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DAC DIEM LAM SANG, XET NGHIEM &' BENH NHAN HEMOPHILIA B CO
DOT BIEN GEN F9 TAI VIEN HUYET HOC - TRUYEN MAU TRUNG UONG

Trén Thj Quyén"’, Dwong Quédc Chinh', Tran Thj Kidu My*”
TOM TAT

Muc tiéu: M6 ta déc diém 1am sang va can I4m sang ctia bénh nhan hemophiia B c6 dét bién
gen F9. Phuong phdp: Mé t3 cét ngang 65 bénh nhéan dugc chén doén hemophilia B khong cé
quan hé huyét thdng, céc bénh nhan déu c6 dét bién gen F9 duoc phét hién bang phuong phép gidi
trinh tw gen. Két qua: D§ tudi nghién ctu trung binh 13 19,9 +15,7, Trung binh tudi chan doén la
10,5 + 14,2. Xuét huyét khop chiém ty I¢ cao nhét (84,6%), ty 16 xuat huyét co, xuat huyét duéi da,
chay mau chén rang Ian luot 13 58,5%; 72,3%; 64,6%. Ty Ié bénh nhén cé bién ching teo co Ia
35,4%, bién dang khop 38,5%. C6 61,5% bénh nhan muc do néng, 33,8% mdc dj trung binh va
4,6% mic do nhe. Tét ca cac bénh nhén déu co APTT kéo dai véi gid trj trung binh cta rAPTT I3
3,07 + 1,03; nong do yéu t6 IX 1,94 + 4,33. Két luén: Xudt huyét khdp gip nhidu nhét & bénh nhan
hemophilia B. Chén doan hemophilia sém sé lam gidm bién chimg va nguy co ti vong do chdy méau
kéo dai, giup cho quan Iy hemophilia tot hon, ndng cao chét luong séng cho nguoi bénh,

Ttr khoa: dét bién gen F9, hemopbhilia B, xuét huyét, néng do yéu té IX.

1. DAT VAN BE va dot bién vj tri ghép ndi exon lam thay déi
clu trac protein hodc chirc nang protein [6].
Nhirng dot bién nay cé thé 1a do di truyén tw
thé hé trwdc, co thé 1a dot bién mai khong co
tién s& gia dinh, chiém 1/3 cac truong hop
[7]. D3c diém lam sang ndi bat cua bénh Ia
chdy mau khé cdm & nhiéu bd phan cla co
thé, hay gép nhét la chay mau & khop va co.
Xét nghiém dong mau cta bénh nhan néng
do yéu t6 VII/IX thwong giam (<40%).

& Viét Nam wéc tinh c6 khoang 6,000 ca
mac hemophilia [2]. Ch&n doan bénh
hemophilia chii yéu dwa vao dac diém lam
sang, xét nghiém déng mau, ndng dd yéu té
VIII/IX. Chén doan hemophilia sém c6 vai trd

Hemophilia 1a bénh wa chay mau, do tdn
thwong gen tdng hop yéu té VIII/IX dan dén
thiéu hut yéu t6 VIII hodc yéu t6 IX. Cac gen
nay nam trén nhiém sic thé (NST) X, di
truydn 1an, do d6 bénh gap chl yéu & nam
gi®i, con phu ni¥ la ngwdi mang gen. Udc tinh
trén thé gi¢i c6 khoang 1/10,000 tré sinh ra
mac bénh [7]. Dot bién gen F9 gay bénh
hemophilia B bao gébm cac dot bién diém &
trinh tw kh&i déng hodc trinh tw ma hoda, méat
doan, thém doan, dot bién ma héa dirng sém
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hemophilia B, ching téi tién hanh @& tai nay
nhdm muc tiéu: M6 t3 dac diém Iam sang va
cén lam sang cua bénh nhan hemophiia B c6
dét bién gen F9.

2. bOl TUONG VA PHUONG PHAP
NGHIEN CUU

2.1. B6i twong nghién ciru

65 bénh nhan dwoc chan doan hemophilia
B tai Vién huyét hoc — Truyén mau TW. Cac
bénh nhan khéng c6 quan hé huyét théng va
déu c6 dot bién gen F9 dwoc phat hién bing
giai trinh tw gen.

2.2. Phwong phap nghién ctru

- Thiét ké nghién céu: md ta cit ngang
gdm ca hdi clru va tién ciru.

- Thoi gian nghién ctu: tir 1 ndm 2018 dén
thang 6 nam 20120.

- Phuwong phap chon mau: chon mau
thuan tién.

- Céc chi sb nghién clru:

+ Pac diém 1am sang: dac diém xuét huyét
khop, xuat huyét co, xuét huyét ndo, xuét
huyét tiéu hoa, xuét huyét tiét niéu, chay mau
chan rang, dac diém bién chirng co, khop va
di chirng sau xuét huyét nao.

+ Dac diém xét nghiém: chi sé t& bao mau
(tiu cau, huyét séc t6); chi s6 sinh hoa: sét
huyét thanh, sat dy trir; chi s6 xét nghiém
déng mau: Fibrinogen, PT, APTT, TT, néng
do yéu to IX.

- Cac ky thuat st dung trong nghién ctru:
Cac ky thuat xét nghiém dwgc thyc hién tai
khoa té bao-t6 chirc hoc, khoa déng mau,
khoa sinh hoa.

- Céc tiéu chuan ap dung trong nghién
clru.

+ Tiéu chuan chan doan hemophilia va
mirc do bénh theo lien doan hemophilia thé
gi®i [10].
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+ Tiéu chuan béat thwéng chay mau theo
ISTH 2016 [8]

- Quy trinh nghién clu: Bénh nhan
hemophilia B thda man tiéu chuan. St dung
phiéu thu thap sb liéu khai thac tién str, bénh
str, diac diém xuét huyét, bién chirng co,
khop, kham 1am sang, xét nghiém té bao
mau, sinh héa mau, déng mau, danh gia tinh
trang khép.

2.3. Phwong phap phan tich sé liéu: st
dung phan mém SPSS 16.

2.4. Dao dirc nghién ciru

Nghién clru dwoc tuan tha theo cac quy
dinh y dirc ctia Vién Huyét hoc truydn mau
Trung wong. Cac bénh nhan hoan toan tw
nguyén tham gia nghién ctru, khéng phai tra
chi phi nao thém ngoai chi phi diéu tri. Cac
bénh nhan co thé roi bd nghién ctru bat clru
lic nao.

3. KET QUA

3.1. Béc diém chung

Tudi trung binh cla bénh nhan trong
nghién ctru 1a 19,9 £15,7, trong d6 tudi nho
nhat 1a 1, Ién nhat 1a 67 tudi. Tudi lic chan
doan trung binh 1a 10,5 + 14,2, trong dé nhd
nhét 0,33 (4 thang), I6n nhéat 58 tudi.

3.2. Dic diém 1am sang ctia bénh nhan

Ty 1& xuét huyét khép chiém cao nhét
(84,6%). Bién chirng teo co' 35,4%; bién dang
khép 38,5% (bang 3.1)

3.3. Pic diém xét nghiém cua bénh
nhan hemophilia B

Céc chi sb tiéu cdu, Fibrinogen, PT, TT
trong gi¢i han binh thwong, APTT kéo dai,
ndng dd yéu td IX gidm, gia tri trung binh yéu
t6 IX 1a 1,94 + 4,33. Trong d6 thap nhét 1a
0,1%, cao nhét 1a 32% (bang 3.2).

Ty 1&€ bénh nhan mrc d nang la 61,5%,
mtrc d9 trung binh Ia 33,8% (bang 3.3)
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Bang 3.1. D&c diém |am sang cta bénh nhan

Dic diém lam sang So lwong BN Ty lé %
Xuét huyét co 38 58,5
Xuét huyét khép 55 84,6
Xuat huyét tiéu hoa 14 21,5
2 ! - Xuét huyét tiét niéu 16 24,6
Dac diém xuat huyét Xuat huy&t nao 12 18,5
Chay chan rang 40 64,6
Xuat xuyét duéi da (bam tim) 46 72,3
Xuat huyét khac 2 3,1
Teo co 23 35,4
Déc diém v& bién Bién dang khop 25 38,5
ching hemophilia Di chirng sau xuat huyét ndo 3 4,6

Bang 3.2. Chi s6 xét nghiém déng mau cua bénh nhan hemophilia B

Chi so dong mau Gia tri Min- Max
Fibrinogen 3,31+0,58 2,23-5,12
PT (%) 78,06 + 8,62 62-109
rAPTT 3,07+1,03 1,32->5
APTTs 98,2 + 30,43 42,9 ->150
rmT 1,01+ 0,08 0,83-1,21
YT IX (%) 1,94 + 4,33 0,1-32
S6 lwong tiéu cau 313,71 £ 102,73 153 - 621

Bang 3.3. Phan b mirc d6 bénh theo ndng do yéu t6 IX

Nong do YT IX S6 bénh nhan (n) Ty lé %
<1% (Mrc dd nang) 40 61,5
1-5% (Mlc d6 trung binh) 22 33,8
>5% (Mrc do nhe) 3 4,6
Tong 65 100
4. BAN LUAN bénh nhan hemophilia B tlr 19-44 tudi theo

phan bd dd tudi cia bénh nhan hemophilia B
dang duoc quan ly tai Trung tdm Hemophilia,
vién Huyét hoc — Truyén mau Trung wong
nam 2019. B§ tudi nay ciing twong dwong véi

4.1. Vé dac diém chung
Tudi trung binh cGa nhém nghién ctu
chung t6i la 19,9 +15,7; phu hop voi ty 1&
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tudi trung binh ctia bénh nhan hemophilia
trong nghién ctru ctia Nguyén Thj Mai, ndm
2018: 19,9+ 15,9 [1].

Tudi lic chan doan trung binh: 10,5 + 14,2,
trong d6 nhd nhét 0,33 (4 thang), I&n nhat 58
tudi. Két qua nghién ctru cia Chambost H va
cong sy @ 599 bénh nhan hemophilia tai

Phap sinh tlr ndm 1980 dén 1994 cho thdy do°

tudi trung binh lic chan doan 1a 7,7 thang,
nhd hon nghién ctru ciia chung téi. Trong do,
nhém bénh nhan mirc do ning va cé tién st
gia dinh c6 xu hwéng dwoc chan doan sém
hon (5,8 thang) [4]. Sw khac biét vé do tudi
chan doan ctia nhém bénh nhan Viét Nam va
Phap c6 thé do nhan thirc vé hemophilia va
kha nang tiép can chin doan cta y té & Phap
tét hon tai Viét Nam.

4.2. Vé dic diém lam sang cta bénh
nhan hemophilia B

Theo bang 3.1: Ty 1& bénh nhan cé xuét
huyét khép chiém cao nhét trong nghién ctiu
ching ti la 84,6%, phu hop voi dic diém
xuét huyét khép & bénh nhan hemophilia.

Ty lé xuét huyét khép, co, xuét huyét dudi
da, chady mau chan réng twong dwong vdi két
qud cta Nguydn Thi Mai nam 2018' va
Nguyé&n Anh Tri nam 2012 [3].

Ty I1& xuét huyét tiéu hoa, tiét niéu, xuét
huyét ndo cao hon két qua nghién cru cla
mot sb tac gid. Diéu nay c6 thé ly gidi do ty 1&
bénh nhan nang cla chung téi cao hon.
Ngoai ra viéc tinh trang xuét huyét dwoc ghi
nhan qua viéc khai thac tién s chay mau cla
bénh nhan va dwoc tinh 1a it nhat mot 1an di
ngoai phan den hoac tiéu mau ma khéng cé
bat ky nguyén nhan viém loét da day hay
nhiém trung tiét niéu. V&i bénh nhan tré em
mirc d0 nang thwdng dwgc phat hién bdi
nhitng d4m xuét huyét dwéi da hay nhirng tu
méu trong co khi tré bat dau biét 14y hoac bo.
Chady mau vung rang miéng kéo dai ciling
thworng hay xay ra vi khi tré thay rang hoéc
sau khi ngudi bénh nhé rang.
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Bién chitng teo co, bién dang khép 1a 13
bién ching thuwéng hay gdp & nhitng bénh
nhan mirc dd ning chin doan mudn va diéu
tri khong day d0. Két qud nghién clru cua
chung t6i ty 18 bénh nhan ¢6 bién chirng teo
co, bién dang khép 1a 35,4%; 38,5%; 4,6%.
Két qua nay ciling twong dwong véi két qua
nghién ctru ctia Nguyén Thj Mai, ndm 2018 13
25%, 21% [1]. Két qua clia chang t6i thap hon
ty 18 61%-71% theo nghién clru clia tac gid
Kim Soon Ki ndm 2016 tai Han Quéc [9]. Ly
do thap hon c6 thé 1a vi c& mAu cia chung toi
nhé hon. Bén canh dé nhitng nadm gan day
véi sy phat trién cia nganh y té, cong tac
quan ly, didu tri hemophilia & Viét Nam tét
hon nhitng nam trwéc, bénh nhan nhan
hemophilia cling dwgc chdn doan sém <1 tudi
nhiéu hon nén ty I& bién chirng & nhém bénh
nhan nhd tudi cé xu huwéng thap hon.

4.3. V& dic diém xét nghiém ctia bénh
nhan hemophilia B

Chung o1 khong gap trwdng hep nao cé
s6 lugng tiéu cau gidm, fibrinogen giam va TT
kéo dai. Két qua nay cling twong tw véi két
qua nghién ctu cia Nguydn Thi Mai, nam
2018 [7]. Do yéu t6 IX tham gia con dwong
déng mau ndi sinh vi vay & bénh nhan
hemophilia B, trong sb cac xét nghiém dong
mau gdm PT, APTT, TT, fibrinogen, sé lwgng
tiéu cau, dinh lvong yéu té IX, théng thudng
chi c6 APTT kéo dai, néng do YT IX giam
(<40%), con céac chi sb khac trong gi¢i han
binh thudrng. Trong nghién clru ndy chi sb
rAPTT trung binh la 3,07 + 1,03, dao ddng twr
2,23 — >5, APTTs trung binh la 98,2 + 40,43;
dao dong tir 42,9 - >150. Nong do yéu té IX
1,94 % 4,33, dao dong tir 0,1 — 32%. Két qua
nay c6 khac biét voi nghién clru ciia Dubey
va cdng s nadm 2013 khi nghién ctru 114
bénh nhan hemophilia bao gém 98 bénh nhan
hemophilia A va 16 bénh nhan hemophilia B
[5]. Chi s6 APTTs trung binh & bénh nhéan
hemophilia B trong nghién cru cuia tac gia la
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70,45 + 20,7; néng d6 yéu té 1X trung binh
4,90 + 17,77, dao dong ttr 0,8 — 64,6. Sw khac
biét nay la do nghién clru clia chung téi chu
yéu 1a bénh nhan nang, phii hop véi mirc d
kéo dai APTT va mirc dd gidm cGa ndng do
yéu td IX.

Ty lé bénh nhan mirc d6 ndng va trung
binh chiém chi yéu trong nghién ctru. Nhém
muc dd nang cla ching téi cao hon va muirc
dd nhe thap hon so véi phan bd mirc dd bénh
hemophilia B tai Vién Huyét hoc Truyén mau
Trung wong lan lwot 1a 31,6%; 43,3%: 24,4%:
0,7% (nang, trung binh, nhe, khéng ro do)
trong tdng 275 bénh nhan hemophilia (bang
3.4). Khong cé sy twong ddng vé mic dod
bénh nay la do nghién ciru sir dung phwong
phap chon mau thuan tién, ngudi bénh dén
Vién diéu trj chi yéu 1a bénh nhan hemophilia
mirc d6 nang va trung binh.

5. KET LUAN

Xuét huyét khép gdp nhiéu nhét trong cac
xuat huyét & bénh nhan hemophilia B. Chan
doan hemophilia sém sé lam giam nguy co
bién chirng clia bénh va nguy co t&r vong do
chdy mau kéo dai, gitp cho quan ly
hemophilia t&t hon, nang cao chét lwgng séng
cho nguwdi bénh.

L&i cam on

Ching t6i xin gl 16 cdm on téi thay co
trwong Pai hoc Y Ha NGi da giap do dé nghién
ctru dwgc hoan thanh. Chung téi cling cadm on
Ban lanh dao Vién Huyét hoc — Truyén mau
Trung wong, Trung tdm Hemophilia (Vién Huyét
hoc — Truyén mau Trung wong), cac déng
nghiép da gidp d& va tao diéu kién ky thuat dé
nghién ctru thanh cong.
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SUMMARY
CHARACTERISTICS OF CLINICAL AND TESTING ON HEMOPHILIA B
PATIENT WITH GENE F9 MUTATION AT THE NATIONAL INSTITUTE OF

HEMATOLOGY AND BLOOD TRANSFUSION, HANOI, VIETNAM
Tran Thi Quyen, Dwong Quoc Chinh, Kieu Thi Tran My

National Institute of Hematology and Blood Transfusion

Objective: Describe clinical and laboratory characteristics of patients with hemophiia B with
mutation of the F9 gene. Methods: Cross-sectional study on 65 unrelated patients with
hemophilia B. All patients had F9 gene mutation detected by genetic sequencing method.
Results: There were 65 cases in this study with average age was 19,9 £15,7. The median age
at diagnosis was 10,5 + 14,2 years. Hemarthrosis are most common sign in hemophilia B
patients (84,6%), the ratio of muscle bleeding, bruising and tooth bleeding was 58,5%, 72,3%
and 64,6% respectively. The ratio of patient with amyotrophy and joint deformity are 35,4% and
38.5%. We found that 61,5% of them were severe, 33,8%: were moderate and 4,6% were mild
hemophilia B. All patients had prolonged APTT. Average APTTr was 3,07 £ 1,03, average FIX
level was 1,94 + 4,33. Conclusions: Joint bleeding is most common in patients with
hemophilia B. Early diagnosis of hemophilia will reduce the risk of complications of the disease
and death from prolonged bleeding which also helping with better hemophilia management and
improve the quality of life for patients.

Keywords: gene F9 mutation, hemophilia B, bleeding, factor IX level.
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