nghién ctru c6 tién st gia dinh vé chay
méu bat thuong, chiém ti 16 79%. S6 bénh nhan khong cé tién st gia dinh
chiém ti 1& 21%.



57

3.1.3. Mizc dg bénh va tén thwong di truyén cia bénh nhan géc

B Nang
B Trung binh
Nhe

Biéu do 3.2. Mirc do bénh cia bénh nhan géc
Nhan xét:

- Phan 16n bénh nhan gbc trong nghién ctru la mac do nang, chiém ti 1¢

76%.

- Bénh nhan mtrc d6 trung binh va nhe chiém ti 1é thap hon, 1an luot 13 9%
va 15%.

Bdng 3.1. Ton thuwong di truyén cia bénh nhén goc

n %
Pao doan intron 1 (n =76) 23 30,3
Dao doan intron 22 (n = 76) 1 1,3
a e Co phat Dot bién diém 7 77,8
Giai trinh L R
hién dot i i
tw gen bién Potbién matdoan| 8 | 1 889 111
n=9 .
( ) Khoéng phat hién dwoc dét bién 1 11,1
Nhan xét:

- 23/76 bénh nhan mtc d6 ning c6 dao doan intron 22, chiém ti 18
30,3%;

- 1/76 bénh nhan mirc d6 nang c6 dao doan intron 1 chiém ti 18 1,3%;
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- 9 ngudi bao gdm 6 bénh nhian mirc 6 ning khong c6 dao doan intron
22 va intron 1, 2 bénh nhan mic d§ nhe va 1 bénh nhan mirc dé trung binh
duogc giai trinh tu gen trong d6 8 nguoi tim dugc dot bién chiém ti 18 88,9% (7
ngudi co dot bién diém va 1 ngudi cd dot bién mat doan). 1 nguoi (chiém ti 16
11,1%) chua phat hién dugc dot bién 12 bénh nhan mirc d6 nhe.
3.2. Phat hién bénh nhan méi va ngwai mang gen bénh

Tu 100 bénh nhan géc da 1ap ra dugc 100 pha h¢ cua 100 gia dinh déng

thoi da t6 chirc kham bénh va 1ay mau tai nha cho 9 gia dinh bénh nhan.

Bang 3.2. S6 liwong thé hé khai thac duwoc théng tin

: 4thé | 5thé | 6thé | 7 thé
3 thé hé
hé | hé | hé | hé | X+SD
S6 lwong (n = 100) 30 58 11 0 1 3,8+0,7
% 30 58 11 0 1

Nhan xét:
Trung binh cac gia dinh khai thac dugc thong tin duoc 3,8 thé hé, dao
dong tir 3 - 7 thé hé. Trong do:
- Phan 16n (58%) céc gia dinh khai thac théng tin dugc trong vong 4 thé hé.
- C6 30% gia dinh khai thac thong tin duoc trong vong 3 thé hé.
- S gia dinh khai thac dugc thong tin tir 5 thé hé trd 1én chiém ti 1¢ thap.

Bdng 3.3. S6 nguwoi 6 lién quan dén hemophilia trong cdc gia dinh

Déi twong Nam N Toéng
Tinh trang n % n % s6
C6 kha nang bi bénh (nam)/
(ni) 869 73,8 1129 96,8
mang gen (niv
99 2343

Khéng c6 kha nang bi bénh
308 26,2 37 3,2
(nam)/mang gen (nip)

Téng sé 1177 | 100 | 1166 | 100
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Nhan xet:

Nguoi ¢o lién quan dén hemophilia 1a ngudi ¢6 kha ning bi bénh d6i
v6i nam va c6 kha nang mang gen hoic chic chian mang gen dbi véi nit.
- Phan tich pha hé xac dinh dugc 2343 thanh vién c6 quan hé huyét
thong bén me voi bénh nhéan trong d6 co6 1177 nam gidi va 1166 nir gidi
chiém ti 16 twong duong nhau 1a 1:1.
- Trong s6 nam gidi c6 quan hé huyét théng xac dinh dugc 869 nam
chiém ti 18 73,8% c6 kha ning bi bénh.
- Trong sb nit ¢6 quan hé huyét thong xac dinh duoc 1129 nguoi c6 lién
quan dén hemophilia chiém ti 1 96,8%.

Bdng 3.4. Phdn bé nguoi lién quan dén hemophilia theo phd hé

n Tilé (%) X+ SD Min - max

Nam

. 869 43,5 8,7+5,9 1-32
(C6 kha nang bi bénh)

Nir

1129 56,5 11,3+ 8,0 3-51
(C6 kha nang mang gen)

Tong s6 1998 100 20,0 + 13,5 4 - 80

Nhan xet:

- Trung binh mdi gia dinh ¢6 8,7 + 5,9 ngudi nam gidi c6 lién quan dén
hemophilia, dao dong tir 1 - 32 nguoi.

- Trung binh mdi gia dinh c¢6 11,3 + 8,0 nguoi nit gidi co lién quan dén
hemophilia, dao dong tir 3 - 51 nguoi.
3.2.1. Phat hign bénh nhan mgi

Trong s6 nam gii ¢6 kha niang mic bénh ching t6i xac dinh nhiing

ngudi nghi ngo bi bénh 12 nhitng nguoi ¢d biéu hién chay mau bét thuong va
nhitng ngudi khdng ¢ triéu ching chay mau bt thuong [a thanh vién trong gia

dinh bénh nhan mic do nhe.
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Bang 3.5. Két qua phét hién nam gidi nghi ngo- bi hemophilia

qua sang loc bang bang héi

. N o x -
Conséng | Datirvong | Téng sb % theo tong so

Chay ma nam co lién
bat thwong n % n % n % | quan (n = 869)
Co 166 | 68,6 | 76 |31,4 | 242 | 69,7 27,8
Khéng (thuéc gia dinh
.o 105 | 100 0 0 | 105 30,3 12,1
murc do nhe)
Tong so 271 | 78,1 | 76 |21,9| 347 | 100 39,9

Nhdn xét

Qua phan tich pha hé va sang loc bang bang hoi (truc tiép va gian tiép)
cho 869 nam c6 lién quan xac dinh dugc 347 ngudi chiém ti 16 39,9% nghi ngo
bi hemophilia trong d6 242 nguoi ¢6 biéu hién chay mau bat thuong chiém ti I¢
27,8% va 105 ngudi khong co biéu hién chay mau bat thuong thudc gia dinh
bénh nhan mic d6 nhe chiém ti 1& 12,1%. Trong sb nhitng nguoi ¢6 biéu hién
chay mau bat thuong c6 76 nguoi da tir vong. S6 ngudi nghi ngo bi hemophilia
con song 1a 271 nguoi.

Bang 3.6. T & nguoi nghi ngor bi bénh duroc 1am xét nghiém chan dodn bang

dinh luong yéu té déng mdu

Pwoc lam xét Chwa dwoc N n
" N .| Tong so
nghiém lam xét nghiém p

Doi twong - s - B - %

Ngwoi cé biéu hién
R , % . 145 87,3 21 12,7 | 166 | 100
chay mau bat thwong

Ngwoi khéng cé biéu

hién chay mau bat p < 0,05

. L 54 51,4 51 48,6 | 105 100
thwong thudc gia dinh

bénh nhan mdc dd nhe

Tong s6 199 | 734 72 26,6 |271| 100

% theo tong nam gi&i

LA 22,9 8,3
co lién quan (n = 869)
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Nhdn xét:

- C6 199 ngudoi nghi ngo bi bénh (chiém ti 1& 73,4% sb ngudi nghi ngo bi
bénh va 22,9% tong sd ngudi lién quan) duoc 1am xét nghiém chan doan trong
d6 c6 145 nguoi ¢6 biéu hién chay mau bat thuong va 54 ngudi khdng co biéu
hién chay mau bt thuong thudc gia dinh muc d6 nhe.

- Ti 1é dugc 1am xét nghiém ¢ nhom ngudi ¢d chay méau bét thuong 1a
87,3% cao hon c6 ¥ nghia thong ké véi p < 0,05 so véi nhém khdng chay méu
bat thuong (51,4%).

- 72 ngudi con lai khdng c6 mat dé 1ay mau 1am xét nghiém do di 1am in xa
hoic chua sip xép duoc thoi gian dén 1ay mau.

Bdng 3.7. Két qua xét nghiém chdn dodn ciia nhitng nguoi nghi ngo bi bénh

Bi bénh Khéng bi bénh | Téng sé

n % n % n %
C6 chay mau bét thwong 145 | 100 0 0 | 145 | 100
Khéng chay mau bat thuwéng 2 3,7 52 96,3 | 54 | 100
Tdng sb 147 | 739| 52 | 261|199 | 100

Ti 1é (trén tong s6 nam c6 kha
16,9 5,9 22,9
nang bi bénh) (n = 869)

Nhan xet:

-Tat ca nhitng ngudi c6 biéu hién chay mau bat thuong déu cé két qua
x€ét nghiém khéng dinh bi bénh. Chi c0 hai nguoi khong co biéu hién chay
mau bat thuong duoc khang dinh bi bénh qua xét nghiém, chiém ti 1& 3,7%.

-Tdong s6 bénh nhan méi duge chan doan 1a 147 nguoi chiém ti 18 16,9%

nam gis1 ¢o lién quan.




Bdng 3.8. Pdc diém ciia nhitng ngueoi c6 biéu hién chay mdu bat thuwong

da tur vong
S6 Trung vi Thei diém tee vong
Mcrc do lwong x;
ciia bénh ' tuoi tho 0 Trwée khi | Sau khi
) 0, 2
nhan gbc (%) (Min = max) duoc duwoc chan
(nguei) (tudi) chan doan doan
59 11,0 51 8
Nang(,
(77,6%) 1,5-60 (86,4%) (13,6%)
T 8 7 7 1
rung P we> 0,05
binh(z)
(10,5%) 0,5-51 (87,5%) (12,5%)
PwE)< 0,05
9 39 9 0
Nhe(,
P@@< 0,05
(11,9%) 3-66 (100%) (0%)
- 76 12,5 67 9
Tong so
(100%) 0,5 - 66 (88,2%) | (11,8%)
Nhan xet:

- Pa s6 nhimg ngudi c6 biéu hién chay mau bat thuong da tir vong thudc
gia dinh mtrc d6 nang (77,6%) va t&r vong trudce khi dugce chan doan, trung vi
tudi tho 12,5 tudi, dao dong tir 6 thang dén 66 tudi.

- Tubi tho trung vi gitta cic mirc dd bénh ciia nhitng nguoi ¢d chay mau
bat thuong c6 sy khac biét c6 y nghia théng ké véi p < 0,05.

- Nhitng nguoi thude gia dinh mirc do nang va trung binh tr vong sém
hon nhitng nguo1 thudc gia dinh mtrc d6 nhe, su khéac bi¢t c6 y nghia théng ké

véi p <0,05.
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Bang 3.9. Nguyén nhan tir vong cua cac thanh vién

6 biéu hién chay mau bat thiong

Nguyén nhan ttr vong n %
Chan thwong, tai nan 16 25,4
Xuat huyét tiéu héa 13 20,6
Xuat huyét ndo 63 13 20,6
Chay i 82,9
) Chay mau rang miéng 6 9,5
mau
Co 4 6,3
Khac 11 17,5
Khéng do chay méau 5 6,6
Khong rd 8 10,5
Toéng so 76 100
Nhan xet:

- Phan 16n nhimg ngudi ¢ biéu hién chay mau bat thuong bi tir vong 1a
do chiay mau (82,9%) trong d6 hay gip nhat 1a do chdy mau sau chin
thuong/tai nan, xuat huyét ndo va xuét huyét tiéu hoa (lan luot 1a 25,4%,
20,6%, 20,6%).

- C6 6 nguoi chiém ti 18 9,5% tir vong do chay mau ring miéng.

- T1 1€ nguoi tir vong vi chay mau co 1a 6,3%.

Bang 3.10. Quan hé ciia bénh nhdan méi dwoe chin dodn véi bénh nhén goc

S6 lwong

(n = 147) %
Cung thé hé (anh em ruét, anh em con di gia) 51 34,69
Sau 1 thé hé (chau goi bang cau) 48 32,65
Sau 2 thé hé (chau goi bang 6ng) 16 10,88
Sau 3 thé hé (chat goi bang cu) 1 0,68
Trwéce 1 thé hé (cau, bac) 18 12,24
Trwéc 2 thé hé (6ng) 13 8,86
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Nhan xet:

- Phan 16n bénh nhan méi duoc phat hién cing thé hé va sau 1 thé hé voi

bénh nhan goc.

- S6 bénh nhan méi sau 2 thé hé véi bénh nhan géc chiém ti 1é tuong

duong v6i s6 bénh nhan méi trudce 1 thé hé.
- C6 8,7% bénh nhan moi 1a thé hé 6ng cua bénh nhan gdc.
- Chi ¢6 1 bénh nhan méi duy nhét goi bénh nhan gbc 1 cu.
3.2.2. Phat hi¢n ngwoi mang gen bénh

3.2.2.1. Phét hién nguoi mang gen bénh dya vao phan tich pha hé

B S8 phu ni* dwgc nghién
clru

m S8 phu nit chura dugc
nghién ctru

Biéu d6 3.3. S6 phu nit dwoc nghién ciru tinh trang mang gen
Nhan xét:
Trong s6 1129 thanh vién nir ¢6 lién quan dén hemophilia c6 533 nguoi

dugc nghién ctru do c6 thé khai thac dugc thong tin, chiém 47%.



65

Bang 3.11. Két qud phat hién nguoi chdic chin mang gen

qua phan tich pha hé
n %
; A Pa c6 con 61| 343
Con cua bo bi hemophilia Tong - 113
SO | Chwaco con 52
Cé it nhéat 2 con trai bi bénh 49 14,9
C6 1 con va 1 thanh vién khac trong gia dinh bi bénh | 156 47,4
C6 1 con bi bénh va it nhat 1 thanh vién trong gia dinh | 11 3,3
la ngw®i mang gen
Téng sé 329 100

Nhan xét:

C6 329 ngudi nit chac chan mang gen phét hién dugc bang phan tich pha hé
trong d6 hay gap nhat 1a nhitng ngudi ¢6 mot con trai va mot thanh vién khéac
trong gia dinh bi hemophilia (47,4%), tiép dén la nhimg nguoi c6 bd bi
hemophilia (34,3%). C6 14,9% nguoi cO tir hai con tro 1én bi bénh va chi cé
3,3% nguoi thoa méan diéu kién c6 mot con bi bénh va ¢ it nhat mot ngudi trong
gia dinh dugc chan doan mang gen. Trong s6 ndy c6 52 ngudi chua co con.

Bdng 3.12. Két quad phat hién nguoi c¢é khd ndng mang gen

qua phan tich pha hé
n %
C6 1 con bi bénh 21 10,3
Cé it nhat 1 thanh vién trong gia dinh bi bénh 183 89,7
La con cua mét ngw®i mang gen bénh 0 0
Tong so 100

Nhan xét:

C6 204 nguoi c6 kha nang mang gen hemophilia phét hién duoc bang phan
tich pha hé trong d6 da s6 1 nguoi ¢ thanh vién trong gia dinh bi hemophilia
(89,7%), chi ¢6 21 nguoi chiém ti 1¢ 10,3% c6 1 con bi hemophilia. Khdng c6

thanh vién nao chi théa man di€u kién 1a con ciia mot nguo1 me mang gen bénh.
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B Chac chdn mang gen

m C6 kha nang mang

gen

Biéu do 3.4. Ti 1é phdt hién ngwoi mang gen bang phan tich phd hé

Nhan xet:

Trong s6 533 ngudi phu nit ¢6 lién quan xac dinh duoc 329 ngudi chic

chian mang gen chiém ti 1& 61,7% va 204 ngudi c6 kha ning mang gen chiém

ti 1¢ 37,3%.

Bang 3.13. Ti I¢ phat hién nguoi mang gen theo mirc do bénh

cuia bénh nhdn goc

Mirc do

S6 lwong ngudi
mang gen dwoc

S6 lweng ngwei mang gen
dwoc phat hién moi pha hé

P> 0,05

cua bénh nhan géc phat hign X + SD Min - max
Nang, (n = 76) 183 24+2/1 0-8
Trung binh ) (n =9) 42 4,7+1,7 1-7
Nhe 5(n = 15) 104 6,9 £6,0 1-22
Tong s6 (n =100) 329 33+34 0-22
p Pw@< 0,05

Pw@< 0,01
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Nhan xet:

Bang phén tich pha hé phat hién dugc trung binh mdi gia dinh c6 3,3
nguoi chic chin mang gen, dao dong tir 0 dén 22 nguoi, trong d6 gia dinh
bénh nhan mic dd ndng co6 it ngudi mang gen dugc phat hién hon gia dinh
bénh nhan mirc do trung binh va mirc dd nhe, su khac biét c6 y nghia théng

ké véi p < 0,05.

Badng 3.14. Quan hé ciia nguoi mang gen véi bénh nhdn goc

S6 lwong

(n = 329) %
Cung thé hé (chi em ruét, chj em ho) 73 22,2
Sau 1 thé hé (chau goi la cau, bac) 69 21
Sau 2 thé hé (chau goi la 6ng) 3 0,9
Sau 3 thé hé (chat goi la cu) 1 0,3
Trwdc 1 thé hé (me, di, gia) 129 39,2
Trwédc 2 thé hé (ba) 47 14,3
Trwédc 3 thé hé (cu) 7 2,1
Tong so 329 100

Nhan xét:

- Nhitng ngudi mang gen duge phat hién bang phuong phap pha hé thudc
nhiéu thé hé trong gia dinh, tuy nhién hay gip nhat 1a truéc 1 thé hé (me, di,
gia..), cung thé hé (chi em rudt, chi em ho) va sau 1 thé hé v&i bénh nhan
(chéu goi 1a cau), lan luot vai ti 16 12 39,2; 22,2 va 21%.

- C6 47 ngudi chiém ti 16 14,3% thudc thé hé ba cua bénh nhan gdc.

- Ti 1& ngudi mang gen 1 cu ciia bénh nhan gdc chiém ti 18 thap 13 2,1%.
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1 2 Legend

l:l Binh thuong/Nghi ngo manggen

Bibenh
El Mang gen
L]

3 4
VIII/vYWE Ag: VII/vWE Ag:
0,99 0,76

=

1 2 3
VIIL/VWE Ag:
148

So d6 3.1 Pha hé gia dinh bénh nhan Nguyén Quang M. (sé 26)

Nhdan xét:
- Bénh nhan goc Nguyén Minh Q. (II1:3) bi hemophilia mirc d6 niang. Phan
tich pha hé xac dinh cac thanh vién c6 lién quan dén hemophilia bao gdom:
+ Nam c6 kha nang méc bénh: I:1 va III:3;
+ Nit ¢6 lién quan dén hemophilia: 1:2, 11:2, 11:4, 111:1.
- Qua phong véan phat hién em trai bénh nhan 1a III:3 c6 biéu hién chay
mau lau cam, 1am xét nghiém cho thay III:3 bi hemophilia A.
- Me¢ bénh nhan I1:4 c6 2 con bi hemophilia A vi vay la nguoi chic chan
mang gen hemophilia A.
- C4c thanh vién nit khac trong gia dinh bao gom I:2, II:2, III:1 1 ngudi
c¢6 kha ning mang gen hemophilia do trong gia dinh c6 ngudi bi bénh dong

thot chua c6 con bi hemophilia.
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o .

6 7 8

b
bebbafad 403402
L b6k

So dé 3.2. Pha hé gia dinh bénh nhdn Ha Bé C. (s6 82)
Nhan xet:

- Bénh nhén goc Ha B3 C. bi hemophilia A mtic ¢ nhe. Phan tich pha
hé phat hién cac thanh vién lién quan dén hemophilia bao gom:

+ Nam c6 kha ning méic bénh: II:5, I1:8; 1II;1, II1:12, I11:13, I1I:14;
IV:2, IV:3, IV:5, IV:6.

+ Nit ¢6 lién quan dén hemophilia: 1:2, 11:2, 11:7, 111:3, 111:6, 111:8, 111:10,

11, 1IvV:1, IV:A4.

- Qua phdéng van khong phat hién dugc nguoi nam nao khac c6 biéu hién

I (82)HaDo Ch

I
Il
v

3 4

chay mau. IV:3, IV:5, IV:6 1a chdu ngoai cia bénh nhan dugc lam xét nghiém
kiém tra, két qua 1a ca 3 khong bi bénh. Nhitng nguoi khac chua lay duogc
mau dé xét nghiém.

- Céc thanh vién III:6, 1II:8, 111:10, III:11 13 nguoi chac chan mang gen
do la con gai cta bénh nhan.

- Cac thanh vién I:2, II:2, II:7, III:3, IV:1, IV:4 14 nguoi c6 kha nang
mang gen do la me (II:2), chi em gai (II:2, I1:7), chau ngoai (IV:1, IV:4) va
chau goi bang cau (I1I:3) cta bénh nhan.
3.2.2.2. Phéi hop cdc phwong phdp phét hién nguroi mang gen ¢ nguoi ¢6 khd

nang mang gen
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a. Phan tich di truyén

Trong s6 204 ngudi ¢ kha ning mang gen vira duoc phat hién qua phan
tich pha hé c6 71 nguoi 1a thanh vién trong cac gia dinh da xac dinh dugc dot
bién gen F8 va 17 ngudi thude 15 gia dinh thoa mén diéu kién (c6 me mang gen
di hop tir v&i Bell va c6 day dit miu mau ctia cac thanh vién trong gia dinh) dugc
xac dinh tinh trang mang gen bang phan tich PCR-RFLP véi Bell, két qua thé
hién ¢ bang 3.15, biéu d6 3.4 va bang 3.16.

Bang 3.15. Két qud chan dodn tinh trang mang gen bang
phan tich truec tiép dot bién gen F8

Dao doan | Dao doan | Dot bién | Dot bién Tong s6
intron 1 | intron 22 | diém | matdoan %
Cb6 mang gen 0 24 5 1 30 42,3
Khéng mang
0 24 17 0 41 57,7
gen
Toéng so 0 48 22 1 71 | 100
Nhan xét:

Trong s6 71 nguoi duoc xac dinh tinh trang mang gen bang phan tich
tryc tiép dot bién gen F8 c¢d 30 ngudi chiém ti 18 42,3% dugc khang dinh

mang gen va 41 nguoi khong mang gen chiém ti 18 57,7%.

B Déng hop tir
m Dj hop ti

Biéu do 3.5. Ti 1é di hop tir véi Bell ciia nguoi me mang gen
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Nhan xet

C0 27 ngudi me mang gen dugc phan tich PCR-RFLP véi Bell trong do
6 15 ngudi chiém ti 1& 55,6% di hop tir v6i Bell. 15 ngudi ndy va cac thanh
vién lién quan trong gia dinh dugc 4p dung phéan tich PCR-RFLP véi Bell dé
xac dinh tinh trang mang gen ctia con géi ho.

Bdng 3.16. Két qua phén tich PCR-RFLP

Me B6 :
pha | (Mang | (binh | O ’ A
hé gen) | thwong) T Congail Congai 2
sé Tinh trang Tinh trang
Bcell Bcll Bell Bell | mang gen | BY'| mang gen

2 +/- + + ++ Co

10 | +- + + ++ Co t co

11 +- + - +/+ Khong

12 +/- - - -1- Co

14 +- . + +/- Co

16 /- + - +/+ Khéng +/- Co

20 +- + +/+ Céo

o5 +- + + +/- Khbéng

40 +- + + +/- Khéng

48 +- + + +/- Khong

83 +- . - +/- Khong
89.1| +- - + - Khong
89.2 +- + + +/- Khéng
89.3| +- - + /- Khong

90 | +- + ++ Co
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Nhan xet:

- Tat ca 15 gia dinh c6 me mang gen di hop ttr voi Bell déu tap hop duoc
dt mAu méau cua cic thanh vién c6 lién quan, duoc tién hanh chan doan tinh
trang mang gen cho con gai.

- Phén tich gia dinh s6 16 cho thdy: con trai bj bénh c6 Bcll (-) do me
truyén cho vi vay Bell (-) ndy thudc nhidm sic thé X mang gen bénh, nhiém
sac thé c6 Bell(+) ciia me 1a nhiém sac thé binh thuong. Con gai 1 ¢6 Bcell
(+/+) thi 1 nhan tir bé va 1 nhan tir me, ma nhu phan tich & trén Bell (+) cta
me nam trén nhiém sic thé X binh thuong, vi vy con gai 1 khdng mang gen
bénh. Con géi 2 c6 Bell(+/-) ma Bell (+) nhan tir bd, Bell(-) nhan tir me thudc
nhiém sic thé bi bénh, do d6 con gai 2 mang gen bénh.

- Cac gia dinh khac phan tich twong tu. Két qua 12 c6 8 nguoi duoc chan
doan mang gen va 9 nguoi khong mang gen.

Bang 3.17. Két qua chan dodn tinh trang mang gen
bang phan tich di truyén

Mang gen Khdng mang gen Téng sb
n % n % n %
Phan tich truc tiép
gen F8 30 42,3 41 57,7 71 100
Phan tich gian
tiép gen F8 8 471 9 52,9 17 100
(PCR — RFLP)
Téng sb 38 43,2 50 56,8 88 100
Nhan xét:

Qua phan tich di truyén (truc tiép va gian tiép) cho 88 ngudi c¢6 kha niang
mang gen da phat hién thém 38 ngudi mang gen chiém ti 18 43,2% va 50

ngudi khong mang gen chiém ti 18 56,8%.



73

Bang 3.18. Ti Ié phat hién nguoi mang gen
qua phén tich pha hé két hop véi phan tich di truyén

; n
Doi twong %
(n = 533)
Bang phan tich pha hé 329 61,7
Mang
gen Bing phan tich gen trwe tiép 367 30 689 | 56
Bang phan tich gen gian tiép 8 1,5
Khoéng mang gen (xac dinh qua phan tich 50 9,4
di truyen)
Co6 kha nang mang gen 116 218
Téng s6 533 100
Nhan xet:

- Twr 533 nit c6 lién quan, qua phan tich pha h¢ phat hién dugc 329 nguoi
mang gen chiém ti 1& 61,7% va 204 nguoi mang gen chiém ti 1& 38,3%.

- Tir 204 nguoi c6 kha ning mang gen, két hop voi cac phuong phap:

+ Phén tich dot bién gen F8 phat hién thém 30 nguoi mang gen chiém ti 18
5,6%.

+ Phan tich PCR-RFLP v&i Bcll phat hién thém 8 nguoi mang gen chiém
ti 1é 1,5%.

- Tong s6 ngudi mang gen dugc phat hién 1a 367 nguoi chiém ti 1¢ 68,9%.

- S6 ngudi con lai bao gdm 50 ngudi (chiém ti 16 9,4%) khéng mang gen
dugc xac dinh qua phan tich di truyén va 116 nguoi (chiém ti 1& 21,8%) o

kha niang mang gen chua khang dinh duoc tinh trang mang gen.
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(13) Mai Van H - truoc

25

1
Legend
] Binh thuong/ Nghi ngo mang gen
[@] Mang gen
B vibeoh
4 5 6 7 8 Ll 10

12

3t do chan
thuong so nao

So d6 3.3. Pha hé cua gia dinh bénh nhdn Mai Vin H. (s6 13) truéc khi phan tich di truyén

(13) Mal Van H - sau

25t
do tai nan

0.34
inver 22 (+)

0.39
inver 22 (+)

So do 3.4. Phd hé cua gia dinh bénh nhdn Mai Van H. (so 13) sau khi phdn tich di truyén
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Nhdan xét:

- Bénh nhan Mai Vin H. (s6 13) bi hemophilia A mic do ning c6 tén
thuong di truyén 13 dao doan intron 22. Gia dinh bénh nhan ¢ 9 nguoi co
biéu hién chay mau bat thuong bao gom: 11:1, 11:5, 111:4, 111:13, 111:17, 111:18,
111:19, 1V:11, 1V:13 trong d6 c6 3 thanh vién (11:5, 111:13, IV:11) da chét do
chay mau. 6 thanh vién con séng duoc 1am xét nghiém, két qua cho thay tat ca
déu bj hemophilia A mirc d6 ning.

- Céc thanh vién 1:2, 11:3,11:8, 11:10, I1:12, III:2, III1:12 13 ngudi chac
chan mang gen do thoa man cac diéu kién:

+1:2, 11:112, 111:12: C6 > 2 con trai bi bénh.

+ 11:3, 11:8, 11:10, 111:2: C6 1 con bi hemophilia va c6 nhiéu ngudi ham
khéc trong gia dinh b1 bénh.

- Céc thanh vién nit ¢6 quan hé huyét thong véi bénh nhéan 11:4, I11:3,
L5, 1I1:7, 11:10, OI:16, 1V:1, IV:3, IV:4, 1V:§, IV:9, IV:10, IV:12 1a nguoi
c6 kha nang mang gen hemophilia do trong gia dinh c6 nguodi nam gidi bi
bénh dong thoi lai chua co con bi hemophilia. Cac thanh vién nay duoc phan
tich tim dao doan intron 22, két qua cho thay III:3, IIL:5, 1II:7, IV:8, IV:12
khéng mang gen; 111:10, 111:16, IV:1, IV:3, IV:4, IV:9, IV:10 mang gen.
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1 2 3 4 5 6 7 8 9 10
Bell (1) Bell (+/-) 4t ko ro
nguyen nhan

1 2 3 4 5 6 7 10 1 12 13 14 15 16 17 18 19 20 21
3t Bell (+14) BdlI (+1) BdI ()
Legend
[ Binh thuong/ Nghi ngo mang gen
I V Bibenh
[®] Mang gen

8 9
1 2 3 4 5 6 7 8 9 10

So dé 3.5. Pha hé gia dinh bénh nhan Pham Hiwu B. (s6 16)
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Nhan xet:
- Nam 2007, gia dinh bénh nhan Pham Hiru B. (mic d0 nang) ngoai bénh
nhan con c6 4 thanh vién nam gidi khac 1a 11:9, 11:10, III:3, 111:6 c6 biéu hién
chay méu bat thuong trong d6 I1:9 va III:3 d4 chét. 2 thanh vién con lai dugc
lam xét nghiém chan doan bi hemophilia.
- Céac thanh vién nir 1a ngudi chic chan mang gen do thda méin cac diéu kién:

+1:2, 11:2: C6 2 con bi hemophilia,

+ I1:6: C6 1 con va 2 em trai bi hemophilia.
- Cac thanh vién 11:4, 11:8, 111:2, 111:9, 111:12, 111:14, 111:16, 111:20, IV:5, 1V:6
1a nguoi c6 kha ning mang gen do c6 quan hé huyét théng bén ngoai véi
nguoi bi hemophilia.
- II:14 va II:16 c6 me mang gen va di hop ta voi Bell nén da dugc phan
tich tinh trang mang gen bang Bcll, két qua 1a 111:14 khéng mang gen con
I11:16 mang gen (dugc trinh bay ¢ bang 3.16 - II1:14 tuong tng véi con gai 1,
II1:16 tuong Ung véi con gai 2). [11:16 ndm 2012 sinh ra con IV:8 bi bénh, tré
thanh nguoi chac chdn mang gen va khang dinh két qua ciia viéc chan doan
tinh trang mang gen trudc do.

b. Phdn tich yéu t6 dong mdu (ti s6 VIII/NVWF:Ag)

o Xac dinh nowonge chan dodn:

Trong sd nhiing ngudi mang gen dugc phat hién bang phan tich pha hé
ching toi chon ra 83 ngudi thoa man diéu kién gidng nhu nhém chimg: co
tudi tir 14 - 50, khong co thai va khong udng thudc tranh thai dé dinh luong
yéu t6 VIII, vVWF:Ag, tinh ti s6 VIII/VWF:Ag va so sanh v&i nhom chimng, két

qua dugc chi ra & bang 3.19.
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Bdng 3.19. So sanh nong dé yéu té déng mau giita nguwoi binh thiong va

nguoi mang gen bénh

Do6i twong Yéu to VIII (%) VWF:Ag (%) Ti s6 VIII/VWF:Ag

X £ SD |[Min-max| X+ SD |Min-max| Xz*SD Min- max

Binh thwéng
(n=70) 81,4+279| 42-191 |{854+30,3| 35-195 |0,95+0,21|0,52-1,54

Mang gen bénh
(n=83) 499+19,6| 16-131 |86,2+23,5| 39-193 |0,59+0,22|0,21-1,3

p <0,05 > 0,05 <0,05

Nhdn xét:

- Gitra nhém nguoi binh thuong va nhom ngudi mang gen bénh khong co
su khac biét vé néng do yéu td von Willebrand.

- Nhém ngudi mang gen bénh c6 nong do yéu to VIII va ti s6 VIII/VWF:Ag
thap hon han nhom nguoi binh thudng véi p < 0,05.

ROC Curve

0+

06

Sensitivity

04

|

T T T T
00 02 04 06 08 10

1 - Specificity

Diagonal segments are produced by ties

Biéu dé 3.6. Biéu dé dwong cong ROC ciia ti s6 VIII/VWF:Ag
Nhdan xét:
Phan tich biéu dé duong cong ROC cua ti s6 VIII/VWF:Ag cho thay dién
tich dudi dudng cong ROC 14 0,89 hoic 14 89% (v6i p < 0,01); nhu vay: ti s6
VII/VWF:Ag cao hoic thap c6 kha ning xac dinh duoc tinh trang mang gen

va tinh trang khdng mang gen.
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Bang 3.20. Két qua tinh do nhay va do dac hiéu cua ti $6 VIIIWWF:Ag

trong chan dodn ngwoi mang gen bénh hemophilia A

Toa dd cia dwong cong ti s6 VIII/VWF:Ag
Ngudng két luan | D6 nhay |1 — do dic hiéu
,6526 ,943 ,312
,6603 ,943 ,313
,6659 ,943 ,330
,6741 ,943 ,289
,6891 ,943 277
, 7034 ,929 ,253
,7080 ,914 ,253
,7098 ,914 ,241
7112 ,900 ,241
7124 ,900 ,229
Ngudng —» 7136 ,900 217
,7150 ,871 ,205
, 7166 ,857 ,205
, 1206 ,843 ,205
, 71268 ,829 ,205
, 7307 ,814 ,205
1325 ,814 ,193
, 1356 ,800 ,193
,7388 ,786 ,193
1426 ,786 ,181
Jq477 ,786 ,169
,7520 JI71 ,169
, 7625 57 ,169
JA737 , 157 ,157
JA771 , 743 ,157
,71825 , 743 ,145

Nhdgn xét:

Cin clr vao bang phan tich trén ching toi chon ngudng chan doan cho ti
s6 VIII/VWF:Ag sao cho ¢6 chi s6 J cao nhat [J = (@6 nhay + dé ddac hiéu) — 1]
(chinh 1a bang d6 nhay — (1- d6 dac hiéu)).

Néu chon ngudng 12 0,7112 thi J = 0,900 — 0,241 = 0,659.

Néu chon ngudng 13 0,7124 thi J = 0,900 — 0,229 = 0,671.

Néu chon ngudng 12 0,7136 thi J = 0,900 — 0,217 = 0,683.

Néu chon ngudng 14 0,7150 thi J = 0,871 — 0,205 = 0,666.

Néu chon ngudng 12 0,7166 thi J = 0,857 — 0,205 = 0,652...
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Nhu vay ngudng 0,7136 tuong duong véi do nhay 1a 0,9 (90%) va do
dic hiéu 1a 1 - 0,217 = 0,783 (78,3%) cho chi s6 J cao nhat 1a 0,683. Chinh vi
vay chlng t6i chon ngudng chan doan 1a 0,7136, lam tron thanh 0,71.

e Ap dung ti s6 VIIIIWWF:Ag 0,71 chdn dodn tinh trang mang gen

Trong s6 204 ngudi c6 kha ning mang gen xac dinh bang phan tich pha hé
c6 159 nguodi dugce dinh luong VIII va vWF:Ag, trong d6 c6 72 ngudi (45%)
c6 ti s6 VIII/VWF:Ag (goi tat 1a ti s6) < 0,71, nhitng ngudi nay duoc xac dinh
1a c6 mang gen. Nhitng trudng hop con lai ¢o ti s6 > 0,71 khong khang dinh
duoc tinh trang mang gen.
Bang 3.21. So sanh két qua chan dodn tinh trang mang gen bang ti s6
VIII/VWF:Ag voi két qud phan tich di truyén gen F8

Mang gen (n = 38) Khéng mang gen (n = 50)
> X Ti 36 2 - X - X
>

Phwong Tis6<0,71 071 Tis0<0,71 | Tis020,71
phap chan doan 0 % 0 % 0 % 0 %
PCR - RFLP (n = 17) 6 2 0 9
th_an tich dét bien gen 27 3 4 37
(n=71)
Téng s6 (n = 88) 33 [(86,8]| 5 13,2 4 80 | 46 | 92,0
Nhan xet:

Trong s6 nhitng nguoi c6 kha ning mang gen, bang phan tich di truyén
da phat hién 38 ngudi mang gen va 50 nguoi khong mang gen. Trong s6
nhitg ngudi mang gen c6 86,8% cb ti sé < 0,71. Trong sb6 nhitng nguoi
khong mang gen c6 4 nguoi chiém ti 1& 8% co ti s6 < 0,71. Nhu vay, so véi
phuong phap phan tich di truyén thi ti s6 VII/VWF:Ag da phat hién duogc
dung 86,8% ngudi mang gen va chan doan nhidm mang gen cho 8% truong

hop khong mang gen.
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(55) Luu The Quyen - truoc

So dé 3.6. Pha hé gia dinh bénh nhan Luu Thé Q. (s6 55)
triwde khi phdn tich di truyén va ti sé6 VIINWF:Ag
Nhdan xét:

Gia dinh bénh nhan Luu Thé Q. (s6 55) chi c6 bénh nhan (1V:6) la
nguoi duy nhat mac bénh, vi vy me bénh nhan III:8 (dang c6 thai 1an 2) va
cac thanh vién nit khac c6 quan hé huyét thong bao gom 1:2, 11:2, 111:4, 111:5,
IV:3, IV:5 1a nguoi ¢d kha ning mang gen. Phan tich ti s6 VIII/VWF:Ag cho
me bénh nhan 111:8 va bac bénh nhan 111:5 cho thay 111:8 ¢d ti s6 1a 0,51 <
0,71 vi vay la nguoi mang gen, I111:5 ¢6 ti s6 14 0,77 > 0,71 vi vay khong
khang dinh dugc tinh trang mang gen. Bénh nhan 1V:6 c¢6 dao doan intron
22. Ap dung phén tich dao doan intron 22 cho 111:8 va I11:5 cho thay 111:8 c6
mang gen va 11:5 khong mang gen (hinh 3.1). Nhu vay la két qua phan tich
ti s&6 VIII/VWF:Ag va phan tich di truyén cho két qua twong déng nhau & hai
thanh vién nay. Sau khi III:8 dugc x4c dinh mang gen chung t6i da chan
doan truéc sinh bang phan tich dao doan intron 22 cho thai nhi, két qua thai
nhi bi bénh.
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Chu thich:

- H20: Chitng am

- NC: Mdu nam am tinh

- +: Chung duong

- M: Thang ADN chudn 1kb

- 1: Bénh nhan Q. (IV:6): Co6 dao iill((:
doan intron 22 (10kb va 11kb) 10kb

- 2: Me bénh nhan (I11:8): Duong tinh
di hop tir voi dao doan intron 22(12
kb, 11kb va 10 kb)

- 3: Mdu 6i ciia thai nhi (IV:8): ¢6
dao doan intron 22 (11 kb va 10 kb)

- 4: Bac bénh nhan (I11:5): khong co
ddo doan intron 22 (12 bk va 10 kb)

Hinh 3.1. Hinh dnh dién di san pham PCR phdt hién déio doan intron 22
& gia dinh bénh nhdan Luu Thé Q. (s6 55)

(55) Luu The Q - sau

Legend

[®] Mang gen
Bibenh
[ Binh thuong/ Nghi ngo mang gen

q=

0.77 0.51
Inver22 (1) Inver22 (+)

2 3 4 5 6 7
Inver22 (+) Inver22 (+)

So dé 3.7. Pha hé gia dinh bénh nhan Luu Thé Q. (s6 55)
sau khi phan tich di truyén va ti s6 VIINVWF:Ag
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Bdng 3.22: Phéi hop dp dung phan tich phd hé, ti sé VIIIVWF:Ag va phén

tich PCR-RFLP trong chin dodn nguoi mang gen va chin dodn trude sinh

Bo
\ Bénh .
(binh R Thai nhi _
. Me . nhéan ] Chi gai
Pha thwong) (em trai)
hé | Yéu Tinh
P . . Tinh
SO to | Tiso . . | trang
Bcll Bcll Bcll | Bell | trang | Bcell | Tiso
VIII mang
bénh
(%) gen
51 53 | 0,42 +/- - + + Co +/- | 0,83 Co
54 55 | 0,52 +/- + - Khéng
63 40 | 0,28 | +/- + - - Co
94 36 0,4 +/- + - Khbng
Nhdan xét:

Co6 4 truong hop thudc gia dinh s6 51, 54, 63, 94 me di c¢6 1 con bi
bénh hemophilia A, nay c6 thai lan tiép (thai trai) mubn dugc chan doan trudc
sinh cho thai nhi. Riéng gia dinh s6 51 con c6 nhu cau chan doén tinh trang
mang gen cho chi gai cia bénh nhan. Trong 4 ngudi me thi c6 me thudc gia
dinh s6 63 13 nguodi mang gen con 3 me thudc gia dinh s 51, 54 va 94 1a
nguoi co kha nang mang gen. Bé ap dung duoc phuong phap PCR-RFLP cho
chan doan trudc sinh va chan doan tinh trang mang gen cho con céi thi nguoi
me phai 12 ngudi chic chan mang gen. Chinh vi vay 3 ngudi me c¢6 kha ning
mang gen duoc lam xét nghiém dinh luong yéu t6 VIII, vWF:Ag, tinh ti s6
VIII/VWF:Ag, két qua 1an luot 13 0,42; 0,52; 0,4; déu < 0,71 do d6 duogc chan
doan 1a ngudi mang gen. Ap dung phuong phap phan tich PCR-RFLPv&i
Bcll/intron 18 cho cac thanh vién trong 4 gia dinh xac dinh dugc thai nhi
thudc gia dinh s6 51 va 63 bi bénh, thai nhi thudc gia dinh s 54 va 94 khong

bi bénh; chi gai cua bénh nhan gia dinh $6 51 mang gen.
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1 2 Legend

D Binh thuong/Nghi ngo mang gen

@ Mang gen
Bibenh

I .
1 2 3 4 5

0.52

BelI (+/)

1 2 3 P* 4 5

CoDB 2014

Bell (+) Bell ()

So do 3.8. So' do pha hé gia dinh bénh nhdn Hodng Quéc V. (s6 54)

1 2 3 4 5 6 M
+/- +/+ - + - +/-

142 bp—>
9bp —
43bp —

Hinh 3.2. Két qud phdn tich PCR-RFLP véi Bell/intron 18
ciia gia dinh bénh nhdn Hoang Quéc V. (s6 54)
Cha thich:
1: Méu doi chimg cdt Bell di hop tie (+/-)  4: San pham PCR I11:4 sau khi cdt Bell (+)
2: Madu doi chung cdt Bell d&ng hop tw 5: San phcfm PCR mau éi (111:5) sau khi cdt Bell (-)
(+/+) 6: San pham PCR I1I:5 sau khi cdt Bell (+/-)
3: Mau doi chirng khéng cdt Bell (-) M: Thang ADN chudn 100bp
Nhan xét:
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Gia dinh bénh nhan Hoang Quédc V. (s6 54) c¢6 duy nhét bénh nhan V.
(111:4) bi bénh. Me bénh nhan II:5 chi cé 1 con trai bi bénh va khong c6 thanh
vién nao khac trong gia dinh bi bénh do d6 1a nguoi c6 kha nang mang gen. 11:5
duoc 1am xét nghiém c6 ti s6 VII/VWE:Ag 13 0,52 (< 0,71) do vy dugc khang
dinh 12 mang gen bénh. II:5 ¢6 thai lan 2 14 thai trai, c6 nhu cau 1am chan doén
trude sinh bénh hemophilia cho thai nhi. Két qua phan tich PCR-RFLP véi
Bcll/intron 18 cho thay I1I:5 ¢6 thong tin véi Bell (Bell +/-). Bénh nhén I11:5 ¢6
két qua Bcell (+), vay nhiém sac thé X ctia me c6 Bcll (+) 1a nhiém sic thé mang
gen hemophilia, con nhiém sic thé X ¢6 Bell (-) 14 nhiém sic thé binh thudng.
Phan tich nudc i cho thdy thai nhi ¢ Bell (-), vAy thai nhi mang nhiém sic thé
X binh thudong cia me do d6 thai nhi khong mang gen (khong bi bénh).

- Gia dinh s6 54 ngoai duoc phén tich bang ti s VII/VWF:Ag va PCR-
RFLP con duogc phan tich bang giai trinh tu gen yéu té VIII, cac phuong phap
cho két qua twong ty nhau 1a me (II:5) mang gen va thai nhi (III:5) khong
mang gen (khong bi bénh).

i c. 205-206 del CT
A
JAAAAAGACTCTGTTTGT AAAAAGACTGTTTGTAG
o :
‘ : \ \
W W
Thai nhi lll:5 Bénh nhan lii:4
Khéng dét bién Alen 1: Khéng dét bién
' Alen 2: c. 205-206 del CT
AAAAAGACTCTGTTTGT AAAAAGAC?/GTGTGTGG;
N ’ \
| [AWWw
(VV
Ngwei binh thwong Thai phu lI:5

Hinh 3.3. Két qud chan dodn di truyén, chan dodn tinh trang mang gen va chén

dodn triede sinh ciia cdc thanh vién gia dinh sé 54 bang gidi trinh tw gen
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So sanh hinh anh giai trinh tw exon 2 gen F8 cua bénh nhan \W:4. voi trinh tu
GeneBank (NM_000132) phdt hién c6 dot bién mdt 2 nucleotid CT trén exon 2 (c.205-
206delCT) lam léch khung dich ma toan bo cac acid amin tie vi tri codon 69 trén protein
yéu t6 VIII. Dot bién ndy di dwoc cong bo la dt bién gdy bénh [74].

Hinh anh gidi trinh tir exon 2 gen F8 cua thai phu II:5. (me bénh nhan III:4) xudt hién
cdc dinh chong 1én nhau sau diém dét bién ¢.205-206delCT, chitng té thai phu mang gen
F8 dét bién ¢ trang thdi di hop tir.

Hinh danh gidi trinh tw exon 2 gen F8 ciia mdu 6i (thai nhi III:5) khéng c¢é dét bién
giéng nhuw dot bién da phat hién dwoc trén bénh nhan I11:4(c.205-206delCT).

Két ludn: Me mang gen, thai nhi khéng mang gen.

3.3. Pic diém ciia bénh nhan va ngwoi mang gen méi dwoc chan doan
3.3.1. Pdc diém ciia bénh nhan méi
3.3.1.1. Vé gidi tinh
147 bénh nhan méi duoc chin doan déu 1a nam gidi.
3.3.1.2 Vé tuéi liic duoc chan dodn

Badng 3.23. Thoi diém dwoc chan dodn ciia cdc bénh nhan méi (tuéi)

Mdac dé . Trung p
. Nang () . Nheg Chung
Chi so binh)
X + SD 7,4+10,0 | 12,4+ 18,8 | 257 + 22,1|14,9 £ 18,6 | pay> 0,05
Trung vi 2 6 19 7 Pw@e< 0,05
Min - max 0-41 0-60 1-81 0-81 Pe)@e)< 0,05
Nhan xét:

Trung vi tudi duoc chan doan cua cac bénh nhan méi 1a 7 tudi, khac
nhau c6 y nghia théng ké giita cac mirc do bénh (p < 0,05). Cac bénh nhan
muc d§ nhe dugc phat hién mudn hon bénh nhan mirc d§ nang va trung binh.
Bénh nhin dugc phat hién sém nhét 1a ngay sau sinh bang cach dinh lugng
yéu t& VIII tir tinh mach rdn, thuéc muac do nang. Bénh nhan dugc phat hién

mudn nhat 1a 81 tudi, thudc mirc d6 nhe.
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3.3.1.3. Vé thé bénh
Bang 3.24. Phan logi bénh nhan maoi theo thé bénh

S6lwong | Tilé %
Hemophilia A 144 97,9
Hemophilia A két hop thiéu yéu té VIl bAm sinh 1 0,7
Hemophilia B 1 0,7
Thiéu yéu t6 VIl bAm sinh dorn thuan 1 0,7
Tong sb 147 100
Nhan xét:

- Hau hét bénh nhan méi duoc phat hién 1 hemophilia A.

- C6 1 bénh nhan bi hemophilia A két hop véi thiéu t6 VII bam sinh va 1
bénh nhan thiéu yéu to VII bam sinh don thuan. Hai ngudi nay 1a anh em rudt
thudc gia dinh s6 44. Pha hé cia gia dinh nay dugc mé ta trong so d6 3.9.

-C6 1 bénh nhan méi bi hemophilia B. Pay 1a con ciia 1 nguoi bd bi
hemophilia A va 1 ngudi me mang gen hemophilia B, thudc gia dinh sé 77.

Pha hé cta gia dinh ndy dugc mé ta trong so dd 3.10 va so d6 3.11.
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VIII 2%
VII 70%

1
9 O O O
2 3 4 5 6 7
46t XHTH
5 6 7 8 9 10 11 12 13 14 15 16 17
5 6 7 8 9 10
VIII 1%
VII 80%

9
VIII 25%
VII 75%

18 19 20 21
11 12 13 14
VIII 1%
VII 84%

So do 3.9. Pha hé gia dinh bénh nhan Hoang Minh D. (s6 44)

22
VIII 1%
VII 70%

15

24 25
VIII 92%  VIII 2%
VII 28% VII 28%

Legend

E Bibenh thieuyeuto Vil

[B Mang gen thieuyeu to Vi1

[] Binh thuong/Nghi ngo mang gen
[®] Mang gen Hemo A

Bibenh Hemo A
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Nhdgn xét:

- Xuat phat tir bénh nhan gdc IV:11, 1an theo pha hé két hop véi bang hoi cho
thdy trong gia dinh c¢6 5 thanh vién nam gidi khac c6 biéu hién chay mau bat
thuong c6 kha ning bi hemophilia bao gom I11:22, 111:25, IV:1, IV:6 va II:4
trong d6 I1:4 da chét. 4 thanh vién con séng dugc lam xét nghiém cho két qua
yéu td VIII giam va duoc két luan 13 hemophilia A.

- Thanh vién II:9 ¢6 2 con la II:22 va II1:25 bi hemophilia A vi vay la
nguoi mang gen hemophilia A.

- Thanh vién III:19 c6 con trai 1a IV:11 va em trai la II1:22 va III:25 bi
hemophilia A vi vay 1a nguoi mang gen hemophilia A.

- II:2 va II1:9 ¢6 1 con trai bi bénh (IV:1 va IV:6) va c6 anh em ho (I11:22,
I11:25) bi bénh vi vay 1a nguoi mang gen bénh. Piéu nay ciling gian tiép khang
dinh I11:9 duogc truyén gen bénh tir bd 1a I1:4 (I1:4 bi bénh).

- 1:2 ¢6 con trai II:4 va c6 nhiéu chau trai bj bénh vi vy I:2 1a ngudi mang gen.
- II:2 c6 me 1a I:2 va con gai 1a III:2 mang gen bénh, chong cua I11:2 1a 11:1
khong c6 biéu hién bi bénh vi vay I11:2 13 nguoi mang gen bénh.

- Cac thanh vién nitr khac trong gia dinh bao gém II:3, 11:7, 1II:4, III:15,
II1:17, O1:21, TV:2, IV:4, IV:5, 1V:10, IV:14 1a nhiing nguoi c6 khd nang
mang gen hemophilia A.

- 111:25 ngoai bi hemophilia A con ¢6 yéu t6 VII giam. Anh trai cua I11:25 13
I11:24 ciing ¢ yéu td VII giam. Thiéu yéu t& VII 1a mot bénh 1i di truyén lin
nhiém sic thé thuong. Goi A 1a gen quy dinh tong hop yéu t& VII binh
thuong, a 1a gen quy dinh tong hop yéu té VII bénh li. Hai anh em déu thiéu
yéu t6 VII nén c6 kiéu gen 1a aa. Mdi anh em nhan 1 a tir bo va 1 a tir me. Me
111:24 va 111:25 13 11:9 c6 nong d6 yéu td VII binh thudong, do vay co kiéu gen
la Aa. Nhu vay thanh vién 11:9 vira mang gen hemophilia A vira mang gen

thiéu yéu t6 VII.
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- Chdng ba 11:9 1a 11:8 nhu phén tich ¢ trén c6 it nhét 1 alen a. Do 11:8 d3 mat
nén khong c6 thong tin vé ndng do yéu té VII cua éng. Kiéu gen cua 6ng co

thé 12 Aa hoic aa.
- Pay 1a pha hé duy nhit c6 thanh vién vira bi hemophilia A vira bi thiéu yéu

td VII bam sinh.

' ik
. Op000

11 A 1 [

1 4 5
I 0.5% IX 94%
Msel () | Msel (+/-) Chd thich
|:| Binh theomg/Nghi ngé mang gen
Fl Bi bénh hemo A
i
I V ]Inng gen hemo A
1 2 N
IX36% TX22% Wl siésh emo 5
VI 48% VII176 %
Msel () Msel () [I]Inng gen hemo B

So' d4 3.10. Pha hé gia dinh bénh nhén Nguyén Nhwe T. (s6 77)

Gia dinh vo Nguyen Nhu T

Chi thich
I [] Binh thwing/Nghi ngé mang gen
1 3 Bi bénh hemo A
[ [Mang gen hemo 4
Wsibenn bemo B
‘ [ W >tng gen hemo
1 2 3 5 7
VIT05%| IX94%
1 2 3 4 5
IX36% X22%

VIII 48% VIIL176%
Msel (-/-) Msel ()

So do 3.11. Pha hé gia dinh vo bénh nhan Nguyén Nhue T. (s6 77)

Nhdn xét:
- 1V:1 c6 bd bi hemophilia A nén 1a ngudi chac chan mang gen hemophilia A.

- Me caa IV:1 (1a III:3 trong so d6 3.10 va 11:7 trong so d6 3.11) vira c6 anh
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trai bi hemophilia B vira c6 con trai bi hemophilia B vi vy 1a nguoi chic

chan mang gen hemophilia B.

gen hemophilia B.

hemophilia B.

3.3.1.4. Vé mizc dé bénh
Bang 3.25. Phan b6 bénh nhan mdi theo mire dé bénh

IV:1 c6 me 1a ngudi mang gen hemophilia B nén IV:1 ¢6 kha ndng mang

Nhu vay 1V:1 1a ngudi mang gen hemophilia A va cé kha nang mang gen

S6 phahé | Sébénhnhan | S6 bénh nhan méi theo
méi (ngwoi) pha hé (nguw&i)

Mirc do bén n % n % X + SD Min-max
Nang( 76 76% 75 51,0 0,99 + 0,97 0-4
Trung binhg 9 9% 19 12,9 2,1+1.2 0-4
Nhe( 15 15% 53 36,1 35+3,6 0-14
Tong s6 100 | 100% | 147 100 1,5 0-14
p P @< 0,05

Pw@< 0,05

P@@> 0,05
Nhdan xét:

- C6 su khac biét c6 ¥ nghia thong ké vé sé luong bénh nhan phét hién

méi giita cac mac do bénh caa bénh nhan géc véi p < 0,05. Trung binh mdi

pha hé phéat hién duoc 1,5 bénh nhan mai, dao dong tir 0 - 14 nguoi trong do

nhimg gia dinh bénh nhan mac do nhe va trung binh phét hién duoc nhiéu

bénh nhan maéi hon so vai gia dinh bénh nhan mac d6 nang, su khac biét co y

nghia théng ké vai p < 0,05.

- Ti I& bénh nhan méi phan theo mirc d6 ning, trung binh, nhe lan luot 13

51,0%, 12,9% va 36,1% trong d¢6 mirc &6 nang chiém ti Ié cao nhat.
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3.3.1.5. Pdc diém ciia bénh nhan mdi vé 1am sang va xét nghiém

1.4%

B C6 chdy mau bat thudng

B Khoéng chdy mau

Biéu do 3.7. Ti I¢ bénh nhan cd biéu hién chay mau bdt thurong
Nhdn xét:
Hau hét (98,6%) bénh nhan mai déu cé biéu hién chay méu 1au cam. Chi c6 hai

bénh nhan mic do nhe (1,4%) chua phat hién biéu hién chay mau lau cam.

70 693
70
57-3 55‘3

60
50
40
30

| BT 18 chay ms
20 113 Ti 1& chay mau

7.3
10 - 53

Biéeu do 3.8. Triéu chung chay mau cua cac bénh nhan moi
Nhan xét:

- Chay mau khop, chay mau co, xuit huyét dudi da, chay mau ring miéng
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1a cac triéu chimg hay gap nhat, lan luot 1a 70%, 69,3%, 57,3% va 55,3%.
- Chay mau kéo dai sau md, chay méau miii, chay mau vét cat chiém ti 18
thap hon, lan luot 1a 11,3%; 8%; 7,3%.

- Xuat huyét tiéu hoa, dai mau, xuat huyét ndo chiém ti 1¢ thap.

25
25 21
20 - 17

14.3
15 1
m Sé =
10 - SO lvong (n=147)
| mTilé

> 1 07
0 ' .

Bién Teo co Dichirng

dang nao

khop

Biéu dé 3.9. Bién chirng do chay mdu & cdc bénh nhdn méi
Nhan xét:
C6 27 bénh nhan chiém ti 18 18,4% c6 bién ching do chay mau trong d6
c6 25 nguoi (chiém 17%) c6 bién dang khop, 21 ngudi (chiém 14,3%) c6 teo

co va 1 ngudi (chiém ti 18 0,7%) bi di ching do xuat huyét nio.

Hinh 3.4 va 3.5. Bién dang va han ché vin dong khop khuyu va cé chan
0 bénh nhan Hoang Van C.(Thanh Hoéa).
Bénh nhén khéng thé dudi thang tay va gdp cé chan do cimg khop.
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Bdng 3.26. Pdc diém xét nghiém déng cam mdu ciia bénh nhdn

dwoc chan doan moi

Chi so n X+ SD Min - max
rAPTT 147 3415 1,1->5
PT (%) 141 104,3 + 19,6 52 - 191
rTT 141 1,0+0,1 09-1,3
Fibrinogen (g/l) 141 3,4+0,9 2,2-6,3
S6 lwong tiéu cau (x10%1) 147 285,5 + 88,2 150 - 571
Yéu t6 VIII (%) 147 | 6,3+17,1/trungvi0,9 | 0,1-176
Yéu té IX (%) 1 2,2
Yéu t6 VIl (%) 4 51,5 + 27,44 28 - 80
Khang déng ndi sinh 146 Am tinh

Nhan xet:

- Chi sb rAPTT cua céc bénh nhan md1 duoc chan doan 1a 3,4 + 1,5, dao
dong tir 1,1 - > 5 trong d6 tat ca cac bénh nhan hemophilia déu c6 APTT kéo
dai. Chi duy nhat 1 bénh nhan thiéu yéu t6 VII thudc gia dinh sd 44 c6 APTT
binh thuong.

- Tét ca cac bénh nhan hemophilia c6 khang dong ndi sinh am tinh.

- Tét ca cac bénh nhan c6 TT trong gidi han binh thudng.

- Khong c6 bénh nhan nao c6 giam fibrinogen va sb luong tiéu cau.

- Gia tri trung binh ctia chi s6 PT% 12 99,0 + 27,1, dao dong tir 52% dén 147%.
- C0 2 bénh nhan chiém 1,4% c6 PT gidm nhe 1a 52% va 58%.

- Nong d6 yéu t6 VIII trung vi cua cac bénh nhén 1a 0,9%, dao dong tir 0,1
dén 176% trong d6 c6 2 truong hop binh thuong 1a ctia bénh nhan thiéu yéu
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t6 VII bam sinh (92%) va bénh nhan hemophilia B (176%).

- Bénh nhan hemophilia B duy nhét c6 yéu t6 IX giam 1 2,2%.

Histogram Histogram
207 Wean = 46 6 Mean = 2
Std Dev. = 224 Std. Dev
N=T4 N=18
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Biéu dé 3.10. Phdn b6 nong dé yéu to6  Biéu dé 3.11. Phdn bé nong do yéu té

VIII 0 cdac bénh nhdan hemophilia VIII o cdac bénh nhan hemophilia
miec do nang mikc dé trung binh
Histogram
07 Mean = 1061
Std. Dev.= 7,196
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Biéu dé 3.12. Phdn b6 nong dé yéu to VIII ¢ cac bénh nhin hemophilia
murc do nhe
Nhan xét:
Nong d6 yéu té VIII cua cac bénh nhan trong cing mot gia dinh 13 twong

duong.

50
=4128
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3.3.2. Dic diém ciia ngwoi mang gen bénh
3.3.2.1. Vé tuoi
Bang 3.27. Pdc diém vé tudi ciia ngudi mang gen,

nguoi co kha nang mang gen Va nhOm phu nit binh thuong

S6 Tudi trung
lwong | binh (tuoi) Min - max
(n) (X + SD)
Ngw&i mang gen 329 38,9+16,7 | 6thang — 86 tudi
Ngwei cé6 kha nang mang gen 204 24,3+14,0 | 6thang — 69 tubi
Ngwei phu niv binh thwong 70 28,5+8,1 14 - 50 tudi

Nhan xét:

- Tudi trung binh cta ngudi mang gen, ngudi c¢o kha niang mang gen lan
luot 12 38,9 + 16,7 tudi va 24,3 + 14 tudi.

- Ngudi mang gen tré nhat duoc phat hién 1a 6 thang tudi va nhiéu tudi
nhat 1a 86 tudi.

- Nhom phu nit binh thudng c6 tudi trung binh 1a 28,5 + 8,1 tudi, tré nhat

1a 14 tudi, 16n nhat 13 50 tudi.
3.3.2.2. Vé thé bénh

Do bénh nhan gdc 1a hemophilia A nén tit ca 329 ngudi mang gen cua
chung t6i déu mang gen hemophilia A. Tuy nhién, gia dinh s6 77 c¢6 bd bi
hemophilia A murc 6 ning 1dy me mang gen hemophilia B, con gai ctia ho Vi
vay vura mang gen hemophilia A vira c6 kha nang mang gen hemophilia B.
Nguoi me trong gia dinh c6 thong tin véi Msel [a 1 marker hay dung trong
chan doan lién két hemophilia B do dé chung toi d ap dung phan tich PCR-
RFLP v&i Msel cho cac thanh vién trong gia dinh, két hop véi dinh lugng yéu
t6 VIII, 1X dé xac dinh chinh x4c tinh trang mang gen ctia nguoi phy nir ndy,

két qua thé hién & bang 3.28.
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Badng 3.28. Két qud phdn tich PCR-RFLP véi Msel va dinh lirong yéu té

doéng mau cia gia dinh s6 77

Me Bo6 Con trai
(mang gen (bi bénh (bi bénh Con gai
hemophilia B) [hemophilia A)| hemophilia B)

Yéu to | Msel |Msel| Yéuté | Msel |Yéutd|Msel| Yéu | Yéu | Tinh | Tinh

IX (%) Vil IX té |[té VIIl| trang | trang

(%) IX (%)| (%) | mang | mang

gen F9|gen F8

94 +/- - 0,5% - -- | 36 | 48 Co Co
Nhan xet:

- Ngudi con gai ¢6 ndng do yéu to VIII 1a 48% va yéu t6 IX 1a 36%, thap hon
gia tri binh thuong (50%).
- Ngudi me 14 ngudi mang gen hemophilia B, ¢6 2 nhiém sac thé X véi 1 alen
Msel (+) va 1 alen Msel (-), 1 trong 2 alen nay co6 dot bién giy bénh
hemophilia B.
- Vi con trai bi bénh hemophilia B c6 Msel (-), va alen nay nhan tr me, vi vay
alen Msel (-) cia me 1a alen mang dot bién gay bénh hemophilia B, alen Msel
(+) cia me 1a alen binh thuong.
- Ngudi con gai ¢6 két qua Msel (-/-) trong d6 1 alen (-) nhan tir bb va 1 alen ()
nhan tir me, ma theo phan tich trén alen (-) cia me mang dot bién gay bénh, vi
vay nguoi con gai 1a ngudi mang gen bénh hemophilia B. Két qua nay phu
hop véi viéc nguoi con gai c6 ndng do yéu té IX thap hon binh thudng.

Nhu vay ngudi con gai trong gia dinh sb 77 vira mang gen hemophilia A,
vira mang gen hemophilia B.

3.3.2.3. Pdc diém xudt huyét
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M Xuat huyét

M Khong xuat huyét

Biéu do 3.13. Ti 1é xudt huyét ciia ngueoi mang gen
Nhdn xeét:
Trong sb 329 ngudi chic chan mang gen duogc phat hién qua phan tich
pha hé c6 235 ngudi tra 101 bd cau hoi, trong d6 c6 80 ngudi ¢ biéu hién xut

huyét chiém ti 16 34%.

07 65
60 -
50
50 - 47.5
0
40 - 38
32
30 A
20 A
10 A
0
0 T T 1
XHDD Rong CM CM Co Khop CMmii XHTH  Dadi CMsau XH ndo
kinh saudé rang mau mé
miéng
1 S6 lvong (n=80) T 6%

Biéu d6 3.14. Biéu hién xudt huyét ciia ngueoi mang gen bénh



Nhan xet:

9

9

Xuat huyét duéi da, rong kinh, chay méu sau dé, chay mau riang miéng 1a

cac vi tri chay mau hay gip nhat vai ti 18 1an luot 14 62.5; 47.5; 40 va 25%.

Trong sd nhimg nguoi mang gen c6 biéu hién xuat huyét thi c6 7,5% bi

chay mau khép va 8,8% bi chdy mau co.

Ti 1& nguoi bi xuat huyét tiéu hoa, dai mau, chdy mau miii it gip hon, cing

1a 2,5%.

C6 2 trudng hop bi chay méau sau mo trong d6 c¢6 1 trudng hop phai diéu

tri bang bo sung yéu té VIII mdi cam duoc chay mau.

Khong c6 ai bi xuat huyét nao.

3.3.2.3. Ddc diém xét nghiém déng mdu

a. APTT va khang dong noi sinh

Bang 3.29. Ddc diém két qua xét nghiém APTT va khdng dong ndi sinh

o nguol mang gen

n % Khang déng ndi sinh
rAPTT
Kéo dai >1,25den £1,5| 35 23,4
(r>1,25) |>1,5 dén 2,00 5 |40 | 3,3 | 26,7 100% am tinh
>2,0 0 0
Binh thwéng (0,8 dén < 1,25) 110 73,3
Tong 150 100

Nhan xét:

C6 150 nguoi chic chin mang gen dugc 1am xét nghiém APTT va dinh

luong yéu té VIIL Két qua giap 40 ngudi chiém 26,7% c6 APTT kéo dai trong

d6 da s6 1a kéo dai & muc do nhe. Tat ca nhitng nguoi cd APTT kéo dai déu

khong c6 khang dong luu hanh duong ndi sinh.
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Bang 3.30. Su lién quan gitta APTT VA triéu chirng xudt huyét

Triéu ching | c¢ xu4t huyét | Khong xuét huyét 0
APTT (n =72) (n =81)
Kéo dai (n = 40) 26 15 p < 0,05
Binh thwong (n = 110) 46 66 OR=25
Nhan xét:

Nguoi mang gen hemophilia c6 APTT kéo dai c6 nguy co xuat huyét cao

hon 2,5 1an ngudi c6 APTT binh thuong, su khac biét ¢ ¥ nghia théng ké véi

p <0,05.

b. Nong dé véu to VI

Bang 3.31. Pdc diém nong do yéu té VIII & nhém nguwoi mang gen

Nong doé yéu té VIII (%) n %

<40 40 26,7
X+ SD 52,6 £+ 20,6
> 40 dén < 60 65 43,3
Min - max 10-131
> 60 45 30
Téng sb 150 100
Nhan xet:

- Nong d6 yéu t6 VIII trung binh ¢ ngudi mang gen 1a 52,6 + 20,6%, ¢ gidi

han thap cuia binh thuong, dao dong tir 10 - 131%.

- C0 40 nguoi (chiém ti 16 26,7%) c6 ndng do yéu té VIII < 40% nhung >

5%. Nhitng ngudi nay da dat mirc dé chan doan 1a bénh nhan hemophilia

A murc do nhe.

- Nguoi mang gen c6 néng do yéu to VIII tir 40 - 60% chiém ti 1¢ cao nhat

la 43,3%.

- Chi c6 45 ngudi (chiém ti 18 30%) c6 ndng d6 yéu té VIII > 60%.




101

Bdng 3.32. So sanh nong dé yéu té VIII giiva nhitng nguweoi mang gen

hemophilia mitc do khac nhau

Nong dd yéu t6 VI
trung binh (%)
Mtrc dd Ning X + SD 53,5 + 19,3
(n=94) Min - max 17 - 120 ?2;"";’1%“;7"3
Mdrc do trung binh X+ SD 60.7 £ 22.2 P = 0,088
(n=11) Min - max 25-91
Mtrc d6 nhe X + SD 47,3+ 22,1
(n = 45) Min - max 10-131
Chung X + SD 52,2 + 20,6
(n =150) Min — max 10 -131
Nhdn xét:

Gilra nhitng nguo1 mang gen muc d ndng, trung binh va nhe khong c6 su

khac biét co y nghia thong ké vé nong do yéu 6 VIII, véi p > 0,05.

Bdng 3.33. S0 sanh néng dé yéu té VIII 6 ngueoi mang gen mire dg ndng co

dao doan intron 22 va khong co ddao dogn intron 22

Dao doan intron 22 Khéng dao doan Chung
(n =40) intron 22 (n = 54) (n =94)
X+SD | Min-max | X£SD Min -max | X£SD | Min - max
Nong doé
o 529+ 541+ 52.2 =
yeu to VI 22 - 90 17 - 120 17 - 120
18.3 20.2 20.6
trung binh
T test =-.296, p = 0,768
Nhan xet:

Trong s6 nhitng ngudi mang gen muc d§ ndng khong cé su khac biét vé

ndng d6 yéu td VIII giira nhitg ngudi cd dao doan intron 22 va ngudi khong

c6 dao doan intron 22 véip > 0,05.
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Bang 3.34. Lién quan giita nong dé yéu t6 VIII va tinh trang Xudt huyét

Triéu chirng | C6 xuat huyét | Khong xuat huyét
(n=73) (h=77) P
Nong do . - P12<0,01
yéu té VIl no|Tile n Tile 022< 0,01
<40% (n=40)y | 34 | 85% | 6 15% p13< 0,01
40% - 60% P14 <0,01
34 52,3% 31 47, 7% _
2 40(4) (n = 65)(2) 0 0 OR1,4 = 10,3
(n = 110) > 60% . . OR;2=5,1
0 = 45 5 | 111% | 40 | 889% | op' _g7

Nhan xét.
- Trong 3 muc nong do yéu t6 VIII < 40%, 40 - 60% va > 60% thi ngudi
mang gen c6 nong d6 yéu té VIII cang thap c6 ti 1& xuat huyét cang cao. Su
khac biét co ¥ nghia thong ké véi p < 0,01.
- Nguy co xuat huyét & ngudi co yéu t6 VIII < 40% cao hon ngudi co
yéu t6 VIII > 40% la 10,3 lan véi p cia OR < 0,01.
- Nguy co xuat huyét ciia nhom c6 nong do yéu té VIII < 40% cao hon
nhoém c6 nong do tir 40 - 60% 12 5,1 1an véi p < 0,01.
- Nguy co xuat huyét & nguoi ¢ nong do yéu to VIII tir 40 - 60% cao hon &
ngudi co ndng d6 yéu té VIII > 60% Ia 8,7 1an voi p < 0,01.

Bdng 3.35. Lién quan giita nong dé yéu té VIII véi rong kinh va

chay mau sau dé

Triéu chirng Rong kinh Chay mau sau dé
Yéu t6 VIl <40% 17 23 16 24
Yéu té VIl 2 40% 3,5 15 95 4,2
19 91 |(p<0,05) (p <0,05)
Nhdn xét:

O ngudi mang gen ¢6 yéu to VIII < 40%, nguy co rong kinh va chay
mau sau dé cao hon so voi ngudi 6 nong do yéu td VIII > 40% lan luot 1a 3,5

lan va 4,2 1an voi p < 0,05.
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Chwong 4
BAN LUAN

4.1. Pic diém cia bénh nhan géc
4.1.1. Vé tuéi va gidi

Tat ca cac bénh nhan gbc cua trong nghién ctru déu 1a nam gii. Piéu
nay phu hop véi quy luét di truyén cta bénh 1a do gen l3n, nam trén nhiém sic
thé gi6i tinh X gay nén. Tudi trung binh ctia bénh nhan gbc 1a 19,9 + 15,9
tudi, twong dwong voi tudi trung binh ctia bénh nhan hemophilia duoc quan 1i
tai trung tam 1a 24,1 + 13,3 tudi trong nghién ctru cia Nguyén Anh Tri va
cong su nam 2005 [75].
4.1.2. Vé ti I¢ cé tién sir gia dinh

Mic du hemophilia 14 bénh 1i di truyén tuy nhién nguoi ta nhan thay co
khoang 1/3 bénh nhan khong co tién st gia dinh, c6 nghia 1a trong gia dinh
chi c6 bénh nhan 14 ngudi duy nhit mac bénh. Piéu nay dugc cho 1a do dot
bién c6 tir cac doi trudc nhung chua thé hién, dén bénh nhan méi thé hién
bénh hodc dot bién xuét hién tir me truyén cho bénh nhan, hoic do dot bién
méi tir chinh ban than bénh nhan va dugc goi 1a hemophilia don phat [6],
[49]. Theo s6 liéu ciia trung tam Hemophilia Vién Huyét hoc — Truyén mau
TW thi nam 2005 ti 1& bénh nhan c6 tién sir gia dinh 12 49,8% [75] va nim
2017 la 60,8%. Tac gia C.K. Kasper khi nghién ctru 731 pha hé cua bénh
nhan hemophilia cho théy ti 18 c6 tién st gia dinh 1a 54% va khong c6 tién sir
gia dinh 12 46% [55]. So véi cac nghién ciru ndy thi ti 18 ¢o tién sur gia dinh
cua cac bénh nhan trong nghién clru cta ching to61 cao hon (79%). Li do 1a
bdi cac bénh nhan va than nhan caa ho trong gia dinh c6 tién sir quan tim hon
dén co ché di truyén ciia bénh, lo lang hon dén tinh trang bi bénh va mang gen
bénh cua cac thanh vién trong gia dinh do d6 dé chap nhan tham gia nghién

ctru hon so véi nhitng gia dinh chi ¢c6 mot bénh nhan duy nhat.
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4.1.3. Vé mikc dp bénh

Trong nghién ctru ndy, phan 16n bénh nhan thuéc mirc do ning. So voi ti
1€ bénh nhan muc dd nang cua cac tac gia khac thi cao hon, 1i do 1a boi anh
huong ctia bénh 1én bénh nhan va gia dinh bénh nhan nang hon nén bénh
nhan va ngudi nha san sang va hop tac tham gia nghién ctru hon so voi bénh
nhan mac do trung binh va muc do nhe.

Bang 4.1. Ti Ié bénh nhdn theo murc do bénh trong mot s6 nghién ciru

Nang Trung binh Nhe

Tén tac gia Nam n % n % n %
Cung Thi Ty [58] 1997 38 25 54 [3552] 60 | 39,47
Nguyén Anh Tri [75] | 2006 18 54 | 190 | 56,7 | 127 | 37,9
Nguyen Thi Mai [76] | 2016 48,5 26,8 24,7

Chung toi 2017 76 76 9 9 15 15

4.1.4. Vé dic diém ton thwong di truyén

Trong nghién ctru ndy, cdc bénh nhan gdc muc do ning déu duoc sang
loc doan intron 22 va intron 1 14 cac dot bién hay gip nhat & bénh nhan
hemophilia A mtrc d nang, két qua c0 30,3% bénh nhan c6 dao doan intron
22 va 1,3% c0 dao doan intron 1. Ti 1€ nay twong duong véi nghién clru cua
Nguyén Thi Mai nim 2014 trén 260 bénh nhan (1a 31,51% va 1,26%) [64] va
v6i cac tac gia khac trén thé giéi nhu Yan ZY (Trung Quéc) [77], AM.
Cumming (Anh) [78], Johanna Milena Mantilla-Capacho (Mexico) [79] .

Trong s6 9 ngudi bao gdm 6 bénh nhan ning khong c6 dao doan
intron 22 va intron 1, 1 bénh nhan mirc d6 trung binh va 2 bénh nhan muc
d6 nhe c6 8 nguoi tim dugce dot bién gen yéu td VIII bang phwong phéap
giai trinh tu gen chiém ti 18 89,9%. C6 1/9 nguoi (11,1%) khong phat hién

dugc d6t bién gen, ti 1¢ nay cao hon so vdi nghién ctru cia Anne Goodeve
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[80] la 2 — 7% nhung twong duwong vd&i nghién ciu cua Maurizio
Margaglione (11%) [81]. Két qua phén tich di truyén nay s& dugc sir dung
dé danh gia gia tri xac dinh tinh trang mang gen cho céac thanh vién nir
trong gia dinh bang phwong phéap phan tich pha hé va phan tich yéu t6 dong
mau.
4.2. V@ viéc phat hién bénh nhan méi va ngudi mang gen dwa vao phan
tich pha hé

Tt 100 bénh nhan hemophilia A da duoc chan doan, bang viéc khai thac
thong tin, hoi tién st da xay dung duoc 100 pha hé. Phan Ion trong s6 nay
(58%) co thé khai thac duoc thong tin trong vong 4 thé hé, 11% khai thac
duoc 5 thé hé va 30% khai thac duoc 3 thé hé. 1 dong ho duy nhat khai thac
dugc 7 thé hé thuoc muc do nhe, c6 nhiéu nguoi bi bénh. Tac gia Monica
Singh va H. Kaur (An Do) khi nghién ctu 85 pha hé cua bénh nhan
hemophilia cho thay sé dong ho khai thac dugc 4 thé hé chiém nhiéu nhat Ia
50 (58,8%), tiép dén 1a 3 thé hé (27 dong ho chiém 31,7%); c6 trudng hop chi
khai thac duoc 1 thé hé [57]. Viéc ¢o duoc thdng tin dé 1ap pha hé phu thudc
rat lén vao nguoi cung cip, thong thuong phai chon dugc ngudi ¢6 tudi, ndm
dugc quan hé gitta cac thanh vién trong gia dinh, c6 kha nang tap hop cac
thanh vién lai v&i nhau ddng thoi doi hoi su Kién nhan cta nguoi khai thac vi
dé lap duoc pha hé cia mot dong ho 16n ¢6 nhiéu ngudi, nhiéu thé hé doi khi
phai lién hé nhiéu lan (truc tiép hodc qua dién thoai), tén nhiéu thoi gian [50].
Bén canh d6 viéc duy tri mbi quan hé ciing nhu su hop tac gitta cac ca nhan
trong gia dinh, dong ho ciing 1a mét yéu té quan trong gop phan vao thanh
cong cua viéc 1ap pha hé.

Phan tich 2343 thanh vién cé quan hé huyét thong trong pha hé ching toi
thay ti 16 nam va ni 1a twong duong (1177 nam/1166 nit = 1/1), diéu nay phu

hop Vvéi quy luat di truyén gigi tinh. Dya vao co ché di truyén cua bénh xac
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dinh duoc 869 nam giGi va 1129 nit gidi co lién quan dén hemophilia chiém ti
1 1an luot 1a 73,8% va 96,8%. Tinh trung binh mdi pha hé c6 8,7 + 5,9 nguodi
nam va 11,3 + 8,0 nguoi nit co lién quan. Pay la nhitng nguoi c6 nguy co bi
bénh va mang gen rat 16n vi vay rat can duoc 1am xét nghiém chan doan va tu
van dé tranh duoc cac bién chung do chan doan mudn gay ra ciing nhu gitip
nhitng thanh vién nay chu dong trong viéc két hon, sinh dé va ké hoach hoa
gia dinh.

C6 9 gia dinh duwoc nhém nghién ctiu vé tan nha dé kham bénh, tu van va
lay mau. Gitra viéc to chirc doan dén tan nha va viéc chan doan tai bénh vién
thi viéc t6 chic doan dén tan nha c6 nhiéu wu diém: Tap hop duoc nhiéu
thanh vién trong gia dinh cung mot lac do d6 tiép can duoc nhiéu nguoi co
lién quan dén bénh; C6 thé két hop tu van cho bénh nhan, nguoi nha va nhan
vién y té tuyén co so vé hemophilia; Xay dung duoc méi quan hé giira trung
tam hemophilia va y té co s, la tién dé cho sy phoi hop trong cham soc va
quan Ii bénh nhan va nguoi mang gen sau nay; Gilp y té co so va chinh quyén
dia phuong hiéu va tao diéu kién thuan lgi vé chinh sach cho ngudi bénh.

Mic du ¢ nhiéu wu diém nhu vy nhung trong mét s6 truong hop viéc
t6 chirc doan vé gia dinh cling con gap mot s6 kho khin nhur:

a. Mot so thanh vién trong gia dinh, dac biét nhitng dong ho Ién ¢6 nhiéu
nguoi bi bénh cho rang day 1a bénh di truyén nén néu nhiéu ngudi dugc chan
doan s& lam cho gia dinh, dong ho bi xa lanh, ki thi, khé két hon vi vay khdng
dong y cho doan dén tham nha. Hién tuong nay khong chi gap ¢ Viét Nam ma
con gap ¢ nhiéu nudce trén thé gidi noi ma dén tri chua cao va chat luong song
cuia ngudi bénh hemophilia con thap [50].

b. Cac thanh vién trong gia dinh song tan mat, mot sé di lam an xa hoic
vi li do riéng trong gia dinh ma khong tap hop duoc.

c. Bénh nhan gbc (bénh nhan hemophilia di duoc chan doan) con dau
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bénh va chua thong bao vai gia dinh tinh hinh bénh tat caa minh.

Dé khic phuc, ching t6i da ting cuong viéc tu van cho bénh nhan va
ngudi nha vé tm quan trong cua viéc duoc chan doan va diéu tri sém dé ho
hop tac trong viéc tim kiém, phét hién bénh nhan va ngudi mang gen trong
gia dinh, sap xép thoi diém ldy mau hop 1i dong thoi chu dong moi cac dbi
tugng c6 kha ning bi bénh va mang gen trong gia dinh truc tiép dén bénh vién
sau khi d4 phan tich pha hé va sang loc bing bd cau hoi.

4.2.1. Phat hi¢n bénh nhan mgi:

Két hop phan tich pha hé va sir dung bang hoi cho thay ¢ 242 ngudi ¢6
biéu hién chay mau bat thuong chiém ti 18 27,8% tong s6 nam gidi co lién
quan. Nhimg nguoi nay dugc coi 1a ngudi nghi ngd mac hemophilia. Bén
canh d6, do biéu hién chay mau cta bénh nhan mtc d6 nhe thuong kin dao,
da sd phat hién dugc sau chan thwong manh hoic sau phau thuat vi vay déi
v6i 105 nguoi ¢6 kha ning mac bénh thudc gia dinh bénh nhan muac do nhe
ma chua phat hién duoc triéu chiing bat thuong chay mau chiing toi cling xép
vao dién nghi ngd mic bénh. Két qua 1a co 347 nguoi nghi ngd maic
hemophilia dugc phat hién. Trong s6 nay c6 76 nguoi cd triéu chang chay
mau bat thuong d3 tir vong, vi vdy con s6 bénh nhan nghi ngo miéc
hemophilia con song chua duoc chan doan 13 271 nguoi.

Bang 3.6 cho thay s6 nguoi nghi ngd mac bénh dugc xét nghiém chiém
ti 16 73, 4% trong d6 ti 1& ngudi ¢d biéu hién chay mau dugc xét nghiém nhiéu
hon ngudi khéng ¢6 biéu hién chay méu. Li do 1a boi ¢ nhimg gia dinh murc
d6 nhe triéu chung thuong kin dao, it anh huéng dén cudc sbng cua bénh
nhan va than nhan hon nén cac thanh vién it quan tam dén viéc sang loc kha
nang bi bénh hon. Bén canh d6 do sttc khoe cia cac thanh vién nay chua bi

anh huong boi hemophilia vi vay ho ¢6 kha niang di 1am xa nhiéu hon so véi
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nhitng ngudi mic d6 trung binh va nang. Bang 3.7 cho thay trong sé 145
nguoi ¢O biéu hién chay méau bat thuong, tat ca déu cd két qua xét nghiém
khing dinh bi bénh va chi c¢6 2 truong hop chiém ti 16 3,7 % khong c6 biéu
hién chay mau bat thuong nhung bi bénh. Diéu nay chuang té bang cau hoi
sang loc rat c6 ¥ nghia trong viéc khu tra dbi tuong lam xét nghiém, gidp tiét
kiém duoc chi phi, dac biét la trong cac gia dinh bénh nhan murc d6 trung binh
va mtc d6 nang. Mic du vay, trén thuc té c6 thé co truong hop cd tinh khai
c6 triéu ching chay mau dé duoc xét nghiém khang dinh bénh, dic biét khi
duoc xét nghiém mién phi. Hién tuong nay di gap ¢ Venezuela khi tién hanh
chién dich phat hién bénh nhan méi [50]. 2 trudng hop thude gia dinh mirc do
nhe bi bénh nhung 1am sang khong c6 biéu hién chay mau bat thuong, co thé
do ho chua bi chan thuong va trai qua phau thuat nén triéu chimg chua boc 16.
Chinh vi vay ddi véi nhimg thanh vién trong gia dinh mirc 46 nhe, dé khong
bo sét bénh nhan thi nén lam xét nghiém cho ca nhitng nguai cé lién quan ma
khong co triéu chiing chay mau.

Bang 3.5, 3.8 va 3.9 cho thay trong s6 242 nguoi ¢6 biéu hién chay méau
bat thuong c6 76 ngudi da tir vong chiém 31,4%, da s6 thudc cac gia dinh
hemophilia mic d6 nang (77,6%). Phan I6n trong s ho tir vong sém (tudi tho
trung vi 12,5 tudi) vao thoi diém trude khi dugc chan doan, nhing ngudi
thudc gia dinh mirc d6 nang va trung binh tr vong sém hon nhiing nguoi
thudc gia dinh muc do nhe, nguyén nhan tir vong da sé lién quan dén chay
mau khong duoc diéu tri. Biéu nay phl hop véi dic diém cuaa bénh. Chay mau
sau chan thuong/tai nan, xuat huyét tiéu hoa va xuat huyét ndo l1a nhitng chay
mau nang trén 1am sang va 1a nguyén nhan gay tr vong nhiéu nhat cho cac
bénh nhan. Chay mau rang miéng thuong dugc coi la chay mau nhe nhung

cling da gay tir vong cho 9,5% bénh nhan. So vai cac bénh nhan hemophilia
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d3 duoc chan doan va diéu tri tai trung tam Hemophilia da tir vong thi tudi tho
cua nhitng ngudi da tir vong trong nghién ctiu cua ching toi 1a thap hon (17,52
so véi 32,3 tudi) [82], Ii do 1a bai da sé ho chua timg duoc chan doan vi vay
chua dugc tu van va diéu tri. Bang 4.2 cho thay su khac nhau vé sb ngudi tir
vong cd biéu hién chay mau bat thudng trong cac nghién ciu.

Badng 4.2. Ti 1¢ nguoi da tir vong ¢é biéu hién chdy mdau bat thuong

trong cdc nghién cuu

S6 pha | S6 ngwei | Ngwei c6 biéu | Tudi tho
hé co6 kha hién chay mau trung
nghién nang bi bat thwéong da | binh caa
Tac gia clru hemophilia ttp vong ngwoi da
ia -
N % tp vong
Chung toi 100 358 76 21,2 | 12,5 tudi
Tran Thi Phwong Tuy 12 67 30 44,77 | <15 tudi
(Hue) [83]
Krasaesub Sva A. 134 139 103 74,1 8 tudi 9
Chuansumrit (Théi Lan) thang
[84],[85]

Nam 2007, Tran Thi Phuong Tay khi nghién cau 12 dong ho tai khu vuc
mién Trung véi 67 bénh nhan thay c6 30 nguoi da tir vong vi chay mau chiém
ti 16 44,77%, trong s6 ho ¢ 80% c6 tudi tho dudi 15 tudi va khong thay lién
quan giira mic d6 niang caa bénh vai s6 bénh nhan tir vong trong dong ho
[83]. Nghién ctru trén 134 gia dinh hemophilia duoc quan |i tai trung tam diéu
tri Hemophilia bénh vién Ramathibodi Bangkok nim 2001, bang khai thac
tién sir gia dinh, Krasaesub S. va A. Chuansumrit di thong ké duoc ¢ 103
nguoi trén tong sé 139 nam gidi (chiém 74,1%) c6 kha nang bi hemophilia da
tir vong do chay méu & do tudi trung binh 1a 8 tudi 9 thang [84],[85]. Theo céc
tac gia Evatt va Robillard, néu mot bénh nhan hemophilia khong dwgc chan
doan va diéu tri thuong ta vong som truéc 13 tudi; sé luong bénh nhan cua

mot qudc gia va tudi tho caa bénh nhan lién quan chit ché véi diéu kién kinh
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té va chat lugng chiam soc y té caa qudc gia d6: O cung mot diéu kién kinh té,
néu dugc cham soc tai trung tdm hemophilia bai bac si chuyén khoa thi ti 1é
bénh nhan séng dén tudi trudong thanh cao hon gip 5 1an so véi néu khdng
dugc cham soc tai trung tdm hemophilia [86]. Nguyén nhén cua su khac biét
gitra nghién ctru cua ching toi va caa Tran Thi Phuong Tay c6 thé do ¢& mau
cia ching t6i 16n hon, dai dién hon va co sy khac biét vé kién thuc vé
hemophilia ciia nguoi bénh, gia dinh, cong déng va nhan vién y té ciing nhu
diéu kién cham soc y té giita cac viing mién.

Bang 3.10 cho thay phan 16n bénh nhan mdi dugc phat hién cung thé hé
va sau 1 thé hé voi bénh nhan gbe, co thé 1i giai bai sé nguoi mac bénh thudce
thé hé trudc do khong duoc chan doan va diéu tri da bi chét sém. Piéu nay
cling cho thay su can thiét cua viéc tu van dbi véi nhitng bénh nhan da duoc
chan doan va nguoi than cia ho nham han ché sinh ra nhiing cé thé bi bénh
cling nhu phéi hop dé phat hién sdm bénh nhan méi trong gia dinh.

Nhu vy, tir 100 bénh nhan gdc, qua phan tich pha hé, hoi tién sir cho
869 nam giai la than nhan cua cac bénh nhan nay va xét nghiém 199 nguoi da
phat hién ra 147 mai con song chiém ti 18 16,9% va 76 ngudi nghi ngd bi
bénh d3 tir vong. S6 bénh nhan méi ndy so véi tong sé bénh nhan wéce tinh trén
toan qudc 1a 6185 nguoi chiém ti 18 toi 2,4%. Do day 1a bénh Ii hiém gap (25 -
60 nguoi/l triéu dan tai Viét Nam [58]), ti 1¢ lai khong khac nhau gitra cac
vung dia li va chiing toc ngudi nén néu tién hanh tim kiém theo phuong phap
dich t& thong thudng thi can phai sang loc it nhat 2,45 triéu ngudi méi c6 the
phét hién duoc sb bénh nhan hemophilia méi tuong duong. Tac gia Cung Thi
Ty nam 1997 sau khi nghién ctu trén 34.830 nguoi dan 3 tinh Ha Noi, Bic
Thai, Thira Thién Hué bang phuong phap phan tang, chon ngiu nhién da phat
hién 2 truong hop bi hemophilia [58]. Nghién cau pilot “Sang loc hemophilia
tai Bic Giang va Hdi Phong” theo phuong phap dich té thong thuong da tién

hanh sang loc trén 20.000 nguoi tai Bic Giang va Hai Phong bang cau hoi
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phong van, 1am xét nghiém mau cho 125 ngudi ¢6 biéu hién chay méau bat
thuong, két qua 1a khong phét hién duoc bénh nhan hemophilia méi nao
[59],[60]. RO rang, véi muc dich phat hién bénh nhan mai thi viéc dua theo co
ché di truyén, phan tich pha hé cua bénh nhan hemophilia phét hién bénh nhan
mai cho thay ¢ hiéu qua hon rat nhiéu. Tuy nhién, ddi véi nhiing gia dinh
hemophilia don phat (chi c6 mét bénh nhan duy nhat, khong phat hién
duoc tién sir chay mau bat thudng trong gia dinh) thi can quan tam va theo
ddi nhitng d6i twong c6 kha niang mac bénh cing thé hé hoac sau thé hé véi
bénh nhan.

Bdng 4.3. T 1é phét hién bénh nhan méi trong mét sé nghién cizu

Tac gia Cung Thi Ty Dwong Ba Trwc Chung téi
[58] [59],[60]
Phwong phap Phan tang, chon Dich té& théng Lan theo dau
ngau nhién thuwong véet
S6 lwong nguwoi 34830 > 20000 869
sang loc
S6 bénh nhan 2 0 147
hemophilia me&i
dwoc chan doan
Tilé % 0,00574 0 16,9

4.2.2. Phét hign ngwoi mang gen bénh
4.2.2.1. Phét hién nguro1 mang gen bénh dya vao phan tich pha hé

Trong s6 1129 thanh vién nit c6 lién quan dén hemophilia trong 100
dong ho khai thac duoc thong tin cuia 533 nguoi, chiém ti 16 47%. Trén thuc
té, mic du c6 quan hé huyét théng nhung dé c6 dugc thong tin vé nhing
thanh vién nit trong gia dinh, nhom nghién ctru phai lién hé nhiéu l1an do
ngudi phu nit sau khi 1y chong thuong it c6 thong tin vé cc thanh vién ho

hang bén nha b me dé, dic biét khi ho 14y chong hodc 1am an xa. Vi vay dé
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c6 duge thong tin can thiét thi viéc tim dugc ngudi trong gia dinh c6 thé lién
hé, két ndi 1a khau hét sirc quan trong.

Trong s6 533 nguoi nir ¢6 thong tin xac dinh dugc 329 nguoi chiém ti 18
61,7% chic chin mang gen va 204 ngudi chiém ti 18 38,3% c6 kha ning mang
gen. M. Singh ndm 2002 khi nghién ctru trén 37 phd hé cta bénh nhan
hemophilia co tién sir gia dinh dd xac dinh duge c6 130 nguoi chic chin
mang gen trong s6 425 ngudi phu nir ¢ lién quan chiém ti 18 30,58% [57];
con trong nghién ctru cia Carold Kasper va cong su ndm 2010 tai My thi ti 1¢
nay la 56,14% [55], cia Bui Thi Thu Huong 1a 26% [66]. So vdi cac tac gia
trén thi ti 1€ nguol mang gen dugce xac dinh trong nghién ctru cua chung toi1 la
cao hon (bang 4.4).

Bdng 4.4. Ti 1¢ phdt hién nguoi chdc chin mang gen dya vao

phan tich phd hé trong mét s6 nghién civu

. .. _ | Songwdiphu | S6ngwdi | S6 ngwei cod
. S6 pha hé . . .
Tac gia o nir co lién chac chan kha nang
phéan tich
quan mang gen mang gen
Carold Kasper [55] 731 56,14%
Shristi Shetty [56] 102 99 (34,4%) 189
_ 130
M. Singh [57] 37 425 259 (69,42%)
(30,58%)
Bui Thi Thu Hwong
166 43 (26%) 123 (74%)
[66]
) N 329
Chuing toi 100 533 204 (38,3%)
(61,7%)

Nhitng ngudi chic chin mang gen dugc chan doan da s6 1a ngudi da c6
con, trong do, ti 1¢ ngudi thuéc nhom co 1 con va 1 thanh vién khac trong gia
dinh bi hemophilia chiém cao nhat 1a 47,4%, ngudi c6 tir 2 con bi bénh trd 1én
chiém 14,9%, chi c¢6 3,3% thudc nhom co 1 con bi bénh va c6 it nhat mot

ngudi trong gia dinh dugc chian doan mang gen. Diéu nay cho thiy hiéu biét
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vé co ché di truyén cua cac thanh vién trong gia dinh bénh nhén con han ché,
dan t6i chua cha dong phong tranh sinh ra thé hé sau bi bénh trong khi gia
dinh d3 c6 thanh vién mic hemophilia. C6 113 ngudi 1a con cia bd bi
hemophilia chiém ti 1& 34,3% trong d6 52 ngudi chua c6 con.

Pa s6 nhiing ngudi co kha ning mang gen 1a nguoi c¢6 thanh vién trong
gia dinh b1 bénh (89,7%). C6 21 nguoi chiém ti 1& 10,3% 1a me cua bénh nhan
hemophilia trong gia dinh don phat. Nhitng ngudi nay cung voi nhitng nguoi
mang gen chua c6 con rat can dugc chan doan, tu van di truyén dé chu dong
trong qua trinh sinh d¢, han ché sinh ra c4 thé bi bénh cho doi sau.

Bang 3.13 cho thay trung binh mdi pha hé phat hién dugc 3,3 nguoi chic
chan mang gen, dao dong tir 0 — 22 nguoi trong d6 nhiing gia dinh khong ¢ tién
su gia dinh thi khong phat hién duoc nguo1 mang gen nao khac ngoai nhiing
ngudi cd bd bi bénh. Ti 16 phat hién ctia ching t6i trong dwong véi cua tac gia
Carold Kasper (3,95 nguoi/pha hé) [55] va M.Singh (3,51 nguoi/pha hé) [57].

Theo Alison Street va cong su nam 2008, uéc tinh tng véi mdi 1 bénh
nhan hemophilia c6 khoang 5 ngudi mang gen [3]. Tinh trén s6 bénh nhan bi
hemophilia trong gia dinh thi ti I1¢ phat hién ngudi mang gen trong nghién ctru
ctia chung t6i 1a thap hon, 1i do 1a boi ti 1& nguoi phu nit c6 kha ning mang
gen duoc tiép can trong nghién ctru ndy méi chi 1a 47% (biéu d6 3.2) trong
khi s6 ngudi nghi ngd mic bénh duogce tiép can chan doan 18n tdi 73,4% (bang
3.6). Trong mot nghién ctru trén 549 phu nit chac chan mang gen va c6 kha
nang mang gen hemophilia tai Ha Lan, Varekamp va cdng su da chi ra c0 tdi
19% khong thay cac thanh vién trong gia dinh thao luan vé co ché di truyén
ctia bénh va 14% khong biét gi vé co ché di truyén [87]. Fleming (M¥) nim
2006 c6 ké hoach tién hanh x4c dinh tinh trang mang gen va tu van di truyén
cho nhitng nguoi phu nit thuéc 81 gia dinh bénh nhan hemophilia, tuy
nhién chi c6 43 ngudi dai dién cho 13 gia dinh tham gia [88]. Piéu nay
chting to sy quan tim, hiéu biét cta cac thanh vién trong gia dinh vé co ché
di truyén con thap va con c6 nhiéu nguoi mang gen trong gia dinh chua

duoc phat hién, do d6 can ddy manh tuyén truyén, gido duc ciing nhu phbi
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hop nhiéu phuong phap dé co thé xac dinh nhiéu nhat nhimg nguodi mang
gen trong cac gia dinh nay.

Bang 3.13 ciing cho thiy ¢ gia dinh bénh nhan muc d6 ning phat hién
duoc it nguo1 mang gen hon gia dinh bé¢nh nhan mirc dd trung binh va mirc do
nhe. Piéu nay c6 thé 1i giai boi gia dinh bénh nhan hemophilia mic d6 ning
c6 nhiéu ngudi chét vi chay mau kéo dai, chat luong sdng cua ngudi bénh va
than nhan thip nén anh huong dén viéc quyét dinh sinh dé cta cac thanh vién
khéac trong gia dinh dan t6i co it nguoi mang gen hon. Trong nghién ctru trén
128 phu nit mang gen hemophilia mtrc d6 ning va trung binh tai Thuy Dién,
U.Tedgard va cong sy nhan thay nhiing nguoi khong lua chon chan doan
trude sinh thuong khong dé tiép sau khi c6 mot con bi bénh, va ho cé it con
hon han so v&i nhom c¢é lya chon chan doan truée sinh va nhém phu nit binh
thuong [89].

Bang 3.14 cho thiy nguodi mang gen thudc cac thé hé: trudc 1 thé hé
(me, chi em ctia me - 39,2%), cung thé hé (chi em rudt, chi em ho — 22,2%)
v6i bénh nhan chiém ti 1& cao nhat. Trong nghién ctu ciia Carold Kasper,
nguodi mang gen chil yéu trude bénh nhén 1 thé hé (62,4%) va cing thé hé voi
bénh nhan (34,07%) [55], cao hon so véi trong nghién ciru cua ching t6i
nhung ti 1¢ ngudi mang gen sau 1 thé hé v6i bénh nhan (chau goi 1a cau) lai
thép hon (chi 1a 5,9% so v&i1 21%). Co thé 1i giai sy khac biét nay boi su can
thiép cta cac bién phap tu van va chan doan ngudi mang gen va chan doan
trude sinh d3 giup giam ti 18 ngudi mang gen & cac thé hé sau trong nghién
ctru ctia Kasper. Diéu ndy ciing cho thiy vai trd ctia viéc chan doan va tu van
di truyén trong viéc kiém soét su phat tin clia gen bénh va viéc can thiét phai
day manh tuyén truyén, gido duc cho cac thanh vién trong gia dinh bénh nhan
hemophilia.
4.2.2.2. Phoi hop cdc phiong phdp phdt hién nguoi mang gen ¢ nguoi ¢6 kha
nang mang gen

a. Phan tich di truyén

Qua céac phén tich trén cho thdy phéan tich pha hé 1a bién phap rat hiéu
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qua dé xac dinh tinh trang chic chin mang gen va c6 kha niang mang gen cho
nhitng phu nit ¢6 quan hé huyét thong véi bénh nhan hemophilia. Dbi véi
ngudi c6 kha ning mang gen, bang cic phuong phap phén tich di truyén co
thé chan doan dugc chinh xé4c tinh trang c6 mang gen hay khong mang gen
bénh, day 1a tiéu chudn vang, 1 co sé dé tu van di truyén va chan doan trudc
sinh. Bang 3.15, 3.16 va 3.17 cho thiy ti 1& nguoi mang gen dugc chian doan
bang phan tich tryc tiép ton thuong gen F8 la 42,3% va bang phan tich gian
tiép 1a 47,1% tinh trén sb nguoi dugc phén tich bang mdi phuong phéap, di co
thém 38 nguoi mang gen duoc chan doan (chiém ti 18 1an luot 13 5,6% va
1,5% tong s6 phu nit c6 lién quan), nang s nguoi mang gen méi dugc chan
doan 1én 367 ngudi. Bén canh d6, phan tich di truyén ciing phat hién duoc 50
nguoi khong mang gen. Piéu nay rat co y nghia, gilp ngudi phy nit va gia
dinh ho giai téa tam li va chii dong trong cudc séng. Tuy nhién, dé phat hién
ngudi mang gen bang phén tich truc tiép gen yéu t6 VIII thi can biét duogc ton
thuong di truyén ciia bénh nhan gdc vi vay can c6 may moc, trang thiét bi
hién dai ciing nhu nhan lyc dé lam xét nghiém do vay chi phi cling cao hon,
thoi gian tién hanh cling 1au hon, bén canh d6 ciing c6 truong hop khong xac
dinh duoc dot bién ¢ bénh nhan géc. PCR-RFLP 1a phuong phap danh dau
nhiém sac thé bi bénh gian tiép qua cac marker da hinh, tuong dbi dé lam va
ré tién. Hiu qua chan doan cta phuong phép tiy thudc vao ti 18 di hop tir cia
marker sir dung trong d6 Bcll 1a marker dugc cho 1a ¢6 hi€u qua trong phan
tich tinh trang mang gen yéu t& VIII ¢ ngudi Viét Nam véi ti 16 di hop tir Ii
thuyét 12 48% [62]. Bén canh do6, dé tién hanh duoc phuong phap nay thi gia
dinh nguoi can duoc chan doan phai théa man diéu kién: c6 me mang gen va
di hop tir v6i marker phan tich, c6 dii miu mau cta cac thanh vién co lién
quan. Trong nghién ctru cta chiing t6i chi ¢6 15 gia dinh chiém ti 1& 55,6%
thoa min ca hai diéu kién trén. Diéu nay cho thay rit can phdi hop cac
phuong phap dé c6 thé phat hién t6i da ngudi mang gen va phan tich pha hé 1a
phuong phap dau tién can str dung dé khu tra d6i twong lam xét nghiém, tranh

lang phi vé kinh phi va thoi gian khong can thiét.
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Ti s6 VIIIVWF:Ag duoc st dung nhu mot cong cu gitip chan doan tinh

trang mang gen & nguoi phu nit ké tir nam 1970. Do hemophilia 13 bénh 1i

hiém gip vi vy trong cac nghién ctru twong tu trén thé gii, cd mau tdi
thiéu 30 duoc coi 1a c6 gia tri [35],[36],[37],[41]. Két qua bang 3.19 cho

thdy ndng d6 yéu t6 VIII & nhom ngudi mang gen thap hon rd rét so voi

nhém nguoi binh thudng (49,9% so véi 81,4%) trong khi néng do yéu t6
von Willebrand 1a khong khac nhau. Diéu nay dan t6i ti s6 VIII/VWF:Ag &

nhém ngudi mang gen thap hon so véi nhéom nguoi binh thuong (0,59 so

véi 0,95). Két qua nay ciing twong tu nhu két qua cua nhiéu nghién ctu

khac trong bang 4.5.

Bdng 4.5. Két qua nong dé yéu té déng mdau ¢ ngwoi mang gen va

nguoi binh thirong trong mét sé nghién ciwu

ngwéng

" T.Rucchutrakool Veerle
Ay [go(]Ao) [41] Labarque [91]| Ching toi
(Théi lan) (Canada)
Ngwoi 4 48,0 + 21,9 49,9 +19,6
mang gen (51 -103) n=52 n =83
99 n =42 } }
Yeuto Vil | \nsm 142 98,7 + 38,6 81,4 + 27,9
chn (109 - 169) n=22 n=70
9 n=42 B -
D <001 <0,01 <0,05
Ngwoi 118 862+ 235
mang gen| (100-144) 115,7£52,9 n =283
VWF:Ag Nhom 126 85,4 + 30,3
ching | (101-163) | 20493 n =70
D = 0,507 > 0,05
Nguo 0.7 0,59 + 0,22
mar? - 0,45 + 0,19 (018-22) | o
99 n =146 -
. ] 137
Ti sO Nhom ’ 0,95+0,21
VIIWVWE:Ag | ching 1,14£03 (0’5n8__22é48) n=70
D <0,01 <0,05
Tiso 0,8 0,71




117

St dyng thudt toan tinh dién tich dudi dudng cong cua ti sd
VIII/VWF:Ag & nguoi phu nit binh thuong va nguoi phu nit mang gen bénh
chung t6i c6 dién tich duoi duong cong ROC 1a 0,89 hoac 1a 89% vai p < 0,05
(biéu @6 3.5), nhu vy, ti sb VIIIVWF:Ag c6 gia tri kha tt trong viéc xac
dinh tinh trang mang gen. Véan dé 1a can tim gia tri ngudng c6 do nhay va do
dic hiéu cao nhat dé mot ngudi co kha ning mang gen c6 ti s6 VIII/VWE:Ag
dudi ngudong do s€ 1a ngudi mang gen bénh.

Bang 3.20 cho thy véi ngudng 0,71 twong tmg v4i do nhay 12 90% va
d6 dac hiéu 1a 78,3% cho chi s6 J (J 1a gia tri cao nhét cta tong do nhay va do
ddc hiéu trir di 1) = 0,683 cao nhat. Chinh vi vdy ching toi chon gia tri
ngudng cua ti sé6 VII/VWF:Ag 14 0,71 dé xac dinh tinh trang mang gen cho
nguoi phu nit c6 kha nang mang gen.

Ap dung cho 159 ngudi c6 kha ning mang gen xac dinh duoc 72 ngudi
chiém ti 18 45% c6 ti s6 VII'VWF:Ag < 0,71, nhitng nguoi nay dugc xac dinh
la mang gen hemophilia A. Két qua chan doan tinh trang mang gen bang phan
tich di truyén (truc tiép va gian tiép) ciing dugc st dung nhu mot tiéu chuan
vang cho 88 ngudi thoa man diéu kién, két qua cho thay ti s6 VIII/VWF:Ag
xé4c dinh ding trinh trang mang gen cho 86,84% trudng hop va xac dinh nham
4 trudong hop chiém ti 1¢ 8% (bang 3.21).

Chlng ta biét rang nhugc diém cta phuong phép st dung ti sb
VIII/VWF:Ag dé chan doan tinh trang mang gen bénh 1a trong mot sd truong
hop khong thé két luan duoc tinh trang mang gen cta ngudi phu nit ¢6 lién
quan khi gia tri cta ti s6 & xung quanh ngudng; dong thoi néu mot ngudi phu
nit c6 lién quan c6 ti s6 cao cling khong thé loai trir dugc 100% kha ning
mang gen cua ngudi phu nit nay. 87 nguoi cd kha ndng mang gen con lai co ti
s6 > 0,71 khong khang dinh dugc tinh trang mang gen. Chinh vi vay viéc phdi

hop véi phan tich di truyén gitp han ché duoc nhimng nhuoc diém cia phuong
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phap nay. So dd 3.6, hinh 3.1 va so d6 3.7 cho thiy hiéu qua cta viéc chan
doan tinh trang mang gen khi phdi hop cac phuong phap véi nhau trong gia
dinh s 55. Sau khi ngudi me I11:8 dugc khang dinh c6 mang gen, thai nhi da
duoc chin doan trudce sinh, két qua thai nhi bi bénh va da duogc tu van dinh
chi thai nghén. Con viéc xac dinh III:5 khong mang gen ciing rat co ¥ nghia,
gitip cho thanh vién ndy giai téa dugc tim 1i va ¢ thé chu dong trong viéc két
hén va sinh dé, gop phan ning cao chét luong séng.

Trong mdt nghién ctru da trung tdm, céc tac gia dd nhén thiy rang ti sd
VIII/VWF:Ag va viéc chon ngudng ap dung cho chan doan ngudi mang gen
rat khac nhau va can tién hanh ¢ mdi phong xét nghiém [38]. S.Shetty nim
1999 di xac dinh dugc ngudng trén ngudi An Do 1a 0,7. Véi gia tri nay, so
v6i két qua phén tich di truyén thi ti 16 chan doan nham chiém thap nhat 13 7%
tong sb ngudi mang gen va tat ca nguoi binh thudng déu cé ti sé cao hon
ngudng [92]. Bang 4.6 ciing cho thy gia tri ngudng cta ti s6 VII/VWF:Ag
trong mot sd nghién ciru khac. Nhu vay 1a so voi két qua cua céc tac gia khac
thi gia tri cua phuong phap chan doan cia ching t6i 1a twong duong.

Bdng 4.6. Gid tri nguong ciia ti s6 VIIIWVWF:Ag trong chéin dodn

tinh trang mang gen hemophilia A & mot s6 nghién ciru

ngwong o hiéu | doan dwong
(<) (%) (%) (%)

S.Shetty (An Do)[92] 0,7
J. Padre (Philippin) [40] 0,6 71 100
T Ruchutrakool

B 0,82 70 100
(Thai Lan) [41]
Veerle Labarque
(Canada) [91] 0.8 98,9
Chuang t6i 0,71 90 78,3
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Déi véi nhitng phu nir trong gia dinh bénh nhan hemophilia, duoc chan
doan tinh trang mang gen va chan doan truéc sinh 12 mét nhu cau chinh dang
nham muc dich sinh ra cac thé hé sau khdng bi bénh. Bang 3.22 mé ta 4
truong hop chan doan trude sinh va 1 trudng hop chan doan tinh trang mang
gen cua 4 gia dinh bang phuong phap phan tich PCR-RFLP véi Bcll/intron 18
trong do6 c6 1 ngudi me mang gen va 3 nguoi me ¢6 kha nang mang gen (xac
dinh bang phan tich pha hé). Néu chi can ctr vao pha hé thi khdng thé ap dung
phuong phéap nay cho 3 ngudi me c6 kha ning mang gen. Tuy nhién, khi phdi
hop véi ti s6 VIIIIVWF:Ag x4c dinh duoc ca 3 1a ngudi mang gen do ¢ ti s6
VII/VWF:Ag < 0,71, tir d6 xac dinh duogc 2 thai nhi bi bénh, 2 thai nhi khéng
bi bénh va 1 con gai mang gen. Hai thai nhi bi bénh duoc tu van dinh chi thai
nghén, hai thai nhi binh thuong duoc tu van giit thai. Riéng gia dinh s 54
dugc kiém chiing bang phuong phéap giai trinh tu gen cho két qua tuong tu
d6i voi me va thai nhi. Tac gia M. Singh nim 2006 trong nghién ctiu cua
minh ciing cho thay phéi hop phan tich pha hé, ti s6 va Bcll/intron 18 da lam
tang ti 1& co thong tin trong chan doan tinh trang mang gen [93]. M. Pecorara
khi phéi hop phan tich pha hé, ti s6 VIII/VWF:Ag véi RFLP d3 xac dinh dugc
dot bién moi xay ra & ong ngoai & 7 trong tong sb 12 gia dinh duoc phan tich
[94]. Tac gia R.P. Ahmed ciing nhan thay ti s6 VII/VWF:Ag di lam tang ti 1&
c6 thong tin véi marker phan tich lién két & nhitng nguoi me va chi bénh nhan
hemophilia 1én 65% [95]. Nhu vay viéc phdi hop phan tich pha hé vai ti s6
VIII/VWE:Ag da gitp nang cao kha ning chan doan tinh trang mang gen cho
phuong phap PCR-RFLP véi Bell/intron 18 ndi riéng va phan tich di truyén
lien két noi chung.

Nhu vay, voi su phét trién caa khoa hoc cong nghé c6 nhiéu phuong
phap chan doan ngudi mang gen va chan doan trudc sinh hemophilia duoc
trién khai trong d6 phan tich di truyén duoc coi la tiéu chuan vang. Tuy nhién,

mdi phuong phap déu c6 uu diém va nhugc diém riéng, vi vay, phdi hop cac
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phuong phap 13 mot viéc vo cling quan trong giup ting ti 1& ¢d thé chan doan
tinh trang mang gen hemophilia, dic biét trong diéu kién kinh té con eo hep
nhu & nuéc ta hién nay. DU chan doan tinh trang mang gen hoic chan doan
trudc sinh hemophilia bang bat ¢t phuong phap nao thi bude dau tién ciing
phai phan tich pha hé dé xac dinh ddi tuong, sau d6 tuy thudc vao ting bénh
nhan gdc ciing nhu diéu kién, trang thiét bi cua ting co s& ma lya chon
phuong phap chin doan phu hop.
4.3. Pic diém cia bénh nhan va ngwoi mang gen méi dwoc chan doan
4.3.1. Pdc diém ciia bénh nhan mdi
4.3.1.1. Vé gidi tinh

Tat ca bénh nhan méi cta chung t6i déu 1a nam gidi, diéu nay phu hop
v6i quy luat di truyén cua bénh.
4.3.1.2 Vé thoi diém duoc chan dodn

Bang 3.23 cho thay thoi diém duoc chan doan trung vi cua cac bénh
nhan mai 12 7 tudi, nguoi dugc chan doan sém nhat 1a ngay sau sinh, nguoi
duoc chan doan mudn nhat 1a 81 tudi. Cac bénh nhan mirc d6 nhe duoc chan
doan mudn hon cac bénh nhan muc d6 nang va trung binh. Vii Thi Minh
Chau trong nghién ctru ndm 2001 di cho thay thoi diém duoc chan doan 1an
dau trung binh 1a 7,64 tudi (dao dong tir 9 thang dén 50 tudi) [96]. Nghién ctu
trén 1496 bénh nhan hemophilia sinh vao thoi diém 1980 — 1994 tai Phép, tac
gia C. Jousselme nhan thay thoi diém lan dau dugc chan doan cta cac bénh
nhan trung binh la 13,5 thang, bénh nhan cang nang cang dugc phat hién sém
[97]. Bénh nhan méi ciia chiing t6i dugc chan doan twong d6i mudn, Ii do boi
mac dau trong gia dinh cac bénh nhan nay da c6 ngudi duoc chan doan bénh
tir trudc, tuy nhién, c6 18 do chwa hiéu biét, khéng hiéu dac diém di truyén,
kha ning phat tan ciia gen bénh ciing nhu nhitng khé khin vé kinh t& ma
nguoi bénh con chua chu dong tim dén dung chuyén khoa dé dugc chan doan.

Bén canh d6 c6 dén 36% bénh nhan mic bénh & micc d6 nhe, biéu hién chay
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mau cua ho nhe hon do @6 it bi théi thiic dwoc chan doan va diéu tri hon.
Trong nghién ctru cua chiing t6i c6 mot bénh nhan la con cua mot ngudi phu
nit chic chin mang gen duoc xac dinh rit som ngay sau khi sinh bang cach
dinh lugng yéu t& VIII tir mau tinh mach rén. Me ctia bénh nhan dugc xac
dinh 13 nguoi chic chin mang gen do c6 bd bi hemophilia A. Trong qué trinh
mang thai, ching t6i di theo doi va dinh lugng yéu t6 VIII dinh ki cho nguoi
phu nit nay dong thoi phdi hop véi chuyén khoa San nham giam thiéu t6i da
rii ro cho me va con trong qua trinh chuyén da. Mot nghién ctru di chi ra rang
c6 khoang 0.3% céc trudng hop hemophilia bi xuat huyét ndo lién quan dén
qua trinh chuyén da [3] vi vy ngoai viéc tuyén truyén, dio tao, tu van cho
bénh nhan, ngudi nha bénh nhéan, nhan vién y té nham phat hién sém cac
truong hop hemophilia méi thi viéc chan doan, quan li ngudi mang gen, theo
doi trong qué trinh mang thai va phéi hop giita cac chuyén khoa Huyét hoc,
San, Nhi dong vai tro rit quan trong.

4.3.1.3. Vé thé bénh

Mac du cac bénh nhan gdc déu 1a hemophilia A, tuy nhién trong sé bénh
nhan mai ngoai hemophilia A 1a chi yéu thi ching toi con phat hién ra 1
truong hop hemophilia A két hop thiéu yéu té VII bam sinh, 1 truong hop
thiéu yéu té V11 bam sinh va 1 trudng hop hemophilia B.

Thiéu yéu t6 VII bam sinh 13 bénh 1i rdi loan chay mau hiém gap voi ti 18
1/500.000 ngudi. Gen san xuit yéu t6 VII nam trén canh dai nhiém sac thé 13,
di truyén lan. Biéu hién 1am sang cta bénh 1a thuong chdy mau ¢ nhitng co
quan ma viéc déng mau phu thudc nhiéu vao con dudng déng mau ngoai sinh
nhu néo, rudt, tr cung, nhau thai, tim, phoi [67],[98]. Thiéu hut két hop yéu to
VIII va yéu t VII bam sinh 1a mot bénh cuc ki hiém gap. Trén y van méi chi
c6 mot vai ca bénh duge mo ta. Co gia thuyét cho rang do tén thuong yéu t6
hoat héa yéu t6 VII va VIII, c¢6 truong hop duge giai thich do két hop ngau
nhién 2 gen ton thuong khac nhau [99],[100],[101],[102]. Trong nghién ctru
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ctia chung ti, xuat phat tir mot bénh nhan hemophilia A c¢6 PT kéo dai (thanh
vién I11:25 cia gia dinh s6 44) chung t6i phat hién bénh nhan c6 thém yéu t6
VII giam. Kiém tra cac thanh vién khéc trong gia dinh phat hién anh trai cua
bénh nhan 1a I11:24 khong bi hemophilia nhung ciing c¢6 yéu t VII giam.
Phén tich cho thiy day 1a su két hop ngiu nhién giita gen san xut yéu té VIII
bi t6n thuong va gen san xuét yéu t6 VII bj ton thuong va 1a trudng hop bénh
nhan dau tién bi hemophilia A két hop véi thiéu yéu t6 VII bam sinh duoc
phat hién tai Viét Nam. Bénh nhén thiéu yéu t6 VII cta chung toi rat may
man & muc d6 nhe (28%) vi vay chua phat hién chay mau bat thuong trén 1am
sang. Bénh nhan hemophilia A két hop thiéu hut yéu t& VII biéu hién 1am
sang chil yéu 1a chay mau khdp, co va chdy mau chan ring. Ngoai viéc diéu
tri nhu bénh nhan hemophilia don thuan nguoi bénh can duoc tu van va quan
1i chat ch@, dic biét vé co ché di truyén va can duoc can nhic bd sung thém
yéu t6 VII trong trudng hop chay mau ning hoic khi can phau thuat [101].
Truong hop bénh nhan hemophilia B méi thudc gia dinh s6 77 s& phan

tich & phan nguoi mang gen.
4.3.1.4. Vé mirc dé bénh

Bang 3.25 cho thay trung binh mdi gia dinh phat hién dwoc 1,5 bénh
nhan méi, dao dong tir 0 - 14 nguoi trong d6 ¢ nhitng gia dinh bénh nhan muc
d6 nhe va trung binh phét hién dugc nhiéu bénh nhan méi hon so véi gia dinh
bénh nhan mic d6 ning, 1i do boi nhiéu bénh nhan trong gia dinh muc do
ning da chét do khong dugc chan doan va diéu tri kip thoi. Tuy nhién, bénh
nhan moi dugc chan doan thudc mirc d6 ning lai chiém ti 1& cao nhat 1a
51,0% do s6 bénh nhan gbc thuoc micc dd nang chiém ti 1& cao (76%). So véi
bénh nhan muc d6 nang dang dugc quan li tai trung tdm [76] thi ti 1€ bénh
nhan mirc d6 nang cua chung téi la twong duong, tuy nhién, ti I¢ bénh nhan

ma&i mae d6 nhe cao hon.
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4.3.1.5. Biéu hi¢n chay mau va bién ching do chdy mau ¢ cac bénh nhan méi
dwroc chan dodn

Hau hét cac bénh nhan méi déu co biéu hién chay mau lau cim trong do
6 4 vi tri dugc ghi nhan hay chay mau nhét 1a chay mau khép, chay méau co,
xuat huyét dudi da va chay mau rang miéng (dic biét sau nho ring) véi ti 18
lan luot 12 70%; 69,3%; 57,3% va 55,3%. Chay mau kéo dai sau mo, chay
mau mili, chdy mau vét cat chiém ti & thap hon, 1an luot 12 11,3%; 8% va
7,3%. Chi c6 hai bénh nhan chiém ti 1¢ 1,4% chua phat hién duoc biéu hién
chay mau 1au cam déu thuéc mtc d6 nhe. Do biéu hién chay mau & bénh nhan
muc do nhe kin dao, thudng xuat hién sau chan thuong, phau thuat, hai bénh
nhan nay chua phai trai qua chan thuong, va cham va phau thuat do dé triéu
chirng chay mau con chua boc 19.

Badng 4.7. Biéu hién chay mdu & bénh nhdn hemophilia

trong mot so nghién curu

Vi tri chay mau Vi Thi Minh Chau, | Nguyén Anh Tri, Ching
2001 (%) [96] 2005 (%) [75] t6i, (%)
Chay mau khop 93,8 68,2 70
Chay mau co 48,1 111 69,3
Chay mau miii 2,5 0,7 8
Chay mau rang miéng 111 8,2 55,3
Xuat huyét tiéu hoa 7,4 2,2 5,3
Dai mau 14,8 2,8 2,7
Tu mau dwdi da 22,2 0 57,3
Chay mau sau md 8,6 1,2 11,3
Xuat huyét ndo 0 2
Vi tri khac 5,6 7,3

Chay mau khép va chay mau co 1a nhitng vi tri chay méau hay gap nhat,

giong nhu trong nghién ctu cia cac tac gia Vi Thi Minh Chau [96] va




124

Nguyén Anh Tri [75]. Marilyn Manco — Jhonson niam 2016 khi nghién ctru
trén 3727 bénh nhan hemophilia tai My ciing nhan thay ¢ 77% bénh nhan c6
tién st chay mau khop, tuong duong véi nghién ciu caa ching toi [103].

Ti 1& xuét huyét dudi da va chay mau ring miéng duoc ghi nhan kha cao,
& 57,3% va 55,3% cac truong hop, khac véi ti 1€ chay mau trong nghién cuau
cua tac gia Vi Thi Minh Chau nam 2001 [96] va Nguyén Anh Tri nam 2005
[75] trén cac bénh nhan tai bénh vién. So di c6 su khac nhau nay la do khac
nhau vé cach ghi nhan dau hiéu chay mau. B4i voi cac bénh nhan tai bénh
vién thi c&c biéu hién chay mau 13 1i do dé bénh nhan di kham va diéu tri; con
trong nghién curu cua ching toi thi la cac vi tri ma bénh nhan da tirng bi chay
mau (tri¢u chiing chay mau dugc danh gia qua nhan dinh cua bénh nhéan va
ngudi nhd). Péi véi bénh nhi hemophilia mic d6 nang, triéu chang chay
mau bat thuong duoc phat hién sém nhat thuong 1a cac dam xuat huyét
dudi da xuat hién khi tré bat dau biét bo va tap di. Con chay mau ring
miéng, dic biét 1a chay mau kéo dai sau nhé rang 1a triéu ching rat hay gap
& tat ca cac bénh nhan.

Chay méau ndo va xuat huyét tiéu hda trong nghién ctu ciia chiing toi chiém
ti 16 thap, c6 thé do day la nhitng vi tri chay mau nguy hiém, nguoi bénh thuong
kh6 qua khoi néu bi chay mau & nhiing vi tri nay khi khong duoc diéu tri.

C6 17 bénh nhan chiém 11,3% bi chay mau kéo dai sau mo, da s trong
d6 thuoc mac d6 nhe. Ti 1€ nay cao hon so véi nghién ciu cua cac tac gia
khac [75],[96]. Piéu nay ching to viéc khai thac tién sir chay mau cling nhu
c4c xét nghiém dong cam mau tién phau tai cac bénh vién van chua duoc thuc
hién va coi trong dting muc.

Teo co, cung khdp, han ché van dong co khop 1a hau qua cua viéc chay
mau 13p lai trong co, khép ma khong duoc diéu tri diy du. Pay 1a mot trong
nhitng bién ching hay gap nhat caa bénh hemophilia va 1a nguyén nhan chinh
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lam cho bénh nhan tré thanh nguoi tan tat. Do dugc chan doan mudn nén co
t6i 25% bénh nhan mai dugce chan doan bi cing khép va 21% bénh nhan bi
teo co. Hau qua caa bién dang khdp va teo co 1a lam cho bénh nhan khong thé
van dong duoc binh thuong. Cac bién chiing nay gip ¢ cac bénh nhan muc do
nang. Tuy nhién, so véi ti 18 bién ching co khdp cua cac bénh nhan dang diéu
tri tai bénh vién thi ti 1& ndy thap hon: 60,5% theo tac gia Vit Thi Minh Chau
2001 [96], 58,97% theo tac gia Tran Thi Phuong Tay 2009 [104] va 61-71%
theo nghién ctru cua Soon Ki Kim 2016 (Han Quéc) [105], li do bai ti 1¢ bénh
nhan mic d6 niang cua ching téi thap hon so véi ti 18 bénh nhan mic d6 nang
trong cac nghién ctru khac.

Trong s bénh nhan méi ¢6 1 nguoi thuéc mace do nhe bi di chiing xuat
huyét ndo gay liét van dong. Néu bénh nhan duoc chan doan sém hon c6 18 da
khong bi di ching dang tiéc nhu vay.
4.3.1.6. Ddc diém xét nghiém cua bénh nhan méi

APTT duogc cho 13 mot xét nghiém nhay trong phat hién cac bt thuong
lién quan dén con duong dong mau ndi sinh, hon han thoi gian mau dong va
thoi gian Howell va da duoc khuyén cdo sur dung sang loc cho bénh nhan
hemophilia tai Viét Nam tir nhitng ndm 1990 cua thé ki truge [106]. Chi sd
rAPTT cua cac bénh nhan méi duge chan doan 1a 3,4 + 1,5, dao dong tur 1,12
- > 5 trong d6 tat ca cac bénh nhan hemophilia déu c6 APTT kéo dai. Chi c6
duy nhét bénh nhén thiéu yéu t6 VII c6 APTT binh thudng.

- Khang dong ndi sinh 1a xét nghiém dé xac dinh dinh tinh c6 khang
dong luu hanh duong ndi sinh. Trong nghién ctru nay khang dong ndi sinh
duoc tién hanh cho cac bénh nhan c6 APTT kéo dai nhim muc dich xac dinh
nguyén nhan APTT kéo dai do thiéu hut yéu t6 dong mau hay do khang dong.
Tat ca cac bénh nhan moi ctia chung t6i déu c6 khang dong nodi sinh am tinh,

diéu nay 1a hop li vi da s6 chua dugc nhan ché pham méu bao gio.
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- Chung t6i khong gip trudng hop nio c6 sd luong tiéu cu giam,
fibrinogen giam hodc kéo dai TT. So v6i két qua sang loc cac chi s ndy cia
tac gia Tran Thi Van Ha trén 204 bénh nhan hemophilia A va B diéu tri tai
vién Huyét hoc — Truyén mau TW [107] (bang 4.8) ching t6i thdy c6 khac
biét 1a: bénh nhan diéu tri tai vién da sb c6 tiéu cau binh thudng, 3,45% co
tiéu cau giam lién quan dén viéc chay mau sd lugng 16n va bénh li viém gan
do truyén méau nhiéu 1an. Bénh nhan cla chung t6i dugc chan doan chu dong,
khong bi chdy mau 0 at va ciing it nhan ché pham mau vi vay khong c6 bénh
nhan nao bi giam tiéu cau.

Badng 4.8. Két qud xét nghiém déng mdu & cdac bénh nhan hemophilia

trong mot so nghién curu

SLTC | PT T leine
. [APTT Fibrinogen
(x10%1) | (%) (a/) VIl (%)
Chung t6i 2855+ | 104,3 + 1,0 + 6,3 +17,1
n=147)| x+sp | 82 | 196 [>**13 o1 | 34%09 lyangviog

Min-max 150- | 52-191|11->5|0,9-1,3| 2,2-6,3 0,1-176

571
Tran Thi 320,81 + | 88,26 +
[107]
(n =204) | Min-max 08—
50-887|31-140| >1.25 ' 21-10,2

1,25

- Do yéu t6 VIII va yéu t6 IX tham gia con dudng dong mau nodi sinh vi
vay & bénh nhan hemophilia, trong s6 cac xét nghiém sang loc dong mau gdém
PT, APTT, TT, fibrinogen, ) luong tiéu cau thong thuong chi c6 APTT kéo
dai, con cac chi sb khac trong gi6i han binh thuong. Panh gia cac xét nghiém
PT chiing t6i nhan thay hau hét cac trudng hop c6 chi s PT trong gidi han
binh thuong, tuy nhién c6 mot trudng hop 111:25 thudc pha hé sb 44 (so dd
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3.3) vira ¢c6 APTT kéo dai (rAPTT 2,6) vira c¢6 PT giam 52%, nguoi bénh nay
con c6 mot anh trai 111:24 khong ¢ biéu hién chay méau, APTT binh thudng
nhung ciing ¢6 PT giam 54% trong khi 4 thanh vién khac co biéu hién chay
mau trong gia dinh lai chi c6 APTT kéo dai don thuan. Lam thém xét nghiém
chung t6i phat hién hai anh em déu c6 yéu td VII giam nhe 28%, nguoi em va
4 thanh vién kia déu c6 thém yéu t6 VIII giam. DAy 1a trudng hop hemophilia
A két hop thiéu hut yéu t6 VII bam sinh, 1a két qua cua su két hop gida mot
ngwoi me viva mang gen hemophilia A, viva di hop ti gen yéu t6 VII véi mot
nguwoi bé di hop tir gen yéu t6 VII nhu d3 phan tich ¢ trén (muc 4.3.1.3).

- Vé ndng do yéu t6 VIII, IX: Pinh luong yéu té VIIVIX < 40% la tiéu
chuan vang dé chan doan hemophilia. Biéu do 3.10, 3.11 va 3.12 cho thay
néng d6 VIII cia cac bénh nhan hemophilia méi duge chan doan tap trung
nhiéu trong khoang duéi 10%. Nhin chung, nong do yéu t& VIII cang giam thi
bénh nhan cang dé bi chay mau [8],[67],[108]. So sanh nong do yéu té VIII
giita cac thanh vién bi bénh trong gia dinh v6i nhau ching t6i nhan thiy nong
d6 yéu t6 VIII giira cac thanh vién bi bénh trong mot gia dinh 1a twong duong,
tuy nhién c6 xu hudng ting hon & nguoi cao tudi trong cac gia dinh bénh
nhan mirc d6 trung binh va nhe, déng thoi, mic do chiay mau va do thudng
xuyén cta chdy mau gitra ho ciing khong hoan toan gidng nhau. Nam 2007,
Tran Thi Phuong Tuay khi nghién ciru trén 67 thanh vién thudc 12 dong ho
bénh nhan hemophilia tai bénh vién Pa khoa trung wong Hué ciing cho két
qua tuong tu nhu nghién ciru cia chung toi [83]. Piéu nay duogc li giai boi
noéng do yéu t6 VIII/IX ngoai viéc san xuat do gen quy dinh thi con bi anh
huong bot mot ) yéu td khac nhu tudi tac, hoat dong thé lyc, nhém mau,
stress...Trén cing mot bénh nhan, néu thuong xuyén tap luyén thé lyc s& lam
giam tan sudt cling nhu d6 ning cta chay mau [8],[109]. Bén canh dé biéu

hién chay mau trén 1am sang con phu thudc vao mot sé ton thuong di kem
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khac: Vi du mét bénh nhan mirc d§ ndng co thé it c6 biéu hién chdy mau néu
c6 két hop thém tén thuong yéu t6 V Leiden hodc mot bénh nhan muc do
trung binh lai rat hay bi chay mau...[110].
4.3.2. Diic diém ciia nguwoi mang gen bénh
4.3.2.1. Vé tuoi

Theo hudng dan cua Lién doan Hemophilia Thé gi6i, thoi diém i tuong
nhat dé chan doan tinh trang mang gen cho nhiing ngudi phu nit lién quan dén
hemophilia 13 thoi diém trude khi co kinh lan dau hodc néu khong thi ciling
nén tién hanh trudc khi co thai dé c6 du thoi gian 1am xét nghiém ciing nhu
1én ké hoach cho viéc chan doan truGe sinh hodc chan doan truée céy phoi
néu can [30]. Paroskie nim 2012 ciing d3 goi y thoi diém chan doan tinh trang
mang gen hemophilia nén xung quanh 14 tubi [111]. Mic du vy, thoi diém
dugc chan doan nay ciing tiy thudc vao nhiéu yéu td nhu: nhan thirc ctia bénh
nhan va gia dinh, diéu kién, trang thiét bi cua co sé diéu tri, cac yéu td van
hoa, tin ngudng...Tudi trung binh cia nhitng ngudi phu nit duoc xac dinh
mang gen va c6 kha ning mang gen trong nghién ciru ctia chung t6i 1an luot 13
38,9 tudi va 24 tudi, déu thudc Ira tudi sinh dé. Cac thanh vién trong do tudi
nay thuong quan tdm dén van dé mang gen hon so véi nhiing thanh vién trong
d6 tudi khac. So v6i khuyén céo ciia Lién doan Hemophilia Thé gidi thi thoi
diém duogc chan doan ctia nhitg ngudi mang gen trong nghién ctru cia chiing
t61 13 twong d6i mudn nhung tuong duong so véi nghién ciru cua Paroskie (35
+ 11 tudi) [111], Olsson (27,2 tudi) [112].
4.3.2.2. Ve thé bénh

Mic du cac bénh nhan gbc déu 1a hemophilia A, tuy nhién ching t6i da
phat hién mot phuy nir vira mang gen hemophilia A, vira mang gen hemophilia

B. Day la con cua mdt nguoi bd bi hemophilia A mirc d§ ndng va me¢ mang
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gen hemophilia B va la truong hop mang gen di hop tir kép ca hemophilia A
va hemophilia B dau tién duoc mo ta tai Viét Nam. Gia dinh nay c6 mdt con
trai va mQt nguoi anh trai cua me bi hemophilia B mirc d§ trung binh (bang
3.28, so dd 3.10 va 3.11). Nam 2001 Shetty va cong su ciing dd mo ta 1
truong hop thiéu két hop yéu td VIII va IX do t6 hop clia 2 gen bat thuong
trong 1 gia dinh c6 bb bi hemophilia A mirc d6 nhe va me 13 nguoi mang gen
hemophilia B. Hai con trai cua ho bi hemophilia B va con géi vira mang gen
hemophilia A vira mang gen hemophilia B [113]. Do hemophilia A va
hemophilia B 14 cac bénh hiém gip vi vy xac xuat gip nhau ngu nhién trong
cong dong gitta ngudi cd bénh hemophilia A va ngudi mang gen hemophilia
B 14 rat thap, trén thé gii cho dén nay méi chi c6 3 truong hop dugc mé ta
[113]. Tuy nhién trong truong hop nay, hai vo chong gip nhau trong hoan
canh dic biét: nguo1 vo di cham anh trai bi bénh tai bénh vién da gip va phat
sinh tinh cam véi ngudi chong ciing dang diéu tri tai vién. Tinh tir khi quen
biét dén trudc khi sinh con trai thir hai bi bénh, ca hai vo chong déu khong
biét nguoi vo ¢6 kha ning mang gen vi vay khong dugc tu van di truyén kip
thoi. Piéu nay cho thdy hiéu biét cia ngudi bénh va gia dinh ngudi bénh
hemophilia vé& co ché di truyén con han ché, ddng thoi cong tac tu van cia
can bo y té chua day du va kip thoi.

Nguoi phu nit mang gen hemophilia A két hop mang gen hemophilia B
néu két hon véi mot ngudi chong binh thudng thi xac xuat cho mdi 1an sinh
con la 25% con gai mang gen hemophilia A, 25% con gai mang gen
hemophilia B, 25% con trai bi hemophilia A, 25% con trai bi hemophilia B
(so dd 4.1) vi vay viéc tu van di truyén va tu van tdm li cho ngudi phu nir nay
1a hét suc quan trong, can dugc chuén bi va tién hanh chu ddo nham gitp cho
cd ay c6 duoc quyét dinh hop Ii nhat cho twong lai. Bén canh d6, ngudi phu
nit Ny con c6 nong do yéu té VIII va yéu té 1X thap, co nguy co cao bi chay
mau Vi vay can duoc theo dbi, quan 1i va diéu tri kip thoi tranh cac bién ching
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do chay mau gay ra.

Me mang gen Bo Ch thich:

hemophilia Ava B binh thuong a: gen hemophilia A

a b b: gen hemophilia B
XX XY o

XX XY XX b)Y

Con géi Con trai bj Con gai Con trai bi
mang gen hemophilia A mang gen hemophilia B
hemophilia A hemophilia B

So do 4.1. Xdc sudt cho méi lan sinh con ciia cdp vo chong ¢6 vo' la nguoi
mang gen hemophilia A két hop hemophilia B va chéng binh thuong
4.3.2.3. Vé dic diém xudt huyét

Trudc day nguoi ta cho rang ngudi mang gen hemophilia thuong khong
bi chay mau bat thuong. Tuy nhién tir nim 1952 Merskey C va Macfarlane
RG d# ghi nhén ti 16 chay mau kéo dai sau nhd ring ¢ nguoi phu nit mang gen
hemophilia 1én tdi 47% [114]. Ngay nay viéc nguoi phu nit mang gen
hemophilia bi chay mau bat thuong khong con 1a diéu tranh cii, ngay ca khi
ndéng d6 yéu td VIII cua ho binh thuong (> 40%) va Lién doan Hemophilia
Thé gidi ghi nhan rang c6 dén 20 - 50% phu nit mang gen c6 biéu hién chay
mau bt thuong [32], [115]. Trong nghién ctu cua ching toi, trong sd 329
ngudi mang gen co 235 ngudi tra 161 bd cau hoi sang loc trong doé ¢6 80 ngudi
chiém ti 1& 34% c6 chay mau bat thudng voi biéu hién da dang. Céc vi tri
chay mau hay gip nhét 1a xuat huyét du6i da, rong kinh, chay mau sau dé va
chay mau rang miéng véi ti 1& 1an luot 13 62,5%; 47,5%; 40% va 25%. Két
qua nay ciing tuong dong voi két qua nghién ctru cua cac tac gia khac nhu
Paroskie 2014 [115], Eveline P. Mauser-Bunschoten 2008 [32] va Miesbach
2011 [116] (bang 4.9).
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Bdng 4.9. Vi tri chdy méu ciia ngwoi mang gen trong mot sé nghién ciiu

Tac gia | Iris Plug | Miesbach Eveline P. Paroskie | Chung

[114] [116] Mauser- [115] toi
Vi tri (ti 1& %) (n=74) | (n=46) Bunfgg‘]‘)te“ (n =32) 525‘)
Xuéat huyét dwéi da 19 67 37 59 62,5
Rong kinh 50 31 94 47,5
Chay mau sau dé 43 22 66 40
Chay mau rang miéng 60 77 0 22 25
Chay mau khép 8 16 7,5
Chay mau co 67 8,8
Xuéat huyét tiéu hoa 2,5
Pai mau 2,5
Chay mau miii 43 8 38 2,5
Chay mau sau mo 61 30 41 2,5

Rong kinh va chay mau sau dé la nhitng hinh thitc chay mau chi c6 ¢
phu nir trong d6 rong kinh khong chi anh huéng dén stc khoe thé chat cua
nguoi bénh ma con giy bat tién trong sinh hoat, anh hudng dén chat luong
séng cua ngudi bénh. Bén canh d6 rong kinh ciing 1a triéu chimg kha hay gip
& nguoi binh thuong [117] vi vay rat dé bi bé qua. Chay mau sau dé 1a mot
trong nhimg chidy mau nguy hiém, c6 thé anh huong dén tinh mang. Cac
nghién ciru trén va nghién ctru ciia chung t6i déu cho thay ti 1¢ rong kinh va
chay mau sau dé ¢ ngudi mang gen hemophilia A 13 rat cao vi vdy rat can
dugc quan li, diéu tri kip thoi véi su phdi hop cac chuyén nganh Huyét hoc va
San khoa [118], [119],[120].

Khac v6i bénh nhan hemophilia c6 biéu hién chdy mau chu yéu & khép
va co, ngudi mang gen hemophilia A trong nghién ctu cua ching t61 it bi
chay mau khdp, co hon, voi ti 1€ lan luot 1a 7,5% va 8,8%. Ti 1é chay mau
khép twong duong voi két qua cua Iris va cong su [114] nhung thdp hon so

v6i ctia Paroskie [115]. Ti 1é chay méau co ciia chung t6i thap hon nhiéu so véi
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ctia Miesbach [116]. Diéu nay c6 thé 1i giai do dic diém khac nhau vé thé luc,
murc d§ van dong va thdi quen sinh hoat cua nhiing ngudi mang gen trong cac
nghién ctru. Khi bi chay mau co, khdp tai phat nhiéu lan s& gy hau qua bénh
khép man tinh, teo co, ciing khép lam anh hudéng dén tAm van dong. Mét
nghién ctru trén 148 ngudi phu nit ¢6 yéu to VIII/IX giam va 303 ngudi phu
nit binh thudng da cho thay tim van dong khép cta nhimg nguoi c6 ndng do
yéu t6 VIII/IX giam thap hon so v6i ngudi binh thudng va nguyén nhan duoc
cho 1a do chay mau trong co, khop [121]. Tac gia L. Gilbert nam 2014 trong
nghién ctru ctia minh cling cho két qua twong tu [122].

Theo Eveline (Ha Lan) [32], Paroskie (M¥)[115], Iris Plug (Ha Lan)
[114] thi chay mau mii 1a vi tri kha hay gap, tuy nhién trong nghién ctru cta
chang t6i chi ghi nhan ¢ 2 trudng hop, chiém ti 18 2,5%. Piéu nay c6 thé do
cac nghién ctru trén tién hanh ¢ ving khi hau kho nén ti 18 bi chay mau mii
gip cao hon so v&i nghién ctru cua ching tdi tién hanh ¢ ving c6 khi hau
nhiét doi.

Trong nghién ctru Nay co 2 trudng hop chiém ti 1& 2,5% c6 chay méau
sau mo trong d6 co6 1 bénh nhan bi chay mau sau mé cit polyp truc trang
phai diéu tri bang bo sung yéu té dong mau mai cam dugce chay mau. Ti 18
chay mau sau md cua chung t6i thdp hon so vdi cac nghién ctru khac
[32],[115],[116]. Paroskie nam 2015 ghi nhan c6 < 10% phu nit mang gen
hemophilia phai diéu trj bang yéu té c6 dic dé cam chay mau [117].
Becki Berkowitz nam 2015 cho thiy c¢6 20 - 25% nguoi phu nit trong mot
gia dinh hemophilia A phai b6 sung yéu t6 VIII trong qua trinh dé va phau
thuat [123].

Nhu vay nguoi mang gen hemophilia ngoai viéc c6 thé truyén gen bénh
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cho thé hé sau con phai ddi mit voi nguy co chay mau bat thuong. Diéu nay
cho thdy bén canh viéc tu van di truyén, ngudi mang gen can dugc chan doan,
quan li va tu van vé tinh trang bat thudng chay mau dé c6 thé kip thoi diéu tri,
tranh nhitng bién chtng dang tiéc do chay mau giy nén.

4.3.2.4.Vé dic diém xét nghiém

a. APTT va khang dong noi sinh

APTT la mot xét nghiém duoc st dung rong réi hién nay trén thé gigi
cling nhu ¢ Viét Nam trong phét hién bat thuong duong dong mau ndi sinh
bai d6 nhay va do dac hiéu cao cua xet nghiém nay. APTT thuong kéo dai
(chi s6 rAPTT tang) do thiéu hut mot hoic nhiéu yéu to dong mau VIIL, IX,
X1, X1l hodc cé mit chat e ché duong déng méau noi sinh [72],[124].

Hau hét bénh nhan hemophilia c6 két qua APTT kéo dai bai giam nong
d6 yéu to VIII/IX. Béi voi nhitng nguoi mang gen, c6 khoang 20 — 50% trong
s6 ho ¢6 nong @6 yéu té VIII/IX giam va day 1a nguyén nhan chinh giy nén
kéo dai APTT.

Két qua nghién cau ¢ bang 3.29 cho thay c6 dén 40 ngudi mang gen
chiém ti I& 26,7% c6 APTT kéo dai trong d6 da sb 1a kéo dai & mac do nhe
(1,25 < rAPTT < 1,5). Két qua khang d6ng noi sinh am tinh da loai trir su c6
mat cua chat e ché dong mau dudng noi sinh.

Nhu vay, néu nhu bénh nhan hemophilia cé ty 16 APTT kéo dai rat cao
(> 95%) va thuong APTT rat dai hoic dai vira, chi c6 mot ty Ié thip APTT
kéo dai nhe, thi ngugc lai chi khoang 26,7% nhiing nguoi mang gen co APTT
kéo dai va hau hét kéo dai mac do nhe.

Két qua APTT c6 I& phan anh ding muc do giam yéu té VI ¢ nguoi

mang gen thuong nhe hon ciing nhu ty 1é ¢6 giam yéu t6 VIII & nhiing ngudi
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mang gen ciing thap hon nhiéu so v&i bénh nhan hemophilia.

b. Néng dé yéu té VIII

Nong do yéu té VIl doéng vai trd quan trong trong con duong dong
méu noi sinh ciia qua trinh dong mau. Su thiéu hyt yéu té VIII 1am giam kha
nang sinh thromboplastin noi sinh, dan dén luong thrombin khong du dé
chuyén fibrinogen thanh luéi fibrin day du cho hinh thanh cuc déng bén viing
va la nguyén nhan gay giam dong, chay mau & nhitng bénh nhan nay.

Két qua nghién ctu cua ching tdi cho thiy nong do yéu té VIII &
nguoi mang gen hemophilia A 1a 52,6 + 20,4, ¢ gidi han thip cia binh
thuong, dao dong tir 10 — 131%. So véi nong dd yéu t6 VIII & ngudi binh
thuong thi thap hon (bang 3.19). Nghién ctiu cia nhiéu tac gia trong nudc va
trén thé giéi déu cho két qua tuong tu (bang 4.10).

Bang 4.10. Nong dg yéu té VI ciia ngwoi mang gen

trong mgt sé nghién cizu

Ngwéi mang gen Phy nir binh p
Tac gia thwong
55,0+ 27,0 106,0 £ 42,0 <0,01
Graham JB [38] N = 336 =137
60 102 <0,01
Iris Plug [114] (5-219) (45 - 328)
n=143
. 82,5 (37 —195) 134 <0,01
Paroskie [117] n=34 (68 — 242)
74 142 <0,01
Ay C [90] (51 -103) (109 - 169)
n=42 n=42
52,6 £ 20,4 81,4 +£27,9 <0,05
Chung toi (10 - 131) (42 -191)
n =157 n=70

Két qua nghién ciru ciing cho thay cé su khac nhau kha 16n vé nong do
yéu to VIIl & nhom ngudi mang gen bénh hemophilia: mot sé nguoi giam,
mot s6 nguodi gan binh thuong va mot sé nguoi binh thuong. Téac gia JB

Graham (nam 1976) da mé ta treong hop mot gia dinh c6 3 chi em gai rudt la
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con cua mot bénh nhan hemophilia A mtc do trung binh lai thé hién ¢ 3 kiéu
hinh khéac nhau: Mot nguoi khong cé biéu hién chay mau bat thuong, nong do
yéu t& VIII binh thuong; mot ngudi khdng c6 biéu hién chay mau bat thuong,
yéu t& VI thap; mot ngudi ¢o biéu hién chay mau bat thuong va cé nong do
yéu té VIII thap [125]. Trong nghién ctu cua ching t6i, gia dinh s6 50 ¢6 3
chi em gai rudt 1a con caa mot bénh nhan hemophilia A mic d6 nhe ciing thé
hién 3 kiéu hinh khac nhau: mot ngudi ¢6 biéu hién chay mau bat thuong
tuong d6i nang (rong kinh, chay méau sau dé dén muac phai truyén mau, xuat
huyét dudi da), ndong d6 yéu td VIII rat thap 10%; mot nguoi c6 biéu hién
chay mau nhe hon nhu chay mau ring miéng, Xuat huyét dudi da, nong do yéu
t6 VIII binh thuong (59%); 1 nguoi khdng c6 biéu hién chay mau bat thuong
c6 nong do yéu to VIII thap (38%). Theo JB. Graham thi nguyén nhan chinh
gay nén tinh trang nay 1a do hién tugng bat hoat nhiém sac thé X xay ra trong
giai doan bao thai [125]. Mac di qua trinh bat hoat nhiém sac thé X 1a ngau
nhién, tuy nhién nguoi ta cling da ghi nhan mot sb co ché di truyén gy bat hoat
uu thé. Do d6, mot c& thé nir mang gen di truyén lan ciing c6 thé biéu hién bénh
néu nhu nhidm sac thé bi bat hoat wu thé 1a nhiém sic thé binh thuong
[22],[33],[126]. Ngoai ra, mot vai yéu to khac ngodi cac yéu to gen va moi
truong, bén canh dot bién gen yéu té6 VIII di dugc cho 1a ¢ anh huong dén
nong do yéu to VIII nhu cac dot bién va da hinh tai gen yéu té6 von Willebrand
va cac gen khac anh huong dén sy biéu hién va do 6n dinh cua yéu té VI
[90],[127]. Nhu vay, nong do yéu té VIII cia mot ngudi mang gen khong co
gia tri tién doan nong d6 yéu td VIII cia thanh vién khac trong gia dinh. Nhiing
ngudi mang gen c¢6 nong do yéu to VIII thap khong c6 nguy co ¢ con bi

hemophilia cao hon so véi ngudi mang gen c6 nong do yéu to cao [33].

Bang 3.32 va 3.33 cho thay khong cd su khéac nhau vé yéu té VIII gitra
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nhitng nguoi mang gen muc do nang nhe khac nhau ciing nhu gitra nguoi
mang gen muac do nang c6 dao doan intron 22 va khong c6 dao doan intron
22. Két qua nay twong dwong vai két qua cua tac gia Iris Plug [114] va
Miesbach [116] nhung khac biét so véi E. Funding va cong su [128]. Theo
E. Funding, mic di néng do yéu té VIII & nguoi mang gen la khac nhau,
tuy nhién ngudi mang gen hemophilia A mirc do ning c6 nong do yéu td
VIII thiap hon nguoi mang gen hemophilia mirc d6 trung binh va muac do
nhe [128].

c. Mai lién quan giza tinh trang xudt huyét va xét nghiém dong mdu

APTT la xét nghiém c6 d6 nhay va do dac hiéu cao trong phat hién bat
thuong dudng déng mau ndi sinh, nhat 13 trong nhimg trudng hop thiéu hyt cac
yéu to VIII, IX , XI. Thiéu hut yéu to VIII & nhitng ngudi mang gen hemophilia
A 1a nguyén nhan gy nén APTT kéo dai & nhitng nguoi nay, va vi vay kéo dai
APTT lién quan chat ché véi tinh trang xuat huyét trén 1am sang.

Két qua bang 3.30 cho thay nhiing nguoi mang gen c6 APTT kéo dai,
nguy co xuit huyét cao gip 2,5 lan so v6i nhitng nguoi c6 két qua xét
nghi¢ém APTT binh thuong.

Muc do xuat huyét & bénh nhan hemophiliava ngudi mang gen bénh
hemophilia A phy thudc vao nong do yéu té V111 [110],[129].

- Nong d6 yéu to VIl < 1%, gay nén tinh trang xuat huyét & mic do
nang va thuong tu phat, lién quan dén chan thuong hoac khong.

- Nong d6 yéu té VIII tir 1 — 5 %, tinh trang xuat huyét & mac trung binh
va hay gap chu yéu sau chan thuong nhe.

- Nong d6 yéu to VIII tir 5 — 40 %, khdng cd xuat huyét thudng xuyén,
duoc xép vao mirc do nhe. Chi gap xuat huyét hay chay méau sau chan thuong

nang, sau phau thuat.
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Két qua trinh bay & bang 3.34 cho thiy trong 3 muc do yéu té VIII <
40%, 40 — 60% va > 60% thi ngudi mang gen co nong do yéu té VIII cang
thap c6 ti 1 va nguy co xuat huyét cang cao. Két qua nay ciing twong dong
v6i nghién cu cta nhiéu tac gia khac trén thé giéi nhu Iris Plug [114],
Paroskie [43]... Chinh vi vy Lién doan Hemophilia Thé gi6i da ra khuyén
c4o can tu van stc khoe, diéu tri va quan li cho nhitng ngudi mang gen co
ndéng d6 yéu t6 VIIVIX thap hon 40% nhu dbi v6i bénh nhan hemophilia [8].
Trong nghién ctru cta chung toi, c6 40 ngudi (26,7%) c6 ndng do yéu t6 VIII
< 40%, nhitng nguoi nay dugc coi la bénh nhan hemophilia mtrc d6 nhe. Két
qua nay twong ddng véi nghién cau caa Iris Plug (62/225 ngudi twong duong
27,6%)[114] nhung cao hon cua Paroskie (1/34 nguoi twong duong 2,9%)
[43]. Bang 3.34 cho thdy nguy co xuat huyét & ngudi co6 nong do yéu td VIII
< 40% cao hon gap 10,3 lan nhiing ngudi c6 nong do yéu toé VIII > 40 va gap
5,1 1an nguoi ¢6 nong do yéu td VIII tir 40 — 60%. Pic biét nguoi mang gen
c6 nong do yéu td VIII tir 40 — 60% 1a nong do trong gidi han thip ciia binh
thuong nhung van c6 nguy co xuat huyét cao hon gap 8,7 lan so voi ngudi c6
noéng d6 VIII > 60%. Nhiéu tac gia da chi ra rang ngudi mang gen hemophilia
c6 nguy co chidy mau cao ngay ca khi c6 nong do yéu to VIII binh thuong.
Nguy co nay khong chi phu thudc vao ndng do yéu té dong mau cua ngudi
mang gen ma con phu thudc vao loai hinh chay mau, vao viéc ho c6 phai trai
qua can thi€p ngoai khoa hay khong cling nhu vao mirc d§ bénh va tinh trang
chay mau, loai ton thuong di truyén ctia bénh nhan hemophilia trong gia dinh
nguoi phu nir d6 [114],[116],[130].

Rong kinh va chay méu sau dé l1a nhiing hinh thirc chdy mau chi gap &
phu nit. Chiing khong nhimg c6 thé anh huong dén tinh mang ma con anh

huéng nhiéu dén sinh hoat hang ngay ctia bénh nhan. O nguoi mang gen la
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bénh nhan (c6 ndng d6 yéu td VIII < 40%) nguy co rong kinh va chdy mau
sau dé cao hon nhitng ngudi mang gen thong thuong (c6 nong do VIII > 40%)
lan luot 1a 3,5 1an va 4,2 1an.

Nhu vay ngudi mang gen hemophilia ngoai viéc c6 thé truyén gen bénh
cho thé hé sau con c6 nguy co cao bi chay mau. Chinh vi vay tat ca nhiing
ngudi mang gen va c6 kha ning mang gen hemophilia déu can duoc kiém tra
yéu t6 dong mau dé biét duoc nguy co va cd ké hoach du phong, bd sung yéu
t6 dong mau néu can thiét, dic biét 1a thoi diém trudc khi tién hanh tha thuat,
trong qua trinh mang thai hozc khi c6 triéu chang chay mau, dong thoi can
phéi hop chuyén khoa, dac bi¢t chuyén khoa San trong chan doan, quan li va

diéu tri ngudi mang gen [8],[131],[132].
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KET LUAN

Qua phan tich pha hé ctia 100 bénh nhan hemophilia A dugc chan doan
va diéu tri tai Vién Huyét hoc — Truyén mau TW, bao gdm 869 ngudi nam va

533 ngudi nit chung t6i xin dua ra mot sé két luan sau:
1.  Phat hién bénh nhan va nguwoi mang gen hemophilia

Phén tich pha hé 1a phuong phap hiéu qua trong phat hién bénh nhan méi

va nguoi mang gen trong gia dinh bénh nhan hemophilia.
1.2. Phat hién bénh nhdan maoi

Phan tich pha hé giap phat hién dugc 147 bénh nhan hemophilia la
nam giéi, chiém ti 16 16,9%. Két qua hoi ctru cling cho thdy c6 76 nguoi da tir

vong nghi ngo bi hemophilia.
1.3. Phat hi¢n ngwoi mang gen

- Qua phan tich 533 ngudi phu nir ¢ lién quan dén hemophilia ching toi

phat hién duoc 367 ngudi mang gen chiém ti 1& 68,9% trong do:

+ Phan tich pha hé gitip phat hién 329 ngudi mang gen chiém ti 1¢ 61,7%.

+ Phan tich dot bién gen F8 phat hién thém 30 nguoi mang gen chiém ti
1€ 5,6%.

+ Phan tich PCR-RFLP véi Bcll phat hién thém 8 nguoi mang gen chiém ti
1€ 1,5%.

- Ti s6 FVIII/VWF:Ag < 0,71 c6 gia trj trong chan doan tinh trang mang
gen hemophilia A v61 d§ nhay 1a 90% va do dac hi¢u 1a 78,3%.

- Phdi hop cac phuong phéap gitp ning cao hiéu qua chan doan nguoi

mang gen.
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2. Pic diém xuit huyét va xét nghiém déng mau cia bénh nhin va nguoi

mang gen méi dwoc chan dosn
2.1.  Dic diém cia bénh nhan méi

- DPa s6 (97,9%) bénh nhan 1a hemophilia A; ¢6 1 truong hop hemophilia
A két hop thiéu yéu t6 VII bam sinh; 1 truong hop thiéu yéu t6 VII bam sinh
don thuin va 1 truong hop hemophilia B. Trén 50% bénh nhan méi thudc
muirc do nang.

- Hau hét (98,6%) bénh nhan c6 biéu hién chay mau lau cam. CAc vi tri
chay méau hay gip nhat 1a khép, co, xuat huyét dudi da va chiay mau ring

miéng véi ti 18 1an luot 1a 70%, 69,3%, 57,3% va 55,3%.
2.2.  Dic diém ciia ngwoi mang gen bénh

- Hau hét (99,7%) 1a ngudi mang gen hemophilia A, ¢6 1 ngudi vira mang
gen hemophilia A vira mang gen hemophilia B.

- Ti 18 xuat huyét ciia ngudi mang gen 1a 34%. Loai xuat huyét hay gap nhat
1a xuat huyét dudi da, rong kinh, chay méu sau dé va chay mau ring miéng.

- Nong d6 yéu t6 VIII ciia nguodi mang gen thip hon phu nit binh thuong
v6i p < 0,05. Nong d6 yéu t6 VIII cang thap nguy co xuat huyét cang cao.
Gilra nhitng nguo1 mang gen hemophilia mire d khac nhau khong c6 sy khac
nhau vé nong do yéu to VIII.

- C6 40 nguoi chiém ti 16 26,7% c6 nong d6 yéu to VIII < 40% duge xem

la bénh nhan hemophilia A mirc d6 nhe.
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KIEN NGHI

1. Nén é&p dung phuong phap phat hién bénh nhan va ngudi mang gen
hemophilia bang phan tich pha hé bénh nhan da duoc chan doan trén pham vi
toan qudc béi tinh hiéu qua, kha ning 4p dung rong rai ciia phuong phap.

2. Can ddy manh cong tac tuyén truyén va gido duc bénh nhan va ngudi
nha vé co ché di truyén, vé vai trd cua viéc phat hi¢n sém bénh nhan va nguoi
mang gen dé ho phdi hop voi can bd y té trong viéc chan doan, diéu tri bénh
cling nhu kiém so4t viéc phat tan ngudn gen bénh, gop phan cai tao giéng noi.

3. Can dinh lugng yéu té VIII cho tit ca nhitng ngudi mang gen va co
kha ning mang gen dé chii dong phat hién, diéu tri va phong ngira cac bién
chtng do chay mau gy nén. Dbi véi nhitng ngudi ¢ ndng do yéu té VIII <

40% can quan li nhu bénh nhan hemophilia A murc d6 nhe.



DANH MUC CONG TRINH NGHIEN CUU
LIEN QUAN PEN LUAN AN PA PUQC CONG BO

I. PANG TREN TAP CHI TRONG NUOC

1. Nguyén Anh Tri, Nguy&n Thi Mai, Nguyén Thi Nit, Ngdé Huy Minh, Luu
Thi Ha (2012). Nghién ctu phat hién hemophilia dua vao pha hé gia dinh
cac bénh nhan d3 duogc chan doan tai vién Huyét hoc — Truyén mau TW. Y
hoc Viét Nam, sé 8/2012, trang 566 - 571.

2. Nguyén Hoang Ha, Nguyén Thi Nit, Nguyén Thi Mai, Nguyén Anh Tri (
2014). Pic diém l1am sang va xét nghiém cia nguodi phu nit mang gen
hemophilia tai vién Huyét hoc — Truyén mau TW. Y hoc Viét Nam. tap
423, trang 139 — 143.

3. Nguyén Thi Mai, Vii Thi Bich Huong, Nguyén Anh Tri, Bach Quéc Khanh
(2016). Phat hién ngudi mang gen hemophilia A két hop vai gen hemophilia
B dau tién tai Viét Nam, Y hoc Viét Nam, tap 446, trang 404 — 408.

II. PANG TREN TAP CHi NUOC NGOAI

1. T. Nguyen, A. Nguyen, T. Nguyen, H. Ngo and T. Luu (2012).
Hemophilia patient outreach: Experience of Vietnam, Haemophilia, 18
(Suppl. 3), 76 (Abstract)

(Téc gia Nguyén Thi Mai duoc viét 1a T.Nguyen)

2. Nguyen Hoang Ha, Nguyen Thi Nu, Nguyen Thi Mai, Nguyen Anh Tri,
(2014). Characteristics of hemophilia carriers in clinic and testing in
National Institute of Hematology and Blood Transfusion, Hanoi, Vietnam,
Haemophilia, 20 (Suppl. 3), 8. (Abstract)



TAI LIEU THAM KHAO

. Mark W. Skinner (2012). WFH: Closing the global gap - achieving optimal
care. Haemophilia, 18(Suppl. 4), p. 1-12.

. Nguy&n Anh Tri, Nguyén Thi Mai (2009). Quan If, chan doan va diéu trj
hemophilia ¢ Viét Nam: Qua khtr - Hién tai — Tuong lai. Y hoc Viét Nam,
2,p. 3-12.

. A.M. Street, R.Ljung and S.A.Lavary (2008). Management of carriers and
babies with heamophilia. Haemophilia, 14(3), p. 181 — 187.

. Nguyén Thi Mai, Nguyén Anh Tri, Bach Quéc Khanh (2015). Tinh hinh
chiam so6c hemophilia tai vién Huyét hoc — Truyén mau Trung wong, Ki yéu
Héi nghi khoa hoc thwong nién lan thiz i, Tong hoi Y hoc Viét Nam, p.
66-67.

. Peter Jones, Carol Kasper and lan Peake (1996). Hemophilia - Facts for
Health Care Professionals. World Health Organization Human Genetics
Programme and World Federation of Hemophilia, p. cover.

. C. K. Kasper and J. C. Lin (2007). Prevalence of sporadic and familial
haemophilia. Haemophilia, 13, p. 90 - 92.

. Bo Y té (2014), Huéng dan chan doan va diéu tri bénh hemophilia, Ha Noi.
. A. Srivastava, A. K. Brewer, E. P. Mauser-Bunchoten et al. (2013).
Guidelines for the management of Hemophilia. Haemophilia, 19, p. 1 -47.

. A. Miguel Escobar and S.Key Nigel (2016). Hemophilia A and Hemophilia
B, Williams Hematology, Chapter 123, McGrow - Hill Medical, USA,
2113 - 2132

10. Geoffrey Kemball - Cook and Edward Tuddenham (2005). Molecular

basis of hemophilia A, Textbook of Hemophilia, Erik E. Berntorp,
Christine A. Lee, W.Keith Hoots, Blackwell, p. 19 - 26.



11.

12.

13.

14.

15.

16.

17.

18.

19.

Michael U. Callaghan and Randal J.Kaufman (2014). Cellular processing
of factor VIII and factor IX, 3rd, Textbook of Hemophilia, Erik E.
Berntop and W. Keith Hoots Christine A. Lee, Wiley Blackwell, UK, p.5
-12.

Radal J. Kaufman (1995). Structure and Biology of factor VIII, 2th,
Hematology: Basic principles and practice, Edward J.Benz Ronal
Hoffman, Churchill Livingstone, p. 1276 - 1284.

Evgueni L.Saenko and Natalya M. Ananyeva (2005). Hemophilia A: role
of factor VIII in coagulation, Textbook of Hemophilia, Erik E. Berntorp,
Christine A. Lee, W.Keith Hoots, Blackwell Publishing, p. 27 - 33.

Graw J, Brackmann HH, Oldenburg J et al (2005). Haemophilia A: from
mutation analysis to new therapies. Nat Rev Genet, 6(6).

Ware J, Shima M, Yoshioka A, Fukui H, Fulcher CA (1989). An arginine
to cysteine amino acid substitution at a critical thrombin cleavage site in a
dysfunctional factor VIII molecule. Blood, p. 74.

Lavend’home R, Jaquemin M, Benhida A et al (2010 ). A novel cause of
mild/moderate hemophilia A: mutation scattered in the factor VIII C1
domain reduce factor VIII binding to von Willebrand factor. Blood, 96, p.
958-65.

Goodeve AC and Peake | (2003). The molecular basic of hemophilia A:
genotype-phenotype relationships and inhibitor development. Semin
Thromb Hemost, 29(1), p. 23-30.

Kun Soo Lee, Ye Jee Shim (2010). Genetic Risk Factors of Hemophilia
A. J Genet Med, 7(1), p. 1-8.

Andrikovics H, Klein I, Bors A et al. (2003). Analysis of large structural
changes of the factor VIII gene, involving intron 1 and 22, in severe

hemophilia A. Haematologica, 88, p. 778-84.



20.

21,

22,

23.

24,

25.

26.

217.

Waseem N, Bagnall RD, Green PM, Giannelli F (2002). Recurrent
inversion breaking intron 1 of the factor VIII gene is a frequent cause of
severe hemophilia A. Blood, 99, p. 168-74.

Kazazian H.H, Jr Lakich D, et al (1993). Inversions disrupting the factor
V111 gene are a common cause of severe haemophilia A. Nature Genet, 5,
p. 236-241.

National Institutes of Health Talking Glossary of Genetic Terms, at
https://www.genome.gov/glossary/index.cfm?textonly=&search=pedigree
., truy cap 7/5-2016.

The New England public health genetics education collaborative (2010).

Understanding Genetics: A New England Guide for Patients and Health
Professionals. =~ Posted in the Resource  Repository  at:

http://www.resourcerepository.org/documents/1868/understandinggenetic

s:anewengl andguideforpatientsandhealthprofessionals/.

Trinh Van Bao, Phan Thi Hoan (2016). Luoc sir - Ngi dung - Phuong
phap nghién cizu di truyén hoc nguoi, Di truyén y hoc, Bo Y té, Téi ban
lan tha 5, Nha xuét ban Y hoc, tr. 17 - 19.

The New York - Mid-Atlantic consortium for genetic and newborn
screening service (2009). Understanding genetic - A New York, Mid
Atlantic guide for patients and health professionals. Posted in the
Resource Repository at:

http://www.resourcerepository.org/documents/1247/understandinggenetic

s:anewyork, midatlanticguideforpatientsandhealthprofessionals/.
Robin L. Bennett (2012). The family medical history as a tool in
preconception consultation. J Community Genet, 3, p. 1750-183.
Bennet et al. (1995). Recommendation for standadized human pedigree

nomenclature Ann J hum Genet, 56, p. 745-52.


http://www.genome.gov/glossary/index.cfm?textonly=&search=pedigree.
http://www.genome.gov/glossary/index.cfm?textonly=&search=pedigree.
http://www.resourcerepository.org/documents/1868/understandinggenetics:anewengl
http://www.resourcerepository.org/documents/1868/understandinggenetics:anewengl
http://www.resourcerepository.org/documents/1247/understandinggenetics:anewyork
http://www.resourcerepository.org/documents/1247/understandinggenetics:anewyork

28

29.

30.

31.

32,

33.

34,

35.

36.

R. L. Bennett, K. S. French, R. G. Resta et al. (2008). Standardized
human pedigree nomenclature: update and assessment of the
recommendations of the National Society of Genetic Counselors. J Genet
Couns, 17(5), p. 424-33.

Gelbart WM, Griffiths AJF, Miller JH et al. (1999). Human Pedigree
Analysis, Modern Genetic Analysis, W. H. Freeman, NewYork.

Richa Mohan, Michael Alabek, Mariana H. Raia (2015). Genetic
counselling for hemophilia, Treatment for hemophilia, Vol. 25, World
Federation of Hemophilia.

Kenneth D. Friedman and George M Rodgers (2014). Wiltrobe's Clinial
Hematology, Inherited coagulation disorders, Daniel A. Arber John P
Greer, Bertil Glader, Vol 2, 13th edition, Lippincott William & Wilkins,
p. 1379 - 1424,

Eveline P. Mauser-Bunschoten (2008). Symtomatic carrier of hemophilia,
Treatment of Hemophilia, World Federation of Hemophilia, Vol. 46.
Carold K. Kasper and Carolyn H. Buzin (2007). Genetics of hemophilia A
and B - An introduction for clinicians, The CSL Behring foundation for
reseach and advancement of patient health.

Jones PK. Ratnoff OD (1977). The laboratory diagnosis of the carrier
state for classic hemophilia. Ann Intern Med, 86(5), p. 521-528.

Fishman DJ, Jones PK and Menitove JE et al (1982). Detection of the
carrier state for classic hemophiliusing an enzym - linked immunosorbent
assay (ELISA) Blood, 59, p. 1163-1168.

Oscard D. Ratnoff, Theodore S. Zimmerman, and Arthur S.Litrell (1971).
Detection of Carriers of Classic Hemophilia Using an Immunologic
Assay for Antihemophilic Factor (Factor VIII). The Journal of Clinical
Investigation 50, p. 255-258.



37.

38.

39.

40.

41.

42.

43.

44,

Marshall B. Jones, M. Elaine Eyster , Theresa Moore M.T et al. (1976).
Carrier Detection in Classic Hemophilia by Combined Measurement of
Immunologic (VIII AGN) and Procoagulant (VIII AHF) Activities
American Society of Clinical Pathologists, 65, p. 975-981.

CR Rizza, JB Graham, J Chediak, PM Mannucci et al. (1986). Carrier
detection in hemophilia A: a cooperative international study I: The carrier
phenotype. Blood, 67(6), p. 1554-1559.

Dipika Mohanty (2001). Carrier detection and prenatal diagnosis in
Haemophilia families in developing countries, Comprehenshive
haemophilia care in developing countries, World Federation of
Hemophilia.

M Abiera J Padre, F Hernamdez (2004). Phenotypic analysis using ratio
of FVII.C and vWF:Ag among hemophilia A obligate carrier.
Hemophilia, 10(Suppl. 3), p. 3.

T Ruchutrakool, K prayongratana, Y Nakkinkun, S Issaragrilsil (2006).
Use of FVIII:.C and VWF:Ag ratio in the detection of Hemophilia A
carriers. Hemophilia, 12(Suppl. 2), p. 11.

Jayandharan G.R (2012). Role of Molecular Genetics in Hemophilia:
From Diagnosis to Therapy. Seminars in Thrombosis & Hemostasis, 38,
p. 64-78.

Mike Mitchell and Anne Goodeve and Steve Keeney (2010). Practice
Guidelines for the Molecular Diagnosis of Haemophilia A. Clinical
Molecular Genetic Society.

Anne Goodeve (2008). Molecular Genetic Testing of Hemophilia A. .
Thrombosis and hemostasis, 34(6), p. 491-501.



45,

46.

47.

48.

49.

50.

51,

52,

53.

54,

55.

Peake, I. R., Lillicrap, D. P., Boulyjenkov, et al. (1993). Haemophilia:
strategies for carrier detection and prenatal diagnosis. Bulletin of the
World Health Organization, 71(3-4), 429-458.

Nguyén Thi Mai, Pham Quang Vinh, Nguyén Anh Tri (2010). Chan doan
di truyén va chan doan ngudi mang gen hemophilia. Mét sé chuyén dé
Huyét hoc - Truyén mau, tap 3, Nha xuét ban Y hoc, trang 236-241

Vii Thi Bich Huong, Tran Tuan Anh (2014). Phan tich lién két trong chan
doan di truyén. Mét sé chuyén dé Huyét hoc - Truyén mau, tap 4, Nha
xuat ban Y hoc, trang 229-309.

Rezan Kadir and Christine A. Lee (2005). Obstetrics and
gynecology:hemophilia, trong Erik E. Berntorp Christine A. Lee,
W.Keith Hoots, Texbook of Hemophilia, Blackwell, p. 249-256.

Pham Quang Vinh (2006). Bénh hemophilia, Bai giang Huyét hoc -
Truyén mau sau dai hoc, B6 mén Huyét hoc - Truyén mau, Nha xuat ban
Y hoc, Ha Noi, trang 270 - 279.

Joya Donnelly (2008). Patient Outreach Guide for Hemophilia and Other
Bleeding Disorders. World Federation of Hemophilia.

World Federation of Hemophilia (2015). Report on the Annual Global
Survey 2014. World Federation of Hemophilia,, p. 19.

World Federation of Hemophilia (2014). Report on the Annual Global
Survey 2013, p. 8.

G. Hernandez (2010). Strategies for indentification. Haemophilia,
16(Suppl. 4), p. 9.

R.C. Gaitan Fitch (2010). Patient outreach: catch them early: Mexican
experience. Haemophilia, 16 (Suppl. 4), p. 9.

C. K. Kasper and J. C. Lin (2010). How many carriers are there?
Haemophilia, 16, p. 840-842.



56.

57.

58.

59.

60.

61.

62.

63.

64.

Shristi Shetty, Kanjaksha Ghosh, Amarnath Bhide et al. (2001). Carrier
detection and prenatal diagnosis in haemophilia families. The National
medical journal of India, 14(2), p. 81 - 83.

M. Singh and H. Kaur (2002). Assessment of the carrier status by
pedigree analysis in some families from India. Haemophilia, 8,
p. 680-684.

Cung Thi Ty va cong sy (1997). Tinh hinh bénh Hemophilia & mot sé dia
phuong mién bac Viét Nam. Pé tai nghién cizu cdp bé da nghiém thu.
Novo Nordisk Haemophilia Foundation (2012). Completed projects,
NNHF Activity report 2011/2012: Together delivering life - changing
action, Novo Nordisk Haemophilia Foundation, Switzeland, 50.

Novo Nordisk Haemophilia Foundation (2012). Over coming distance
and connecting people, NNHF Activity report 2011/2012: Together
delivering life - changing action, Novo Nordisk Haemophilia Foundation,
Switzeland, p22.

Nguyén Anh Tri, Nguyén Thi Mai, Nguyén Thi Nit (2011). Thyc trang
cong tac cham soc hemophilia tai Viét Nam va dinh huéng phat trién
trong thoi gian téi. Tap chi Y hoc Viét Nam, 381, tr. 146-152.

Pham Quang Vinh, Nguyén Thi Mai, Nguyén Minh Phuong (2007). Ung
dung phuong phap PCR-RFLP vai vi tri cat cia enzym Bcll chan doan
nguoi mang gen bénh trong gia dinh bénh nhan hemophilia A tai Viét
Nam. Tgp chi Nghién cuzu khoa hoc, 50, tr. 1-7.

Nguyén Thi Mai, Nguyén Anh Tri, Pham Quang Vinh va cong su (2010).
Nghién cau kha niang xac dinh nguoi mang gen bénh hemophilia A bang
phan tich mot s6 yéu té dong mau. Y hoc Viét Nam, 373, trang 244-252.
Nguyén Thi Mai, Vii Thi Bich Huong, Nguyén Thi Nit va cong su.
(2014). Nghién ctu tan suat dao doan intron 22, dao doan intron 1 gen



65.

66.

67.

68.

69.

70.

71.

72,

yéu té VIII va tinh trang c6 chat tc ché yéu té VIII ¢ bénh nhan
hemophilia A mac @6 nang. Tap chi Y hoc Viét Nam, 423, tr. 219-224.
Luu Vii Diing, Tran Huy Thinh, Ta Thanh Vian va cong su (2014). Phat
hién dot bién gen F8 gy bénh hemophilia A. Nghién cizu Y hoc, Phu
trwong s6 9(5), p. 13-18.

Bui Thi Thu Huong (2014). Nghién curu xdc dinh nguroi lanh mang gen va
1ng dung chdn dodn triéc sinh bénh hemophilia A, Luan vin tién si, Dai
hoc Y Ha Noi, Ha Noi.

Kenneth D. Friedman and George M. Rodgers (2014). Inherited
Coagulation disorders, Wintrobe’s Clinical Hematology, 13" edition,
Vol. 2, Lippincot Williams and Wilkins, p.1143 - 1185

F. Rodeghiero, A. Tosetto, T. Abshire et al. (2010). ISTH/SSC bleeding
assessment tool: a standardized questionnaire and a proposal for a new
bleeding score for inherited bleeding disorders. Journal of Thrombosis
and Haemostasis, 8(9), p. 2063-2065.

P4 Trung Phan (2006). K7 thudt xét nghiém Huyét hoc va Truyén mau
g dung trong 1am sang, Nha xuat ban Y hoc.

Steve Kitchen, Angus McCraw and Marion Echenagucia (2010).
Diagnosis of Hemophilia and Other Bleeding Disorders, 2, World
Federation of Hemophilia.

M. Greinera, D. Pfeiffer and R.D. Smith (2000). Principles and practical
application of the receiver-operating characteristic analysis for diagnostic
tests. Preventive Veterinary Medicine 45, p. 23-41.

Jane V. Carter, Jianmin Pan, Shesh N. Rai et al. (2016). ROC-ing along:
Evaluation and interpretation of receiver operating characteristic curves.
Surgery, 159, p. 1638-45.



73.

74,

75.

76.

77.

78.

79.

Nguyén Vian Tuan (2010). Dién giai nghién ctu tién lugng ROC

(Receiver Operating Characteristic), tai http://timmachhoc.vn/y-hoc-thuc-

chung/240-din-gii-nghien-cu-tien-Ing-roc-receiver-operating-

characteristic.ntml, Hoi Tim mach thanh phé H6 Chi Minh, truy cap
23/5/2017.
Nadja Bogdanova, Arseni Markoff, Hartmut Pollmann et al. (2005).

Spectrum of Molecular Defects and MutationDetection Rate in Patients
With Severe Hemophilia A. HUm Mutat, 26(3), p. 249 - 254.
Nguyén Anh Tri, Nguyén Thi Mai, Nguyén Thi Nit va cong sy (2006).
Dic diém 1am sang va dich t& bénh nhan Hemophilia tai Vién Huyét hoc
— Truyén mau Trung wong nam 2005. Y hoc thyc hanh, 545, p. 57-61.
Mai Nguyen Thi, Nguyen Anh Tri, Bach Quoc Khanh (2016).
Hemophilia care in National Institute of Hematology and Blood
transfusion, Hanoi, Vietnam. Haemophilia, 22(Suppl. 4), p. 54.
Yan ZY, Liang Y, Yan M et al. (2008). Frequency of intron 1 inversion of
factor VIII gene in Chinese hemophilia A patients with case report of a
female patient with heterozygous intron linversion. Zhonghua Yi Xue Za
Zhi, 2008 Oct 1;88(38):2672-4
A. M. Cumming - on behalf of the UK Hemophilia Centre Doctor’
Organisation (UKHCDO) and Hemophilia genetic laboratory network
(2004). The factor VIII gene intron 1 inversion mutation: prevalence in
severe hemophilia A in UK. Journal of Thrombosis and Hemostasis, 2(1),
p. 205 - 2006.

Johanna Milena Mantilla-Capacho, Claudia Patricia Beltrdn-Miranda,
Hilda Luna-Zaizar et al. (2007). Frequency of intron 1 and 22 inversions
of factor VIII gene in Mexican patients with severe hemophilia A.

American Journal of Hematology, 82(4), p. 283-287.


http://timmachhoc.vn/y-hoc-thuc-chung/240-din-gii-nghien-cu-tien-lng-roc-receiver-operating-characteristic.html
http://timmachhoc.vn/y-hoc-thuc-chung/240-din-gii-nghien-cu-tien-lng-roc-receiver-operating-characteristic.html
http://timmachhoc.vn/y-hoc-thuc-chung/240-din-gii-nghien-cu-tien-lng-roc-receiver-operating-characteristic.html

80

81.

82.

83.

84.

85.

86.

87.

A. Goodeve (2008). Molecular genetic testing of hemophilia A. Semin Thromb
Hemost, 34(6), p. 491-501.

M. Margaglione, G. Castaman, M. Morfini et al. (2008). The Italian AICE-
Genetics hemophilia A database: results and correlation with clinical
phenotype. Haematologica, 93(5), p. 722-8.

Mai Nguyen Thi, Nguyen Van Khanh, Luu Thi Ha et al. (2016). Research
on characteristics and causes of death in hemophilia patients managed in
National Institute of Hematology and Blood transfusion. Haemophilia,
22(Suppl. 4), p. 93.

Tran Thi Phuong Tuay, Nguyén Ngoc Minh, Nguyén Vian Tranh va cong
su. (2007). Tim hiéu tinh chat gia dinh ctia bénh nhan hemophilia diéu tri
tai bénh vién Trung wong Hué. Nghién cizu Y hoc, 4(51), p. 20-25.
Krasaesub S and Chuansumrit A. (2001). Survival analysis of patients
with haemophilia in a treatment centre in Thailand. Thromb Haemost, 87
(suppl): 1095.

Ampaiwan  Chuansumrit, Chularatana Mahasandana, Yingyong
Chinthammitr et al. (2004). National survey of patient with hemophilia
and other congenital bleeding disorders in Thailand. Southeast Asian J
Trop Med Public Health, 35(2), p. 445-449.

B.L.Evatt and L. Robillard (2000). Establishing haemophilia care in
developing countries: using data to overcome the barrier of pessismism.
Haemophilia, 6, p. 131 — 134,

I. Varekamp, Th.P.B.M. Suurmeijer, A.H.J.T. Brocker-Vriends et al.
(1990). Carrier Testing and Prenatal Diagnosis for Hemophilia:
Experiences and Attitudes of 549 Potential and Obligate Carriers.
American Journal of Medical Genetics 37, p. 147-154.



88

89.

90.

91.

92.

93.

94.

95.

96.

P. Fleming, L. Percy and J. Ehrhardt (2006). Outreach to obligate and
potential carriers of hemophilia A and B. Haemophilia, 12(Suppl.2), p. 12.
U. Tedgaerd and R. Ljung and T.F.Mcneil (1999). Reproductive choices of
haemophilia carriers. British Journal of Haematology, 106, p. 421 - 426.

C. Ay, K. Thom, F. Abu-Hamdeh et al. (2010). Determinants of factor
VIl plasma levels in carriers of haemophilia A and in control women.
Haemophilia, 16(1), p. 111-7.

Veerle Labarque, Vanithaperinparajah, Vanessa Bouskill et al. (2016).
The Factor VIII to von Willebrand Factor antigen (FVIII/VWEF:Ag) ratio
could be helpful in identifying carriers of hemophilia A. Haemophilia,
22(Suppl. 4), p. 16.

S. Shetty, K. Ghosh, A. Pathare et al. (1999). Carrier detection in
haemophilia A families: comparison of conventional coagulation
parameters with DNA polymorphism analysis - frst report from India, 5,
p. 243-246.

M Singh and P. Singh (2006). Carrier assessment of hemophilia A and B
by pedigree analysis and DNA polymorphism of Bcll/intron 18 and
Xmnl/intron 3. Haemophilia, 12(Suppl. 2).

M Pecorara, L Casarino, PG Mori et al. (1987). Hemophilia A: carrier
detection and prenatal diagnosis by DNA analysis. Blood, 70(2), p. 531-535.
R. P. Ahmed, P. K. Gupta, M. Kannan et al. (2004). Hemophilia A: role
of FVIIIC/VWF Ag in assisting linkage analysis for carrier detection. Clin
Appl Thromb Hemost, 10(2), p. 127-31.

Vii Thi Minh Chau (2001). Nghién ciu déic diém 1am sang cia bénh nhan
hemophilia A gdp & vién Huyét hoc — Truyén mau, Luan vin tot nghiép

chuyén khoa II, Truong dai hoc Y Ha Noi.



97.

98.

99.

100

101.

102.

103.

104.

105.

C. Jousselme, V. Demigue, A. Rafowicz et al. (2010). Age at diagnosis
of hemophilia: update from the French registry ‘‘FranceCoag Network’’.
Haemophilia, 16(Suppl.4), p. 22.

P. de Moerloose, J. F. Schved and D. Nugent (2016). Rare coagulation
disorders: fibrinogen, factor VII and factor XII1. Haemophilia, 22, p. 61-65.
A. Girolami, R. Venturelli, G. Cella et al. (1976). Combined hereditary
deficiency of factors VII and VIII: a distinct coagulation disorder due to
the 'lack’ of an autosomal gene controlling factor VII and VIII activation?
Acta Haematol, 55(3), p. 181-91.

. A. Girolami, R. Dal Bo Zanon, F. Fabris et al. (1977). Combined factor

VII and factor VIII deficiency due to a casual association of
heterozygosis for factor VII deficiency and hemophilia A. Acta
Haematol, 58(4), p. 246-54.

A. Girolami, E. Ruzzon, F. Tezza et al. (2007). Congenital combined
defects of factor VII: a critical review. Acta Haematol, 117(1), p. 51-6.

S. J. Machin and B. R. Miller (1980). Congenital combined factor VII
and factor VIII deficiency. Acta Haematol, 63(3), p. 167-9.

Marilyn Manco - Johnson, Roshni Kulkarni, Brandi Dupervi et al. (2016).
Joint Outcomes in United States (US) Hemophilia Patients: a report of the
Community Counts Registry. Haemophilia, 22(Suppl. 4), p. 26.

Tran Thi Phuong Tay, Nguyén Van Tranh, Nguyén Vin Bong va cong
su. (2009). Tim hiéu dic diém co xuong khdp & bénh nhan hemophilia
diéu tri tai trung tdm Huyét hoc Truyén mau. Y hoc Viét Nam, 2/2009, p.
108 — 114.

Soon Ki Kim, HWI Joong Yoon, Sang Kyu Park et al. (2016). Korea
Hemophilia Foundation registry trends 1991-2014: Patient registry,
demographics, health services utilization. Haemophilia, 22(Suppl. 4), p. 26.



106.

107.

108.

109.

110.

111.

112.

113.

114.

Nguyén Thi Ni, Cung Thi Ty, Hoang Thao Nguyén (1994). Nhdn xét vé
gia tri cua mét sé xét nghiém danh gid dwong déng mdau néi sinh trong
chdan dodn va theo déi diéu tri bénh hemophilia, Cong trinh nghién ctu
khoa hoc Hoi nghi khoa hoc nganh Huyét hoc - Truyén mau Viét Nam,
Nha xuét ban Y hoc.

Tran Thi Van Ha (2011). Nghién ciu su thay doi mét sé xét nghiém dong
cam mau trén bénh nhan hemophilia tai vién Huyét hoc — Truyén mau
TW, Luan van bac si chuyén khoa II, Truong Pai hoc Y Ha Noi.

MD Bruce Evatt (2005). “World Federation of Hemophilia Guide to
Developing a National Patient Registtry”. World Federation of
Hemophilia,, p. 1.

Kathy Mulder (2006). Exercises for People with Hemophilia, World
Federation of Hemophilia.

Harold R.Roberts, Miguel Escobar and Gilbert C White Il (2006).
Hemophilia A and Hemophilia B, Williams Hematology, Vol. 7th,
Mcgraw— Hill Medical publishing Division.

Allison Paroskie, Olatunde Ooso, Benjamin Almassi et al. (2012).
Discordance in Provider Practice Patterns and Hemophilia A Carrier
Health Care Preferences. Blood, 120(21), p. 3385.

A. Olsson, R. Ljung, M. Hellgren et al. (2016). Phenotype and
genotype comparisons in carriers of haemophilia A. Haemophilia,
22(3), p. €235-e237.

S. Shetty, K. Ghosh, S. Parekh et al. (2001). Combined factor VIII and
IX deficiency in a family. Clin.Lab Haematol., 23(3), p. 201-204.

I. Plug, E. P. Mauser-Bunschoten, A. H. Brocker-Vriends et al. (2006).
Bleeding in carriers of hemophilia. Blood, 108(1), p. 52-6.



115

116.

117.

118.

119.

120.

121.

122.

123.

. A. Paroskie, O. Oso, B. Almassi et al. (2014). Both hemophilia health
care providers and hemophilia a carriers report that carriers have
excessive bleeding. J Pediatr Hematol Oncol, 36(4), p. €224-30.

W. Miesbach, S. Alesci, C. Geisen et al. (2011). Association between
phenotype and genotype in carriers of haemophilia A. Haemophilia, 17,
p. 246 - 251.

A. Paroskie, D. Gailani, M. R. DeBaun et al. (2015). A cross-sectional
study of bleeding phenotype in haemophilia A carriers. Br J Haematol,
170(2), p. 223-8.

C. A Lee, C. Chi, S. R. Pavord et al. (2006). The obstetric and
gynaecological management of women with inherited bleeding disorders--
review with guidelines produced by a taskforce of UK Haemophilia Centre
Doctors' Organization. Haemophilia, 12(4), p. 301-36.

F. Y. Hug and R. A. Kadir (2011). Management of pregnancy, labour
and delivery in women with inherited bleeding disorders. Haemophilia,
17 Suppl 1, p. 20-30.

O. Lavee and G. Kidson-Gerber (2016). Update on inherited disorders of
haemostasis and pregnancy. Obstet Med, 9(2), p. 64-72.

R. F. Sidonio, F. D. Mili, T. Li et al. (2014). Females with FVIII and
FIX deficiency have reduced joint range of motion. Am J Hematol,
89(8), p. 831-6.

L. Gilbert, L. Rollins, M. Hilmes et al. (2014). Haemophilia A carriers
demonstrate pathological and radiological evidence of structural joint
changes. Haemophilia, 20(6), p. e426-9.

Becki Berkowitz, Amber Federizo, Garrett E. Bergman et al. (2015).
Large Cohort of Symptomatic Female Carriers of Hemophilia in an
Extended Native American Family. Blood, 126(23), p. 4700-4700.



124.

125.

126.

127.

128.

129.

130.

131.

132.

Proctor RR and Rapaport SI (2001). The partial thromboplastin time
with kaolin: a simple screening test for first stage clotting factor
deficiencies. AJ ClinPathol, 36, p. 212-219.

John B.Graham, Connie H. Miller, Howard M. Reisner et al. (1976).
The phenotypic range of Hemophilia A carriers. Am J Hum Genet 28,
p. 482 — 488.

Ana Rebeca Jaloma-Cruz et al (2012). Genotype-Phenotype Interaction
Analyses in Hemophilia at Available from:
http://www.intechopen.com/books/hemophilia/genotype-phenotype-
interaction-analyses-in-hemophilia, truy cap 24/5/2017.

Morange PE, Tregouet DA, Frere C et al. (2005). Biological and genetic
factors influencing plasma factor VIII levels in a healthy family
population: results from the Stanislas cohort. Br J Haematol, 128 (1), p.
91-99.

E. Funding, K. Christiansen and L. H. Poulsen (2015). Factor levels in
carriers of haemophilia are associated with familial severity: a Danish
single centre study. Haemophilia, 21, p. e411 - e455.

Duong B4 Truc, Nguyén Anh Tri, Nguyén Thi Mai va cong sy (2011).
Huwéng ddn qudn 17 va diéu tri bénh hemophilia, Nha xuat ban Y hoc,
Ha Noi.

L. Gilbert, A. Paroskie, D. Gailani et al. (2015). Haemophilia A carriers
experience reduced health-related quality of life. Haemophilia, 21(6), p.
761-5.

Steve Keeney, Mike Mitchell and Anne Goodeve (2010). Practice
Guidelines for the Molecular Diagnosis of Haemophilia A. United
Kingdom Haemophilia Centre Doctor'Organisation, cha bién, Clinical
Molecular Genetics Society.

Azza A. G. Tantawy (2010). Molecular genetics of hemophilia A:
Clinical perspectives. Egyptian Journal of Medical Human Genetics,
11(2), p. 105-114,


http://www.intechopen.com/books/hemophilia/genotype-phenotype-interaction-analyses-in-hemophilia
http://www.intechopen.com/books/hemophilia/genotype-phenotype-interaction-analyses-in-hemophilia

PHU LUC
PHU LUC 1
MOT SO SO PO PHA HE CUA BENH NHAN HEMOPHILIA
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So do 6.1 Pha hé gia dinh bénh nhan Tran Tién P. (s6 18)
Nhdgn xét:

- Gia dinh bénh nhan Tran Tién B, hemophilia A mic d6 nang cd duy
nhat bénh nhan bi bénh. Pay 13 mot trudng hop don phat. Phan tich pha hé
gom 4 doi ching t6i nhan thay cac thanh vién 1:2, 11:4, 11:5, 111:2, 1V:1 va
IV:3 1a ngudi c6 kha ning mang gen do c6 quan hé huyét thong bén me voi
bénh nhan..

- Phan tich di truyén cho thay bénh nhan B. c6 dao doan intron 22 14 mét

dot bién hay gap trén gen yéu té VIII.



- Ap dung dinh lugng yéu té VIIL, vWF:Ag va phan tich dao doan intron
22 cho cac thanh vién 11:4, 111:2, 1V:1 la me, ba ngoali, chi gai bénh nhan,
nhitng ngudi ¢ kha niang mang gen, két qua nhu sau:

Badng 6.1. Két qud chan dodn tinh trang mang gen ciia mét sé thanh vién nir

gia dinh s6 18
' Ti so Pao doan Tinh trang
Thanh vién .
VIIIVWEF: Ag intron 22 mang gen
Me (111:2) 0,26 Co Co
Ba ngoai (I:4) 0,25 Cé Co
Chi gai (IV:1) 0,98 Khbéng Khéng

Nhu vay két qua phan tich yéu té6 dong mau va phan tich di truyén cho
két qua twong dong la me va ba ngoai bénh nhan c6 mang gen, chi gai bénh

nhan khong mang gen.

(23) Pham Ngoc Thang

! ©

I TEREREY
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So d6 6.2. Phd hé gia dinh bénh nhin Pham Ngoc T. (s6 23)

Nhdn xét:
- Bénh nh&n Pham Ngoc T., hemophilia A mtrc d nang c6 dao doan

intron 22. Phan tich pha hé va sang loc bang bo cau hoi phat hién gia dinh



bénh nhan ¢ 1 anh ho con bac gai (111:2) va 3 cau (11:1, 11:2, 11:8) c6 biéu
hién chay mau bt thuong, trong d6 ca 3 cau da chét vi chay méau. Anh ho
bénh nhan (111:2) dugc 1am xét nghiém, két qua bi bénh.

- Me bénh nhan 11:6 va bac bénh nhan II:4 1a ngudi chac chan mang gen
do c6 1 con va 1 chau bi hemophilia.

- Ba ngoai bénh nhan 1a I:2 1a nguoi chic chin mang gen do c6 3 con bj
hemophilia.

- Di bénh nhan 11:7, chi ho bénh nhan Il1:1 va em gai bénh nhan Il1:4 la
nguoi ¢6 kha ning mang gen. Phan tich yéu t6 dong mau va phan tich di
truyén cho két qua nhu sau: Chi ho va em bénh nhan khéng mang gen con di
mang gen.

Bdng 6.2. Két qud chdn dodn tinh trang mang gen ciia mét sé thanh vién nit

gia dinh s6 23
Thanh vién Tiso Dao doan Tinh trang
VIIIWVWF: Ag intron 22 mang gen
Di (I1:7) 0,47 Co Co
Chi ho (111:1) 0,81 Khong Khong
Em gai (lll:4) 1,14 Khéng Khéng




So d6 6.3. Phd hé bénh nhdn Nguyén Péng D. (s6 98)




Nhdan xét:

- Bénh nhan Nguyén Ping D. (IV:6) 1a bénh nhan hemophilia mirc do
nang, duoc xac dinh c6 dot bién mat 1 nucleotid A trén exon sé 14 (c.2945
del A) gay thay thé acid amin Asparagine thanh Lysin tai vi tri codon 963 lam
Iéch khung dich ma toan bo cac acid amin con lai (p.Asn963Lys).

- Gia dinh bénh nhéan D. c6 6 thanh vién nam giai la 115, 11:12, 11135,
IV:10, IV:11, 1V:12 c6 bét thuong chay mau trong d6 II:5 va III:5 di ta vong.
Xét nghiém cho 4 thanh vién con sdng xac dinh ca 4 déu bi bénh.

- Céc thanh vién nix 1:2, 11:2, 11:8, 111:7, 111:18, 111:22, 111:30, 111:31 chac
chian mang gen bénh do:

+1:2, 111:22: C6 2 con bi bénh.

+ 111:18, 111:30, 111:31: C6 b6 bi hemophilia.

+ 11:2, H1:7, 111:9: C6 1 con bi bénh va trong gia dinh c6 thanh vién
khac bi bénh.

- Thanh vién II:8 13 ngudi c6 kha nang mang gen, chong la 11:7 khong bi
bénh lai c6 con 1a 111:22 mang gen bénh, vi vay 11:8 1a ngudi chac chian mang
gen, da truyén gen bénh tir me cho con gai roi cho chau trai (1V:11 va 1V:12).

- Cac thanh vién ntx 11:4, 11:10, 114, 111:13, 111:24, 111:26, 111:28, 111:29,
IV:5,1V:7,1V:8, 1V:9, IV:13 la nguoi ¢ kha ndang mang gen do ¢6 thanh vién
bén ngoai bi hemophilia. Trong sé nay c6 2 ngudi II1:9 va IV:5 duoc phan
tich yéu t6 dong mau va phan tich di truyén, két qua 1a I1I:9 1a ngudi mang
gen (co dot bién, VIII/VWF:Ag = 0,54) va IV:6 khdng mang gen (khéng mang
dot bién, VIIIVWF:Ag = 1,06).
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So d6 6.4. Phd hé bénh nhdn Pé Bd Th. (s6 71)




Nhdgn xét:

- Bénh nhan D& B4 Th. (11:9) 14 bénh nhan muac do nhe, c6 biéu hién
chay mau lau cAm sau chan thuong va sau phau thuat. Phan tich pha hé phét
hién cac thanh vién nam gisi sau cd lién quan dén hemophilia: 11:1, 11;2, 11:3,
5, 18, 11:11, 1V:1, IV:4, 1IV:9, IV:13, IV:14, IV:15, IV:16, IV:18, IV:21,
IV:22 trong d6 c6 2 thanh vién 13 em trai (IL:11) va chéu trai (IV:15) c6 biéu
hién chay mau bat thuong. Vi biéu hién caa gia dinh twong ddi kin déo vi vay
ching ti quyét dinh cho tat ca nhitng nguoi nam gidi c6 lién quan trén 1am
xét nghiém, tuy nhién chi lay mau dugc 6 thanh vién, két qua co 2 nguoi co
biéu hién chay méau va 1 ngudi khdng biéu hién chay mau bi bénh; 3 nguoi
khong chay mau con lai khéng bi bénh. Ngudi khong co biéu hién chay mau
duogc chan doan lac 8 tudi, ¢ thé do tudi con nho, lai it bi va cham nén triéu
churng cua nguodi nay chua boc 19.

Bdng 6.3. Két qud chdn dodn tinh trang bi bénh ciia cdc thanh vién

gia dinh 56 71

Thanh vién Br':;uhl[:&‘(f:nﬁy diﬁﬁﬂﬂ%ﬂg?‘/l” Tinh trang bénh

1:11 co Co Bi bénh
IV:15 Co Co Bj banh
V:18 Khbéng Cé Bi bénh

IV:13, IV:14, IV:16 Khong Co Khong bi bénh

11:1, 11:2, 11:3, III:5,

||\|/|§i: :'\'/éll\'/vzll Khong Khong Chua khéng dinh
IV:22

- Céac thanh vién I:2, III:15, 1I1:17, 1I1:19, 1I1:21, III:25, 1I1:27 la nguoi
chac chan mang gen do c6 2 con bi bénh (1:2) va c6 b bi hemophilia (nhiing
ngudi con lai). Trong sé nay co thanh vién 111:21 ¢6 ndng d6 yéu té VIII 1a

34% vi vay con duoc chan doan 1a bénh nhan hemophilia A muc d6 nhe.



- Cac thanh vién 11:5, 11:8, 111:2, 11I:4, 111:7, 111:10, 1I:13, 1V:2, 1V:3,
IV:5, IV:6, IV:7, IV:8, IV:10, IV:11, IV:12, IV:20 1a ngudi ¢6 kha ning mang
gen do co thanh vién nam gidi trong gia dinh ho me bi bénh. Hai thanh vién
IV:17 va 11:19 c6 ti s6 VIIIVWF:Ag lan luot 12 0,52 va 0,51, vi vdy duogc

chan doan 1a ngudi mang gen hemophilia A.



PHU LUC 2

KET QUA PHAT HIEN BENH NHAN VA NGUO|I MANG
GEN HEMOPHILIA A DUA TREN PHAN TICH PHA HE

Bang 6.4. Két qua xdc dinh bénh nhan méi qua cdc buréc

hemophilia

Phan tich pha hé Bang cau | Dinh lwong yéu toé
hoi dong mau
S6 ngwei nghi ngd@/mac 869 347 147

Bang 6.5. Két qud xdc dinh tinh trang mang gen cia nguoi phu nit trong gia
dinh bénh nhan hemophilia A bang cdc phwong phép

Phan tich pha hé

Phan tich dét bién
gen F8

Phan tich di truyén

lien két

Ngwéi mang gen

hemophilia

329

30

8




A o

PHU LUC 3
MAU THU THAP THONG TIN XAY DUNG PHA HE (MAU 1)

Cac thanh vién trong gia dinh:

Hovaténchuhg:............... ................ Nam sinh: .............
Hovaténbénhnhan: .................................. Ma................
Piachi: ...
SO @in thOi: ...t

STT

Ho va tén

Gioi

Nam

sinh

Quan
hé véi
bénh

nhan

C6 biéu hién ciia bénh wa chay mau

(chay mau miii, chan rang, chay mdu lau

cam sau dirt tay, sung dau co khép, ddi

mau, di ngoai ra mau...)

Co

Khéng Con

song

Da tir vong

Nguyén | Tudi
nhan ti tho

vong




PHIEU PIEU TRA BENH NHAN VA NGUOI NHA BENH NHAN
HEMOPHILIA VE TINH TRANG CHAY MAU (MAU 2)

Hovatén: ...t Nam sinh: ........... Gio1: ...
DA Chi: oo
SO GIEN thOL: .. et
Ho va tén bénh nhan géc: .................................... Ma so............
Quan hé vo1 bénh nhan géc .......................................................

Xin anh( chi) vui long tra 161 cac cau hoi sau:

Anh( chi) c6 biéu hién sau khong?

1. DPau khop:

Khong: [ Co: [

Néu cé:

O QAU oo e Thoi diém xuat hién:........oooveeeeiieiann,
C6 tai di tai lai khong?: .... D di kham ¢ co sd'y té bao gio chua?..... ......
Néu ¢, di duogc chan doan va diéu tri Gl

2. Swng co:

Khong: [ Co: [

Néu c6:

O GAU: oo Thoi diém xuat hién:...........ccccceee,

Sélanbi............ Di di kham ¢ co sd'y té bao gio chwa?:..................

Chan doan khi Kham: .............coooiiiiiiii e
3. Chay mau chan rang:

Khéng: [ Co: [ SO IAN DIt e,

Sau bao lau thi cam?............... Co6 phai xtr tri gi khong.......................

4. Chay mau miii:
Khéng: [ Co: [ SO IAN Bieeeveeiei i,

Sau bao JAU thi CAML. ..o



5. Chay mau kéo dai sau nhd ring (trén 30 phat) hodic sau khi phiu

thuat:

Khong: [ Co: [

Phau thuat gi?:............... Sau bao 1au thi cAm: ...........o.oeeiieeiiieeeii,
Cophdi xtr 1y gl KhOng: .. ..o
6. Chay mau khoé cAm sau dirt tay hodic vét thwong khac:

Khong: [ Co: O

Odau: oo Sau bao 1au thi cAm: ...............cocoeeviieiiii,
CO phai XU tri @1 KNONE 7.t e eaeenns
7. Bam tim dwéi da (tw nhién hoic sau va cham nhe):

Khong: [ Co: [

Odau: ..ooovvenn... Kich thuée............ Thoi diém xuat hién:...................
Sélanbi: ......... Pa di khdm ¢ co sd y té bao gio chwa?:..........c.coeevvnnii,
Chan doan Khi KhAm: ...,

8. Dai ra mau:

Khong: [ Cé: [ S61an bi: ....oeeennee.n.

C6 phat hién bénh 1y vé tiét niéu chua?

Khong: [ Co: [ Bénh phathién: ..................... ..
9. Di ngoai ra mau hoic phan den:

Khong: [ Co: [ SO IAN DIt o,
C6 phat hién bénh 1y vé da day - rudt chwa?

Khong: [ Co: [ Bénh phathién: .....................
10. Rong kinh (hon 7 ngay) hoic ra mau Am dao qua nhiéu:

Khong: [ Cé: [

Co hay bi khong?.......... Bao lau phai thay bang vé sinh/lan......................



11. Chay mau kéo dai sau dé:

Khong: [1  Cé: [ Thot gian chdy méu bao lau...... S6 lan bi: .......
Cophdicanthi€p gi khong. ...
12. Chay mau vi tri khac:

Xin tran trgng cam on!

NGAY GHBU AL .ot

NEUOT AICU tTa: ..ttt e e e e e

Danh cho nhan vién v té:

- Chi dinh xét nghiém:

Tong phan tich t& bao mau ngoai vi: [J

PT: ]
APTT [J
TT ]

Fibrinnogen [

Khang dong noi sinh [

Dinh luong yéu t6 VII/IX: [
Céc xét nghiém khac: [



PHU LUC 4: DANH SACH POI TUQNG NGHIEN CUU

DANH SACH BENH NHAN GOC

Pha ; Nim

hé 56 Ma so Ho va tén sinh Dia chi
1 07006617 | Pham Viét Th. 1959 | Nam Pinh
2 06000730 | Tran Vin H. 1984 | Hung Yén
3 11006212 | Tran Pinh Q. 2005 Phu Tho
4 09005503 | Nguyén Minh Q. 2008 Ha Noi
5 10004708 | Pao Minh b. 2007 Ha Noi
6 08000650 | Luc Sam P. 1983 Lang Son
7 06001344 | DS Trong D. 1985 Phu Tho
8 06001268 | L& Cong H. 1979 Phu Tho
9 07002860 | P6 Quang D. 2007 | Thanh Hoa
10 | 12005645 | Nguyén Van N. 2004 | Théi Nguyén
11 | 06002056 |Nguyén Vin H. 1968 Ha Noi
12 | 06001449 | Nguyén Xuan S. 1988 | Bic Ninh
13 | 10001219 | Mai Vin H. 1991 | Nam Pinh
14 | 08001560 |Nguyén Xuan Tr. 1979 Ha Noi
15 | 14002132 |Kiéu Dinh D. 1972 Ha Noi
16 | 07000122 |Pham Hiru B. 1990 | Thanh Hoéa
17 12015064 | Truong Cong T. 1999 Ngh¢ An
18 | 15013691 | Tran Tién D. 2012 Bic Ninh
19 | 07006012 |Pham Quéc Tr. 2000 | Hai Phong
20 0600746 | Nguyén Gia N. 1993 Ha Noi
21 12010902 | Nguyén Duy A. 2011 Ha Noi
22 06000777 | Nguyén Duy C. 1987 Hung Yén




Pha , Nam

hé 56 Ma so Ho va tén sinh DPia chi
23 06001191 | Pham Ngoc Th. 1997 Ninh Binh
24 06001851 | Than Van H. 1987 Bic Giang
25 | 06003284 | Nguyén Trung D. 1981 Ha Nam
26 07005970 | Nguyén Quang M. 2002 Ha Noi
27 13006969 | Nguyén Thé B. 2010 Ha No6i
28 | 12012796 |Phan Vin T. 1988 | Bic Giang
29 11000176 | Hoang Van b. 2006 Ha No6i
30 10005838 | Nguyén Xuan H. 2000 Ha Noi
31 07006314 | Trinh Van H. 1983 Hung Yén
32 07010007 | Pham Hoang N. 1991 Lao Cai
33 09002970 | Nguyén Ngoc S. 1992 Hai Duong
34 06003866 | Pham Van T. 1991 Ha Nam
35 06002609 | Ngb Van K. 1950 Ha No6i
36 06001578 | Pham Khanh H. 1974 Yén Bai
37 08075085 | Nguyén Kién Q. 2002 Hung Yén
38 07008823 | Mach Tho N. 1976 Thanh Héa
39 13001768 | Than Van T. 1995 Vinh Phuc
40 13014358 | Bui bang T. 2008 Vinh Phuc
41 08001952 | Nguyén Kha Trong A. | 2003 Théi Binh
42 09001792 | binh Van Th. 1993 Théi Binh
43 09005596 | Nguyén Quang Th. 2002 Hung Yén
44 06006642 | Hoang Minh D. 1991 Hung Yén
45 09004066 | Lé Hoai N. 1985 Phu Tho
46 07000695 | Lé buc S. 1959 Ha Noi




Pha } Nim

hé 56 Ma so Ho va tén sinh DPia chi
47 06002525 | Ta Cong M. 1997 | Tuyén Quang
48 | 06004982 | Nguyén Vin D. 1958 Ha Noi
49 06001033 | Nguyén Vin Kh. 1984 Hung Yén
50 | 12005521 | Pham Phu A. 1996 | Bic Giang
51 | 07000225 |Lé Gia L. 2007 Ha Noi
52 | 12009151 |Nguyén Thanh N. 2011 Ha Noi
53 | 07006520 |Hoang Vin H. 1991 Ha Noi
54 | 14000366 | Hoang Quoc V. 2012 | Bac Giang
55 | 14034423 | Luu Thé Q. 2013 | Bac Giang
56 | 12001857 |Nguyén Cu Th. 1954 Ha Noi
57 08001098 | Hoang Binh Th. 1986 Ha Noi
58 | 15009748 | Nguyén Vian Hiru Kh. | 2009 Ha Tinh
59 | 11003027 | Bui Quang Kh. 1996 | Hai Duong
60 | 06065454 |Pham Van b. 1978 | Thai Binh
61 | 06003446 | Trinh Quang B. 1971 | Bac Giang
62 10008140 | Nguyén Danh T. 1995 Bic Giang
63 | 06000459 |Pham Hoang M. 1988 Ha Noi
64 10000678 | Nguyén Dinh b. 2001 Nghé An
65 | 12010123 | Nguyén Ha A. 1999 | Thanh Hoba
66 07006814 | Nguyén Trung H. 1989 Vinh Phiic
67 | 13013999 |Pham Phi Mi. 2012 Ha Noi
68 | 06004735 | Tran Thanh T. 1994 Ha Noi
69 | 10009161 |Can VinD. 1996 Ha Noi
70 | 12001302 | Nguyén Hitu Tuan A. | 2006 | Hung Yén




Pha , Nam

hé 56 Ma so Ho va tén sinh DPia chi
71 11003947 | b6 Ba Th. 1958 Ha Noi
72 08000871 | Vo Ta Th. 1991 Ha Tinh
73 07007290 | Luu Ngoc Ph. 1985 Thai Binh
74 14000577 | Tran Minh T. 2011 Nam Dinh
75 06002022 | Nguyén Ngoc L. 1987 Ha Noi
76 13009129 | Pham Nguyén Hai Tr. | 2012 Hai Phong
77 06002417 | Nguyén Nhu Th. 1980 Hung Yén
78 07005904 | Nguyén Bach Nh. 1956 Hung Yén
79 | 14037092 | Nguy Thé Tuan Th. 2013 Biac Ninh
80 09001827 | Phung Danh S. 1978 Ha No6i
81 06001197 | Vii Minh D. 2000 Hai Phong
82 | 07007956 |Ha bo Ch. 1950 | Nam Dinh
83 07006796 | Nguyén Puc G. 1987 Vinh Phuc
84 10008125 | Pbao VanT. 2007 Ha Nam
85 06005260 | Phan Ngoc Th. 1991 Hung Yén
86 06003917 | Lé Duy A. 1977 Thanh Hoéa
87 07005690 | Pham Binh Kh. 1999 | Thanh Hoa
88 06000288 | Mai Ngoc K. 1985 Ninh Binh
89 | 07006378 | Tran Lé Ph. 1982 | Vinh Phuc
90 07007354 | Tran Cong C. 1988 | Quang Ninh
91 | 09005158 | Nguyén Vian Ch. 1987 | Bic Giang
92 12014680 | Truong Phu Kh. 2011 Ha Noi
93 11005806 | Nguyén Hoang Ph. 2010 Ha Noi
94 14007538 | Lam Quang Kh. 2011 Ha Noi




Pha , Nam

hé 56 Ma so Ho va tén sinh DPia chi
95 10001865 | Nguyén Quang Th. 2007 Hung Yén
96 6001530 | Binh Buc Th. 1982 Ha Noi
97 9001807 | Chu Tri¢u C. 1956 Ha No6i
98 13020644 | Nguyén Ding D. 2008 Bic Giang
99 11006316 | binh Cong B. 1955 Ha Noi
100 7009817 | Nguyén Dirc T. 1950 | Thai Nguyén




DANH SACH BENH NHAN MOI PUQC PHAT HIEN

Pha
stt | he | Mash Ho Tén 1::: Chén dosn Dia chi
SO

1. 1| 12000802 | Trinh Lé Bao Q. 2010 | Hemophilia A | Nam Dinh
2. 2 | 13011443 | bang Hoang L. 2012 | Hemophilia A | Ha Noi
3. 4 | 11008542 | Hoang Khic D. 2002 | Hemophilia A | Nghé An
4, 5| 13017056 | Db Hai L. 2012 | Hemophilia A | Ha Noi
5. 5| 14036423 | Vii Binh A. 1940 | Hemophilia A | Ha Noi
6. 5| 14002150 | Vi Binh H. 1979 | Hemophilia A | Ha Noi
7. 6 | 07000801 | Db Hai N. 2005 | Hemophilia A | Lang Son
8. 6 | 1606987 | Nguyén Hoang B. 2015 | Hemophilia A | Lang Son
9. 7 | 07009450 | Nguyén Minh Q. 1999 | Hemophilia A | Phu Tho
10. 7 | 11006213 | Bui buc A. 2009 | Hemophilia A | Pha Tho
11. 8 | 06002986 | Lé buc B. 1998 | Hemophilia A | Phu Tho
12. 8 | 10008181 | Lé Van V. 2008 | Hemophilia A | Pha Tho
13. 10 | 12007061 | Phung B4 C. 2011 | Hemophilia A | Thai Nguyén
14. 11 | 09004432 | Nguyén Dric H. 2005 | Hemophilia A | Ha N6i
15. 12 | 11004509 | Nguyén Dinh V. 2010 | Hemophilia A | Béc Ninh
16.| 12| 12011490 | Nguyén Puc D. 2012 | Hemophilia A | Bac Ninh
17.| 1216036162 | Vii Piang Quoc A. 2013 | Hemophilia A | Bic Ninh
18. 13 | 101789 Mai Van Th. 1974 | Hemophilia A | Nam Dinh
19. 13 | 14033078 | Mai Thanh H. 1994 | Hemophilia A | Nam Dinh
20. 13 | 13002992 | Nguyén Minh D. 2011 | Hemophilia A | Nam Dinh
21. 13 | 13008920 | Binh Long Ch. 2012 | Hemophilia A | Nam Dinh
22. 14 | 13025149 | Bui Minh Th. 2009 | Hemophilia A | Ha Noi
23. 15 | 09002992 | Nguyén Dic T. 1990 | Hemophilia A | Ha Noi
24, 15| 15017301 | Lé Quang B. 2013 | Hemophilia A | Ha Noi
25. 16 | 08003795 | Hoang Van Ch. 1973 | Hemophilia A | Thanh Héa
26. 16 | 08001317 | Nguyén Vin Q. 1988 | Hemophilia A | Thanh Héa




stt | he | Mash Ho Tén 1:?:: Chén dosn Dia chi
SO

27. 16 | 15026201 | Nguyén Truong G. 2014 | Hemophilia A | Thanh Hoéa
28. 17 | 1211398 Dinh Hoang L. 1989 | Hemophilia A | Ngh¢ An
29. 17 | 15015486 | Dinh Van Tr. 1984 | Hemophilia A | Nghé An
30. 20 | 12016093 | Nguyén Quang Gia B. 2011 | Hemophilia A | Ha Noi
31.| 2210001054 | Nguyén Bién A. 1997 | Hemophilia A | Hung Yén
32. 22 | 13001280 | Duong Van L. 2012 | Hemophilia A | Hung Yén
33. 23 | 09002042 | Pham bang D. 2005 | Hemophilia A | Ninh Binh
34. 24 | 07006770 | Than Van H. 1990 | Hemophilia A | Bic Giang
35. 24 | 15025613 | Pinh Cong D. 2014 | Hemophilia A | Bac Giang
36. 26 | 07001919 | Nguyén Thai B. 2008 | Hemophilia A | Ha Noi
37. 27 | 15008659 | La buc H. 2014 | Hemophilia A | Ha Noi
38. 28 | 13022152 | Phan Van A. 2004 | Hemophilia A | Bac Giang
39. 29 | 1214973 Hoang Minh D. 2009 | Hemophilia A | Ha Noi
40. 29 | 13009666 | Khuat Vin D. 1980 | Hemophilia A | Ha Noi
41. 29 | 13018444 | Phung Van b. 1968 | Hemophilia A | Ha Noi
42. 29 | 15003722 | Phung Van b. 1973 | Hemophilia A | Ha N6i
43. 30 | 10005837 | Nguyén Duy P. 2006 | Hemophilia A | Ha Noi
44, 31 | 11001371 | Phung Van Linh Th. 2008 | Hemophilia A | Hung Yén
45, 32 | 10006077 | Pham Truong G. 2007 | Hemophilia A | Lao Cai
46. 32 | 10006152 | binh Hoang H. 2001 | Hemophilia A | Lao Cai
47. 32| 10005984 | b6 Chi Th. 1951 | Hemophilia A | Lao Cai
48.| 33[09003956 | Nguyén Huy P. 2001 | Hemophilia A | Hai Duong
49. 33 | 09004345 | Vuong Van P. 1994 | Hemophilia A | Hai Duong
50.| 3407001007 | Tran Qudc B. 2006 | Hemophilia A | Ha Nam
51. 35 | 09000060 | Ngb Van Ph. 1942 | Hemophilia A | Ha Noi
52. 35 Duong Trung H. 1987 | Hemophilia A | Ha Noi
53.| 35 Nguyén Quang V. 1970 | Hemophilia A | Ha Néi
54.| 35 Nguyén Ngoc T. 1992 | Hemophilia A | Ha Néi




stt | he | Mash Ho Tén 1:?:: Chén dosn Dia chi
SO
55.| 35 Tran Anh T. 1965 | Hemophilia A | Ha Noi
56. 35| 08005593 | Pham Phu C. 2003 | Hemophilia A | Ha Noi
57.| 3511018289 | Pham Tuan M. 2007 | Hemophilia A | Ha Noi
58. 35| 12009328 | bao Quy D. 2009 | Hemophilia A | Ha Noi
59. 36 | 11043088 | Hoang Anh T. 2010 | Hemophilia A | Yén Bai
60. 37 | 09000101 | Ngb Viét A. 2003 | Hemophilia A | Hung Yén
61. 38 | 09004720 | Vi Trong Ph. 1991 | Hemophilia A | Thanh Hoa
62. 38| 11002834 | Vi Trong T. 1994 | Hemophilia A | Thanh Héa
63. 38 | 10003969 | Nguyén Hoang A. 1993 | Hemophilia A | Thanh Héa
64. 39 | 13001767 | Lé Van L. 1999 | Hemophilia A | Vinh Phuc
65. 39 | 13001766 | Phung Van T. 2008 | Hemophilia A | Vinh Phuc
66. 39 | 14019320 | Nguyén Hai D. 2001 | Hemophilia A | Vinh Phuc
67. 39 | 1320381 | Vi Minh b. 2012 | Hemophilia A | Vinh Phuc
68. 41 | 09000222 | Nguyén Kha Nhat Kh. 2008 | Hemophilia A | Théi Binh
69. 42 | 10005168 | binh Van A. 1996 | Hemophilia A | Théi Binh
70. 43 | 11000134 | Nguyén Tung L. 1989 | Hemophilia A | Hung Yén
71. 44 | 11003725 | Nguyén Vin S. 1998 | Hemophilia A | Hung Yén
72. N Thiéu yéu t6
44 Nguyén Dinh Nh. 1985 , Hung Yén
VII bam sinh
73. Thiéu yéu t6
44 Nguyén Dinh Th. 1983 VIF két hop Hung Yén
yeu to VII
bam sinh
74. 44 | 10000750 | B6 Thanh Ph. 2008 | Hemophilia A | Hung Yén
75.| 45| 09003633 | Tran Tuéan A. 2002 | Hemophilia A | Phu Tho
76. 46 | 07000159 | Bui Gia H. 2008 | Hemophilia A | Ha Noi
77. 46 | 14031288 | Pham Uy V. 2011 | Hemophilia A | Ha Noi
78. 48 | 10003581 | Duong Gia B. 2009 | Hemophilia A | Ha Noi




Stt | he | Masb Ho Tén 1:?:: Chén doan Dia chi
SO
79.] 5012007501 | Lé Nhat A. 1992 | Hemophilia A | Bic Giang
80. Nguyen Truong Hoai
50 | 12007502 N.guy ) 2004 Hemophilia A | Bic Giang

81. 50 | 14011185 | Nguyén Truong Viét A. | 2013 | Hemophilia A | Bic Giang
82.| 5312001402 | Nguyén Tuan Tr. 2011 | Hemophilia A | Ha Noi
83.| 5613013256 | Hoang Nhat M. 2013 | Hemophilia A | Ha Noi
84.| 5707000596 | Hoanh Pinh T. 1989 | Hemophilia A | Ha Noi
85.| 5708004702 | Nguyén Ba Hoang T. 2006 | Hemophilia A | Ha Noi
86.| 60 | 14039004 | Lé Minh Q. 2012 | Hemophilia A | Théi Binh
87.| 6015028766 | Tran Bao N. 2013 | Hemophilia A | Théi Binh
88.| 6112000799 | Nguyén Tuan M. 2010 | Hemophilia A | Bac Giang
89.| 6211000579 | Nguyén Pang T 2000 | Hemophilia A | Bac Giang
90.| 6312012595 | Luu AnhK. 2011 | Hemophilia A | Ha Noi
91.| 6411002800 | Nguyén Binh Th. 1999 | Hemophilia A | Nghé An
92.| 64| 14007560 | Nguyén Pinh Th. 1989 | Hemophilia A | Nghé An
93. 64 | 15011076 | Bui Ngoc B. 2013 | Hemophilia A | Nghé An
94.| 6610003112 | Pham Quang H. 2001 | Hemophilia A | Vinh Phuc
95. 69 | 13024525 | bang Cao H. 2009 | Hemophilia A | Ha Noi
96.| 701401454 | Nguyén Hitu Tuan M. | 2011 | Hemophilia A | Hung Yén
97.] 7113022274 | P5BaM. 1963 | Hemophilia A | Ha Noi
98.| 7115026302 | Tran MinhD. 2002 | Hemophilia A | Ha Noi
99.| 7114011183 |LéPucA. 2007 | Hemophilia A | Ha Noi
100 72| 10001485 | Truong Viét H. 1994 | Hemophilia A | Ha Tinh
101 72| 13002059 | Nguyén Vin M. 2006 | Hemophilia A | Ha Tinh
102 72 Nguyén Viét Th. 2012 | Hemophilia A | Ha Tinh
103 73 Nguyén Vin Th. 1945 | Hemophilia A | Théi Binh
104| 73 Nguyén Ngoc Kh. 1947 | Hemophilia A | Théi Binh
105 73 Nguyén Vin H. 1949 | Hemophilia A | Théi Binh




stt | he | Mash Ho Tén 1:?:: Chén dosn Dia chi
SO

106 73 Nguyén Vin B. 1948 | Hemophilia A | Thai Binh
07| 73 Nguyén Vin Ch. 1959 | Hemophilia A | Théi Binh
108 73 Nguyén Xuan H. 1994 | Hemophilia A | Théi Binh
109 73| 10006809 | Nguyén Vin L. 1994 | Hemophilia A | Thai Binh
110] 731100969 | Nguyén Quang H. 1959 | Hemophilia A | Thai Binh
111 73 Lé Van Ng. 1984 | Hemophilia A | Théi Binh
112 73 Nguyén Ngoc T. 1998 | Hemophilia A | Thai Binh
113 73 Lé Van H. 1986 | Hemophilia A | Thai Binh
114 73 Lé Van Tr. 1992 | Hemophilia A | Théi Binh
115 73| 16033065 | Tran Bao N. 2005 | Hemophilia A | Théi Binh
116 7311005646 | Nguyén Duy Tién V. 2010 | Hemophilia A | Théi Binh
117 7516012893 | ViiBaL. 2007 | Hemophilia A | Ha Noi
118 77 | 15017143 | Nguyén Nhu Nhat M. | 2015 | Hemophilia B | Hung Yén
119 7813021957 | Lé Duy Tung D. 2012 | Hemophilia A | Hung Yén
120 80 | 07005972 | Nguyén Ptrc Kh. 2013 | Hemophilia A | Ha Noi
121] 8508002987 | Nguyén Vin B. 2000 | Hemophilia A | Hung Yén
122| 86 | 07007357 | Lé Duy D. 1987 | Hemophilia A | Thanh Hoa
123| 86 | 10000869 | Nguyén Quang Q. 2000 | Hemophilia A | Thanh Héa
124| 86| 11009993 | Mai Hong L. 2004 | Hemophilia A | Thanh Hoéa
125 8811009993 | Pham Ké H. 1951 | Hemophilia A | Ninh Binh
126/ 90 Nguyén Gia Bao H. 2005 | Hemophilia A | Quang Ninh
127 91 Nguyén Vin L. 1983 | Hemophilia A | Bac Giang
128 91 Hoang Vin D. 1992 | Hemophilia A | Bac Giang
129 91 Hoang Van L. 1986 | Hemophilia A | Bac Giang
130} 91 Nguyén Pinh S. 1973 | Hemophilia A | Bac Giang
131 91 Nguyén Vin T. 1928 | Hemophilia A | Bac Giang
132| 91| 13012549 | Nguyén Pinh X. 1966 | Hemophilia A | Bic Giang
133] 95| 16026342 | Nguyén Pt B. 2012 | Hemophilia A | Hung Yén




stt | he | Mash Ho Tén 1:?:: Chén dosn Dia chi
SO

134 95| 08005034 | Nguyén Tuan Ph. 2014 | Hemophilia A | Hung Yén
135/ 96 | 11002357 | Pinh Ngoc N. 1985 | Hemophilia A | Ha Noi
136/ 96 | 13019132 | Nguyén Viét L. 2004 | Hemophilia A | Ha Noi
137 96 | 12010036 | Hoang Anh T. 2013 | Hemophilia A | Ha Noi
138| 97 | 13020821 | Nguyén Dirc H. 2010 | Hemophilia A | Ha Noi
139| 98 | 13024216 | Nguyén Manh D. 2013 | Hemophilia A | Bac Giang
140 98| 13024572 | Nguyén Vin C. 1972 | Hemophilia A | Bac Giang
141] 99 | 10009336 | Nguyén Vin H. 1977 | Hemophilia A | Ha Noi
142| 99 | 10000048 | Chu Thanh B. 2003 | Hemophilia A | Ha Noi
143| 100 | 12001216 | Nguyén Dirc Th. 1952 | Hemophilia A | Thai Nguyén
144/ 100 | 10001022 | Nguyén Hai C. 1970 | Hemophilia A | Thai Nguyén
145| 100 | 11006997 | Pham Hong M. 1990 | Hemophilia A | Thai Nguyén
146/ 100 | 11006998 | D) Hai D. 2005 | Hemophilia A | Thai Nguyén
147/ 100 | 09000814 | Nguyén Thanh Tr. 2005 | Hemophilia A | Thai Nguyén




DANH SACH NGUOI MANG GEN PUQC PHAT HIEN
BANG PHAN TiCH PHA HE

Stt Ph:};hé Ho va tén Tubi Dia chi
1. 1 Pham Thi Th. 31 Nam Dinh
2. 1 Pham Thi Th. 25 Nam Dinh
3. 1 Pham Th1 Y. 29 Nam Dinh
4, 2 Duong Thi L. 50 Hung Yén
5. 2 | Tran Thi D. 68 Hung Yén
6. 2 Nguyén Thi b. 70 Hung Yén
7. 3 Tran Thi Ng. 39 Phu Tho
8. 3 | Nguyén ThiT. 49 Phu Tho
9. 3 Tran Thanh Th. 19 Phu Tho
10. 3 Nguyén Thi B. 63 Pht Tho
11. 3 Nguyén Thj C. 68 Pht Tho
12 3 | Nguyén Thi D. 72 Pht Tho
13, 4 Chu Thi H. 29 Ha Noi
14, 4 Chu Thi S. 26 Ha Noi
15. 5 | Vii Minh H. 39 Ha Noi
16. 5 | Vi Minh H. 40 Ha Noi
17. 5 Nguyén Thi O. Ha Noi
18. 5 | Vi ThiS. 76 Ha Noi
19. 6 Luc Thi H. 33 Lang Son
20. 6 Trinh Thi X. 56 Lang Son
21. 7 Do Thi H. 31 Phu Tho
22. 7 Po6 Thi H. 29 Pha Tho




)
=
&8Oy
=

stt v ¢ Ho va tén Tudi Dia chi
23, 7 | LéThiH. 59 Phu Tho
24, 8 | Lé Thi Nh. 31 Phu Tho
25, 8 |LéThiH. 40 Phu Tho
26. 8 L& Thi Ngoc A. 3 Phua Tho
27. 8 | Lé Thi Kim Ch. 8 Phu Tho
28. 8 Po6 Thi G. 67 Phua Tho
29. 9 | Tran Thi Q. 31 Thanh Hoéa
30. 9 Nguyén Thi S. 86 Thanh Hoa
31. 10 | Tran Thi Kim Th. 34 Thai Nguyén
32. 10 | Nguyén Thi Ph. 61 Thai Nguyén
33, 11 | Lé Thi Thay H. 35 Ha Noi
34. 11 Nguyén Thi M 69 Ha Noi
35. 11 | Nguyén Thi T. 57 Ha Noi
36. 11 | Nguyén Thi H. 73 Ha Noi
37. 11 | Nguyén Thi Th. 26 Ha Noi
38. 12 | Nguyén Thi H. 30 Bic Ninh
39. 12 | Nguyén Thi C. 26 Bic Ninh
40. 12 | Nguyén Thi L. 50 Bic Ninh
41. 12 | Nguyén Thi B. Bic Ninh
42, 12 | Nguyén Thi X. 45 Bic Ninh
43, 13 | Mai Thj Th. 30 Nam Dinh
44, 13 | Tran Thi Ch. 35 Nam Dinh
45, 13 | Mai Thj Nh. 44 Nam Dinh
46, 13 | Mai Thj Th. 50 Nam Pinh
47. 13 Mai Thi Ph. 58 Nam Dinh




stt v ¢ Ho va tén Tudi Dia chi
48. 13 | Mai Thi Th. 31 Nam Pinh
49, 13 | Mai Thi C. 78 Nam Pinh
50. 14 | Ta Thi M. 57 Ha Noi
51. 14 Nguyen Thi G. Ha Néi
52. 14 | Nguyen Thi N. Ha Noi
53. 14 | Ta ThiD. 63 Ha Noi
54, 14 | Ta Thi Th. 56 Ha Noi
55. 15 | Kiéu Thi B. 53 Ha Noi
56. 15 | Nguyén Thi H. 27 Ha Noi
57. 15 Nguyen Thi T. Ha Néi
58. 15 | Kiéu Thi H. 8 Ha Noi
59. 16 | Kiéu Thanh Ng. 0,5 Thanh Hoéa
60. 16 | Hoang Thi Q. 47 Thanh Hoéa
61. 16 Hoang Thi L. 51 Thanh Hoéa
62. 16 | Nguyén Thi S. 73 Thanh Hoa
63. 17 Dinh Thi B. 33 Nghé An
64. 17 | Nguyén Thi D. 56 Nghé An
65. 22 Ngo Thi N. 54 Hung Yén
66. 22 Ngo6 Thi V. 60 Hung Yén
67. 22 Ng6 Thi H. 58 Hung Yén
68. 22 Nguyén Thi Y. 41 Hung Yén
69. 22 Nguyén Thi Y. 38 Hung Yén
70. 23 | Vil Thi Nh. 38 Ninh Binh
71. 23 | Vii Thi G. 32 Ninh Binh
72, 23 | Nguyen Thi N. 67 Ninh Binh




stt v ¢ Ho va tén Tudi Dia chi
73. 24 | Than Thi H. 23 Bic Giang
74, 24 | Tran Thi N. 41 Bic Giang
75. 24 Tran Thi L. 39 Bic Giang
76. 25 | Phan Thi T. 55 Ha Nam
77. 28 | Ngo ThiL. 48 Bic Giang
78. 29 | Phung Thi Minh H. 37 Ha Noi
79. 29 | Phung Thi D. 51 Ha Noi
80. 29 | Khuat Thi Ng. 12 Ha Noi
81. 29 | Phung Thi Phuong M. 8 Ha Noi
82. 29 | Phung Thi Phuong H. 17 Ha Noi
83. 29 | Phung Thij H. 13 Ha Noi
84. 29 | Nguyén Thi L. 78 Ha Noi
85. 30 | Do ThiH. 30 Ha Noi
86. 30 | Cap ThiB. 68 Ha Noi
87. 31 Nguyén Thi Th. 55 Hung Yén
88. 31 Trinh Thi Tr. 7 Hung Yén
89. 31 Trinh Thi H. 31 Hung Yén
90. 31 Nguyén Thi Th. 45 Hung Yén
1. 32 | Do Thi Th. 37 Lao Cai
92. 32 | D6 Thi Th. 31 Lao Cai
93, 32 | Nguyén Thi B. 42 Lao Cai
94, 32 | D6 Thi Th. 63 Lao Cai
95, 32 | Nguyén Thi Nh. Lao Cai
96. 33 Nguyén Thi Th. Hai Duong
97. 33 | Nguyén Thi L. 44 Hai Duong




stt v ¢ Ho va tén Tudi Dia chi
98. 33 Nguyén Thi Th. Hai Duong
99. 33 Nguyén Thi K, 38 Hai Duong
100. 33 Nguyén Thi G. Hai Duong
101. 33 | Nguyén Thi H. Hai Duong
102. 34 | Nguyén Thi Th. 44 Ha Nam
103. 34 | Pham ThiT. 23 Ha Nam
104. 34 | Nguyén Thi H. Ha Nam
105. 35 | Ngd Thay H. 39 Ha Noi
106. 35 Nguyén Thi Ng. 42 Ha Noi
107. 35 | Ng6 Thi Thuy H. 43 Ha Noi
108. 35 | Ng6 Thi Kim H. 41 Ha Noi
109. 35 | Ng6 Thi Ph. 38 Ha Noi
110. 35 | Nguyén Thi Van A. 30 Ha Noi
111. 35 | Nguyén Phuong G. 2 Ha Noi
112. 35 | Nguyén Thib. 70 Ha Noi
113. 35 | Nguyén Thi T. 72 Ha Noi
114, 35 | Nguyén Thi B. 75 Ha Noi
115. 35 | Nguyén Thi Ch. 77 Ha Noi
116. 35 | Nguyén Thi Th. 74 Ha Noi
117. 35 | Nguyén Thi Nh. 78 Ha Noi
118. 35 | Nguyén Thi Ng. 67 Ha Noi
119. 35 | Nguyén Thi H. 64 Ha Noi
120. 35 |[Ngo6 ThiL. 36 Ha Noi
121. 36 | Pham Thi Hong Th. 38 Yén Bai
122. 36 | Pham Thi V. 59 Yén Bai




stt Phiahé Ho va tén Tudi Dia chi

123. 37 Nguyén Thi H. 35 Hung Yén
124, 37 Nguyén Thi H. 33 Hung Yén
125. 38 Mach Thi H. 44 Thanh Hoa
126. 38 Mach Thi Ph. 42 Thanh Hoéa
127. 38 Mach Thi H. 46 Thanh Hoa
128. 38 L& Thi T. 73 Thanh Hoa
129. 39 Lé Thi G. 38 Vinh Phuc
130. 39 Lé Thi Ng. 32 Vinh Phtic
131. 39 Lé Thi Ng. 35 Vinh Phtic
132. 39 Lé Thi T. 30 Vinh Phutc
133. 39 Lé Thi X. 28 Vinh Phtic
134. 40 Lé Thi L. 29 Vinh Phtic
135. 40 | Nguyén Thi Th. 47 Vinh Phic
136. 41 Dao Thi H. 29 Thai Binh
137. 42 Dinh Thi H. 45 Thai Binh
138. 43 Bui Thi V. 34 Hung Yén
139. 43 Bui Thi Ng. 43 Hung Yén
140. 43 Nguyén Thi M. 68 Hung Yén
141. 44 Nguyén Thi V. 67 Hung Yén
142. 44 Nguyén Thi H. 43 Hung Yén
143. 44 | Nguyén Thi Thu H. 36 Hung Yén
144, 44 Nguyén Thi L. 28 Hung Yén
145. 44 Nguyén Thi L. 63 Hung Yén
146. 44 Nguyén Thi Th. 56 Hung Yén
147. 45 Lé Thi Thay H. 31 Pht Tho




stt v ¢ Ho va tén Tudi Dia chi
148. 45 Nguyén Thi L. 50 Phu Tho
149. 46 | Lé Thay H. 30 Ha Noi
150. 46 | Lé Thi H. 28 Ha Noi
151. 46 | Lé ThiQ. 21 Ha Noi
152. 46 | Lé Thi Th. 35 Ha Noi
153. 46 | Lé ThiD. 31 Ha Noi
154, 46 | Nguyén Thi S. 46 Ha Noi
155. 46 | LéThiS. 67 Ha Noi
156. 48 | Nguyén Thi Ph. 29 Ha Noi
157. 48 | Nguyén Thi H. 30 Ha Noi
158. 48 | Nguyén Thi H. 25 Ha Noi
159. 49 Nguyén Thi Ng. 39 Hung Yén
160. 49 | Nguyeén Thi B. 41 Hung Yén
161. 49 | Nguyén Thi L. 46 Hung Yén
162. 49 Nguyén Thi H. 43 Hung Yén
163. 49 Nguyén Thi L. 41 Hung Yén
164. 49 Nguyén Thi A. 35 Hung Yén
165. 49 Nguyén Thanh L. 0,5 Hung Yén
166. 49 Nguyén Thanh Th. 0 Hung Yén
167. 50 | Truong Thi Bich Th. 41 Bic Giang
168. 50 | Truwong Thi Ngoc L. 38 Bic Giang
1609. 50 | Truong Thi Kim L. 36 Bic Giang
170. 53 | Hoang Thi H. 25 Ha Noi
171. 53 |Lé ThiL. 46 Ha Noi
172. 56 | Nguyén Thi Ph. 35 Ha Noi




stt v ¢ Ho va tén Tudi Dia chi
173. 56 | Nguyén Thi M. 31 Ha Noi
174. 56 | Nguyén Thi D. 71 Ha Noi
175. 57 | Hoang Thi Th. 26 Ha Noi
176. 57 | Trinh Thi H. 38 Ha Noi
177. 58 | Bui ThiT. 54 Ha Tinh
178. 59 Nguyén Thi Q. 43 Hai Duong
179. 60 | Nguyén Thi Kh. 70 Thai Binh
180. 60 | Pham ThiS. 46 Thai Binh
181. 60 | Pham Thi Ng. 23 Thai Binh
182. 60 | Nguyén Thi H. 25 Thai Binh
183. 60 | Nguyén Thi X. 70 Thai Binh
184. 60 Nguyén Thi Ng. 70 Théi Binh
185. 61 | Ta Thi Ch. 56 Bic Giang
186. 61 | Khong Thi Th. 53 Bic Giang
187. 61 |Luu ThiL. 25 Bic Giang
188. 61 | Than Thi H. 82 Bic Giang
189. 61 | Than Thi H. 77 Bic Giang
190. 61 | Than Thi D. 73 Bic Giang
191. 61 | Than Thi N. 60 Bic Giang
192. 62 | Tran Thi H. 39 Bic Giang
193. 63 | Tran Thanh H. 30 Ha Noi
194, 63 Hoang Kim Th. 52 Ha Noi
195. 63 Hoang Thi Kim O. 50 Ha Noi
196. 64 Lé Thi V. 49 Nghé An
197. 64 Nguyén Thi H. 21 Nghé An




stt v ¢ Ho va tén Tudi Dia chi
198. 64 |Lé Thi H. 47 Nghé An
199. 64 Nguyén Thi T. 71 Nghé An
200. 65 L& Thi Th. 44 Thanh Hoa
201. 65 Lé Thi L. 46 Thanh Hoa
202. 65 | Nguyén Thi L. 72 Thanh Hoa
203. 66 Doan Thi X. 41 Vinh Phuc
204. 66 | Nguyén Thi H. 46 Vinh Phic
205. 68 | Nguyén Thi T. 40 Ha Noi
206. 68 | Nguyén Thi T. 65 Ha Noi
207. 69 | D6 Thi H. 25 Ha Noi
208. 69 | Nguyén ThiT. 39 Ha Noi
209. 69 | Nguyén ThiL. 71 Ha Noi
210. 69 | Nguyén Thi S. 69 Ha Noi
211. 70 Hoang Thi N. 28 Hung Yén
212. 70 Nguyén Thi Nh. 66 Hung Yén
213. 71 | D6 Thi H. 37 Ha Noi
214, 71 | D6 Thi H. 36 Ha Noi
215. 71 | D6 Thi H. 32 Ha Noi
216. 71 | D6 Thi H. 29 Ha Noi
217. 71 | Nguyén Thi H. 69 Ha Noi
218. 71 | Do Thi Kh. 30 Ha Noi
219. 71 | D6 Thi Th. 25 Ha Noi
220. 72 | Vo ThiT. 34 Ha Tinh
221. 72 | V3 Thi H. 29 Ha Tinh
222. 72 | Nguyén Thi H. 60 Ha Tinh




stt v ¢ Ho va tén Tudi Dia chi

223. 72 Nguyén Thi L. 57 Ha Tinh
224, 72 Nguyén Thi H. 56 Ha Tinh
225. 73 | Nguyén Thi V. 42 Thai Binh
226. 73 | Nguyén Thi Thu H. 25 Thai Binh
227. 73 | Nguyén Thi B. 25 Thai Binh
228. 73 | Nguyén Huyén Ng. 30 Thai Binh
229. 73 | Nguyén Thi T. 29 Thai Binh
230. 73 | Nguyén Thi T. 61 Thai Binh
231. 73 | Nguyén Thi M. 63 Thai Binh
232. 73 | Nguyén Thij L. 65 Thai Binh
233. 73 | Nguyén Thi M. 47 Thai Binh
234, 73 | Nguyén Thj C. 45 Thai Binh
235. 73 | Nguyén Thi X. 42 Thai Binh
236. 73 | Nguyén Thij H. 36 Thai Binh
237. 73 | Nguyén Thi H. 33 Thai Binh
238. 73 | Nguyén Thi H. 27 Thai Binh
239. 73 | Nguyén Thij L. 25 Thai Binh
240. 73 | Nguyén Thij H. 22 Thai Binh
241. 73 | Nguyén Thi B. 37 Thai Binh
242, 73 | Nguyén Thi V. 35 Thai Binh
243, 73 | Nguyén Thi Nh. 35 Thai Binh
244, 73 | Nguyén Thi B. 33 Thai Binh
245. 73 Luu Ngoc A. 4 Thai Binh
246. 73 | Nguyén Thi L. 38 Thai Binh
247. 75 | Nguyén Thi Ph. 31 Ha Noi




stt Ph:%h- Ho va tén Tudi Dia chi
248. 75 | Tran Thi M. 42 Ha Noi
249, 77 Nguyén Thi H. 12 Hung Yén
250. 77 Nguyén Thi D. 55 Hung Yén
251. 77 Vii Thi L. 31 Hung Yén
252. 78 Nguyén Thi H. 54 Hung Yén
253. 78 Nguyén Thi H. 52 Hung Yén
254, 78 | Nguyén Thi T6 Nh. 29 Hung Yén
255. 78 Vi Thi Th. 27 Hung Yén
256. 78 Nguyén Thi Kh. 76 Hung Yén
257. 78 | Nguyén Thi H. 68 Hung Yén
258. 80 Phung Thi C. 66 Ha Noi
259. 80 Phung Thi Hong Gi. 28 Ha Noi
260. 80 Phung Thi Tr. 3 Ha Noi
261. 82 Ha Thi P. 36 Nam Dinh
262. 82 Ha Thi Kim H. 25 Nam Dinh
263. 82 Ha Thi Thu H. 23 Nam Dinh
264. 82 Ha Thi D. 39 Nam Dinh
265. 83 | Nguyén Thi Th. 45 Vinh Phiic
266. 85 Phan Thi T. 27 Hung Yén
267. 85 Tran Thi T. 52 Hung Yén
268. 86 Lé Thi Gi. 28 Thanh Hoéa
269. 86 Lé Thi X. 70 Thanh Hoa
270. 86 Lé Thi b. 26 Thanh Hoéa
271. 86 L¢é Thi Ng. 2 Thanh Hoéa
272. 88 Pham Thi H. 54 Ninh Binh




stt v ¢ Ho va tén Tudi Dia chi
273. 88 | Pham Thi D. 27 Ninh Binh
274. 88 | Pham Thij Tr. 25 Ninh Binh
275. 88 | Nguyén Thi H. 68 Ninh Binh
276. 89 | Bui Thi Ng. 51 Vinh Phuc
277. 89 | Bui Thi H. 53 Vinh Phuc
278. 89 | Bui Thi Th. 47 Vinh Phiic
279. 89 | Bui Thij Ch. 68 Vinh Phuc
280. 89 | Bui Thi Ch. 66 Vinh Phuc
281. 89 | Bui Thi Ch. 64 Vinh Phuc
282. 90 | Do Thi S. 57 Quéng Ninh
283. 91 | Nguyén Thij Nh. 49 Bic Giang
284. 91 | Nguyén Thi A. 8 Bic Giang
285. 91 | Nguyén Thj Diém Q. 9 Bic Giang
286. 91 Nguyén Thij T. 60 Bac Giang
287. 91 | Nguyén Thij Ch. 63 Bic Giang
288. 91 Nguyén Thi D. 65 Bic Giang
289. 91 | Nguyén Thj Th. 60 Bic Giang
290. 91 | Nguyén Thij V. 62 Bic Giang
291. 91 | Nguyén ThiT. 62 Bic Giang
292, 91 | Nguyén Thi Ng. 11 Bic Giang
293. 91 | Nguyén Thj U. 8 Bic Giang
294, 91 Nguyén Vii Minh Ng. 4 Bic Giang
295. 91 Nguyén Vii Ngoc D. 1 Bic Giang
296. 95 Nguyén Thij Kh. 27 Hung Yén
297. 95 Nguyén Thi A. 28 Hung Yén




stt v ¢ Ho va tén Tudi Dia chi
298. 96 | Pinh Thi L. 37 Ha Noi
299. 96 | Tran Thi L. 32 Ha Noi
300. 96 | Tran Thi Ph. 31 Ha Noi
301. 96 | Pinh Bao Tr. 2 Ha Noi
302. 96 | Pinh Bao A. 3 Ha Noi
303. 96 | Tran Thi V. 61 Ha Noi
304. 96 | Nguyén Thj V. 67 Ha Noi
305. 97 | Chu ThiL. 31 Ha Noi
306. 97 | Chu Thi G. 28 Ha Noi
307. 97 | Nguyén ThiD. 70 Ha Noi
308. 98 | Hoang Thi My D. 35 Bic Giang
309. 98 | Nguyén Thij H. 36 Bic Giang
310. 98 Nguyén Thij L. 66 Bic Giang
311. 98 | Nguyén Thi X. 55 Bic Giang
312. 98 | Nguyén Thi Q. 18 Bic Giang
313. 98 | Nguyén Thij Tr. 15 Bic Giang
314. 99 | Nguyén Thi H. 36 Ha Noi
315. 99 | Bui Thi Th. 35 Ha Noi
316. 99 | Nguyén Thi Th. 70 Ha Noi
317. 99 | Nguyén Thi Ng. 19 Ha Noi
318. 99 | Nguyén Thi L. 7 Ha Noi
319. 99 | Pinh Thi H. 62 Ha Noi
320. 100 | Nguyén Thi Minh Th. 36 Thai Nguyén
321. 100 | Nguyén Thi Thanh Nh. | 33 Thai Nguyén
322. 100 | Nguyén Thi Thanh Ng. 37 Thai Nguyén




stt v ¢ Ho va tén Tudi Dia chi
323. 100 | Nguyén Thi Th. 29 Thai Nguyén
324. 100 | Nguyén Thi Huong Q. 23 Thai Nguyén
325. 100 | Nguyén Ngoc A. 26 Théai Nguyén
326. 100 | Nguyén Thi Q. 31 Thai Nguyén
327. 100 | Nguyén Thi Ng. 21 Thai Nguyén
328. 100 | Nguyén Thi Ng. 51 Thai Nguyén
329. 100 | Nguyén Thi Th. 75 Thai Nguyén




DANH SACH NGUOI MANG GEN

PUQC PHAT HIEN BANG PHAN TiCH DI TRUYEN

Stt | Pha hé s Ho tén Tuoi Pia chi
1 13 Tran Thi S. 38 Nam Dinh
2 13 Tran Thi H. 23 Nam Dinh
3 13 Tran Thi Hoai L. 10 Nam Dinh
4 13 Tran Thi Tam Q. 8 Nam Dinh
5 13 Tran Thi Tr. 17 Nam Dinh
6 13 Dinh Thi H. 14 Nam Dinh
7 13 Dinh Thi Bich D. 9 Nam Dinh
8 18 Ping Thi Th. 27 Bic Ninh
9 18 Vii Thi Th. 57 Bic Ninh
10 24 Tran Thi H. 36 Bic Giang
11 27 Nguyén Thi H. 27 Ha Noi
12 27 Nguyén Minh Ng. 8 Ha No6i
13 27 Nguyén Thi H. 28 Ha Noi
14 34 Pham Thi T. 33 Ha Nam
15 36 Pham Khanh H. 27 Yén Bai
16 55 Hoang Thi Th. 29 Bic Giang
17 59 Nguyén Thi Q. 43 Hai Duong
18 59 Bui Thi Thuy H. 20 Hai Duong
19 79 Nguy Thi H. 25 Bic Ninh
20 80 Phung Thi L. 32 Ha Noi
21 90 Tran Hai Y. 30 Quang Ninh
22 93 Nguyén Thi Kim D. 30 Ha Noi




23 66 Nguyén Thi Thu H. 28 Vinh Phuc
24 21 Nguyén Thi Thu H. 33 Ha Noi

25 47 Ta Thi L. 10 Tuyén Quang
26 47 Nguyén Thi Ng. 43 Tuyén Quang
27 54 Ping Thi Th. 27 Bic Giang
28 58 Nguyén Thi H. 31 Ha Tinh
29 08 Hoang Thi H. 33 Bic Giang
30 2 Tran Thi H. 25 Hung Yén
31 10 Tran Thi H. 28 Thai Nguyén
32 10 Tran Thi Th. 35 Thai Nguyén
33 12 Nguyén Thi Nh. 28 Bic Ninh
34 14 Nguyén Thi Tuyét Th. 33 Ha Noi

35 16 Pham Thi V. 22 Thanh Hoa
36 20 Nguyén Thi Ng. 20 Ha Noi

37 31 Tran Thi H. 23 Hung Yén
38 90 Tran Hai Y. 30 Quang Ninh




DANH SACH NHOM CHUNG

Stt Ho va tén Tudi Pia chi
1. Ping Thi Nhu Q. 26 Ha Noi
2. La Thi Hoai P. 23 Ha Noi
3. Pao Thi T. 19 Ha Noi
4, Nguyén Thi Phuong Th. 40 Ha Noi
5. Lé Thi Minh Ng. 20 Ha Noi
6. Nguyén Thi H. 25 Ha Noi
7. Nguyén Thi Tr. 27 Ha Noi
8. Nguyén Thu H. 22 Ha Noi
9. Poan Hong H. 24 Ha Noi
10. Nguyén Thi X. 29 Ha Noi
11. | Chu Thi G. 30 Ha Noi
12, Nguyén Thanh V. 26 Ha Noi
13. | Nguyén Thj Hang Ng. 23 Ha Noi
14. | Pinh Thi Hoa S. 30 Ha Noi
15. | Nung Thi L. 29 Ha Noi
16. | Nguyén Diéu L. 33 Ha Noi
17. Pham Thi Thanh Tr. 22 Ha No1
18. Duong Thi Thu H. 20 Ha No1
19. | Bui Thi Tu A. 21 Ha Noi
20. | Dinh Thj Tr. 31 Ha Noi
21. L& Ngoc A. 20 Ha Noi
22. Tran Thi Minh Q. 22 Ha Noi
23. | Phan Thj H. 21 Ha Noi
24. | Vii Thi H. 40 Ha Noi
25. | V& Thi Thanh B. 34 Ha Noi
26. | Hoang Thi Th. 26 Ha Noi




27. Do Ngoc Ha. 28 Ha Noi
28. | Thai Thi Thu Tr. 44 Ha Noi
29. Nguyén Thi Thu Tr. 31 Ha Noi
30. | Ta Thi Bich H. 44 Ha Noi
31. Luong Thi S. 36 Ha Noi
32. | Duong Thi D. 38 Ha Noi
33. | Pham ThiL. 42 Ha Noi
34, Nguyén Thi Bich L. 26 Ha Noi
35. | Pham Minh Th. 27 Ha Noi
36. Pham Thi Hong L. 28 Ha Noi
37. Tran Thi Nh. 27 Ha Noi
38. Nguyén Thi Thanh Th. 40 Ha Noi
39. Nguyén Thi Thu Ph. 27 Ha Noi
40. | Nguyén Lan H. 30 Ha Noi
41. Nguyén Thi Thu H. 37 Ha Noi
42. | Nguyén Thi Th. 37 Ha Noi
43. | Nguyén Thi Thu H. 30 Ha Noi
44, Tran Thi Thanh H. 34 Ha Noi
45. Duong Thi Minh Th. 27 Ha Noi1
46. Tran Thuy H. 27 Ha Noi
47. | Chu Thi H. 32 Ha Noi
48. | Phan Thi M. 35 Ha Noi
49, Nguyén Kim H. 34 Ha Noi
50. | Lé Thi Thanh H. 30 Ha Noi
51. | Nguyén Thi V. 35 Ha Noi
52. | Nguyén Béao Ng. 26 Ha Noi
53. | Nguyén Huynh My L. 20 Ha Noi
54. | Ngo Thi Th. 19 Ha Noi




55. Hoang Thi Thuy A. 23 Ha Noi
56. | Nguyén Thi Hai Y. 21 Ha Noi
57. Hoang Thi Lan H. 45 Ha Noi
58. | Nguyén Hong Ng. 24 Ha Noi
59. Dao Thi Th. 37 Ha Noi
60. Trinh Thi L. 21 Ha Noi
61. Nguyén Thi H. 50 Ha Noi
62. L& Thi Thanh M. 42 Ha Noi
63. Pham Thi Bao L. 13 Ha Noi
64. Mai Thi Th. 27 Ha Noi
65. | Nguyén Bich H. 25 Ha Noi
66. Pham Thi Thanh H. 14 Ha No1
67. Than Thi L. 22 Ha Noi
68. Pham Lan Ph. 24 Ha No1
69. Lé Thi H. 14 Ha Noi
70. Duong Thi Q. 24 Ha Noi
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