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Giam chirc ndng oxy héa cta bach céu trung tinh (BCTT) la bénh ly suy gidm mién dich ba4m sinh hiém gép
dan dén bénh u hat man tinh trén Iam sang. Nghién ctru mé ta cét ngang trén 13 bénh nhan u hat man tinh tai
Bénh vién Nhi Trung wong tir thang 6 ndm 2020 dén thang 10 ndm 2021 nhdm nhén xét mot s6 chi s6 can lam
sang trén nhém bénh nhan nay. Két qué cho thay trung vi chi sé Stimulated Index (Sl) cta xét nghiém DHR
6 nhém bénh nhén la 1,6. Tat cé cac bénh nhan déu cé sé lwong va ty 1é BCTT téng. Tang cé sb luong va ty
lé céc té bao lympho va dudéi nhém. Pa sé bénh nhén cé thiéu méu héng céu nhé véi MCV thép va sé luong
héng céu binh thuong. Céc khang thé dich thé trong mau binh thuong hodc ting trong dé chi yéu tang IgG.

T khéa: Bénh u hat man tinh, Xét nghiém Dihydrorhodamine (DHR), Chirc ning oxy héa bach cau,

Bénh vién Nhi Trung wong.

I. DAT VAN DE

U hat man tinh [a mét bénh suy gidm mién dich
bam sinh hiém gap, ty 1& méc wéc tinh khoang
1/200000 tré sinh séng.! Bénh nhan thwdng xuét
hién cac triéu chirng nhiém triung nang, tai dién,
biéu hién & nhiéu co’ quan trong nhirng ndm dau
doi nhw viém hach bach huyét, viém phdi, ap xe
phdi, 4p xe gan, nhiém trung huyét, cac u hat do
tang tinh trang dap (rng viém & da, dwdng tiéu
héa, dan dén ty & t&r vong cao.? Bénh do dot
bién mét trong cac ciu phan ctia enzym NADPH
(Nicotinamide Adenine Dinucleotide Phosphate)
oxidase bén trong cac phagolysosom ctia BCTT
dan t&i khong tao ra dwoc cac thé oxy hoat dong,
anh hwdng dén kha nang tiéu diét vi khuan.2

D& cd mdt s6 nghién clru trén thé gidi vé cac
dac diém lam sang, can lam sang trong bénh
u hat man tinh. Cac két qua nghién ctru trudc
day cho thdy hau hét cac trwong hop bénh u
hat man tinh ¢ s lwong bach cau trung tinh
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& mau ngoai vi tdng cao, sb lwong bach cau
lympho va dw&i nhém trong giéi han binh
thwerng.® Cac nghién ctru ciing chi ra ndng do
khang thé trong mau khéng gidm, thuong cé
tang ndng do IgG, cac khang thé khac nhuw IgA
va IgM trong nguéng binh thuwdng.*

Tai Viét Nam, m&i chi ¢ mot sd nghién ctru
mo t& ca bénh va dac diém gen hoc vé u hat
man tinh.%> Chwa c6 nghién clru nao mo ta dac
diém can 1am sang cGa nhém bénh nay, dac
biét la & tré em.

Gan day, tai Bénh vién Nhi Trung wong da
phat trién cac ky thuat xét nghiém va da cé mot
sd bénh nhan u hat man tinh dwoc chan doan,
diéu tri. Do d6, chung téi tién hanh nghién ctwu
nay véi muc tiéu: M6 td mot sé chi sé cén lam
sang bénh u hat man tinh & tré em.

I. DOI TWONG VA PHUONG PHAP

1. P6i twong

Cac bénh nhan dén kham va diéu trj tai
Bénh vién Nhi Trung wong tr thang 8/2019 -
10/2021, dbng y tham gia nghién ctru.

Tiéu chuan chon bénh nhan:
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Bénh nhan dwoc chan doan bénh u hat man
tinh dwa vao:
+ Triéu chirng Iam sang nghi ng& bénh u hat
man tinh.
+ Xét nghiém DHR c6 chi sb Sl < 10.8
+ Cac bénh nhan c¢6 chi sd Sl < 10 dworc tién
hanh xét nghiém giai trinh tw gen dé xac dinh
dot bién gay bénh.
Tiéu chuan loai truv:
- Cé kém thiéu hut enzyme G6PD, MPO nang.
- Tién s dung thudc acetaminophen trong
vong 24 gio.
- C6 thém cac bénh ly huyét hoc, mién dich
khac.
- Bénh nhan khéng dwoc lam déy du cac
xét nghiém can lam sang can thiét.
2. Phwong phap
Thiét ké nghién ciru, chon mau
Nghién ctru mé td cat ngang, chon mau
thuan tién.
Céc chi s6 nghién ctru
- Thong tin chung clGa bénh nhan.
- Két qua xét nghiém DHR test (chi s6 Sl)
- S6 lwgng hdng cau, cac chi sb vé dac
diém hong cau, ndng dod huyét séc tb.
- Sélwong bach cu, ty 1& cac loai bach cAu.
- Sb lwong va % cac té bao lympho T va
dwdi nhém, t& bao lympho B va té bao NK.
- Sé lwong tiéu cau.
- Néng do cac loai khang thé trong huyét
twong.
3. Xtr ly s6 liéu
Sé liéu dwoc thu thap x& ly bang phan mém
Microsoft Excel. Cac chi sb dwoc so sanh véi gia
tri tham chiéu dé xac dinh murc do tang, giam.
4. Dao dirc nghién clru

Nghién ctu tuan thd cac nguyén tac dam

bdo dao dlrc trong nghién clru Y sinh hoc va
da dwoc thédng qua Hoi ddng Y dirc - Bénh vién
Nhi Trung wong sd 273/BVNTW - VNCSKTE
ngay 4/2/2021.

lll. KET QUA

Nghién cru dwoc tién hanh trén 13 bénh
nhan théa man tiéu chuén lwa chon va loai triv
bao gédm 11 nam va 2 niv. Tudi dwoc chan doan
bénh u hat man tinh 1an dau dwai 1 tudi co 8
bénh nhan, tlr 1 dén 10 tudi cé 4 bénh nhan va
trén 10 tudi cé 1 bénh nhan.
1. Két qua xét nghiém chirc ning oxy hoéa
bach cau trung tinh

Bang 1. Két qua xét nghiém DHR test

Bénh nhan Chisé SI
CGD_01 1,5
CGD_02 34
CGD_03 1,5
CGD_04 1,6
CGD_05 1,2
CGD_06 1,3
CGD_07 1,4
CGD_08 1,6
CGD_09 2,0
CGD_10 3,8
CGD_11 1,5
CGD_12 3,5
CGD_13 1,6

Trung vi (IQR) 1,6 (1,45-2,7)

Chi s6 kich thich (SI) xét nghiém DHR cla
nhém bénh nhan co6 trung vila 1,6 (1,45 - 2,7).
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2. Piac diém dong bach cau

Bang 2. S6 lwong cac loai bach cau va dwéi nhém

Ty Ié bénh nhan biéu hién

) _ bat thwéng
Chiso Pon vi X*SD
Tang Giam
(n, %) (n, %)
S6 lwong bach cau chun GIL 248 +85 13/13 013
oNg be 9 O =0 (100%) (0%)
S6 lwong BCTT
. T 0/13
3 - 24 thang tudi G/L 15,7+7,9 (1922/:/3) 0%
Trén 24 thang tudi 13,4+ 8,0 ° (0%)
Sé lwong bach cau lympho
3 - 24 thang tudi G/L 82+29 (1707/;3) :é:;;
Trén 24 thang tudi 47+32 ° °
£ £ . 4028,1 % 3/13 1/13
S6 lwgng té bao lympho T (CD3+) Té bao/pl 1686.8 (23%) (8%)
Sé lwong té bao lympho TCD4 T4 baolul 2226,7 + 2/13 113
(CD3+CD4+) H 1097,7 (15%) (8%)
S6 lwong té bao lympho TCD8 . 6/13 0/13
(CD3+CD8+) Té bao/ul 1691,2 + 8429 (46%) 0%)
S6 lwong té bao NK Té bao/ul  685.8 4 488.7 5/13 0/13
(CD56+) g oEEE (38%) (0%)
Sé | té bao lympho B (CD19+ Té bao/ul  1430,8 + 546,1 213 o3
O lvgng té bao lympho B ( ) € bao/u 8% , (15%) (0%)

Tt ca cac bénh nhan déu ting sb lwong bach cau chung. Sé lwgng BCTT tang & 92% cac
trwdng hop. Sé lwong bach cau lympho ciing tdng cao & 77% cac truéng hop.
3. Dic diém dong hong cau va tiéu cau

Bang 3. S6 lwong hdng cau, huyét sac t6 va tiéu cau

Ty lé bénh nhan biéu hién

; — bat thwéng
Chi so DPon vi X*SD
Tang Giam
(n, %) (n, %)
Sé lwong héng cau T/L 3,95+0,75 2/13 (15%) 3/13 (23%)
MCV fl 94,8 £ 10,1 0/13 (0%) 13/13 (100%)
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Ty lé bénh nhan biéu hién

. — bat thwong
Chiso Pon vi X*SD
Tang Giam
(n, %) (n, %)
Hemoglobin G/L 94,8 £ 10,1 0/13 (0%) 13/13 (100%)
S6 lwong tiéu cau G/L 443,6 £ 200,4 5/13 (38%) 1/13 (8%)

100% cac bénh nhan cé giam ndng dé hemoglobin va MCV. Chi cé 23% trwéng hop cé gidm sb

lwong hdng cau.

4. Dac diém cac khang thé trong mau

Bang 4. Nong do6 cac khang thé trong mau

Chi sé

Ty Ié bénh nhan biéu hién bat thwong

bonvi  Trung vi (IQR) Tang Giam

(n, %) (n, %)
Ndng dd IgM Gr/L 1,8 (1,3) 7113 (54%) 0/13 (0%)
Nobng do IgG Gr/L 13,8 (6,22) 9/13 (69%) 0/13 (0%)
Nbng do IgE IU/mL 44,2 (2417) 3/10 (30%) 0/13 (0%)

Néng d6 khang thé IgM va IgG déu binh thwdng hodc ting, trong dé cé 5 truéng hop tang ddng
thoi ca hai loai khang thé nay. Nong do IgE huyét thanh chi tang trong 3 trwéng hop.

IV. BAN LUAN

Trong nghién ctru nay, 13 bénh nhan duoc
chén doan bénh u hat man tinh c6 d tudi tiv 3
thang dén 11 tudi, trong d6 nhém duéi 1 tudi
chiém ty 1& cao nhat (61%). Bénh nhan chi yéu
la tré nam. Theo nghién ctu clia Winkelstein
J.A va cdng su (2000) trén 368 bénh nhan u
hat man tinh thdy doé tudi méc bénh Ia dwdi 1
tudi (gan 40%) va 1 - 5 tudi (gan 40%), tré nam
mac bénh chiém 86%.” Tac gia Shiyu Wang
va cs (2019) da xac dinh trung binh thoi diém
chan doan la 23,1 thang tudi, v&i sé bénh nhan
nam la 109 trén tbng 114 bénh nhan tham gia
nghién ctru.® Két qua dich té trong nghién ctu
clia chung t6i kha twong déng véi cac nghién

ctu trén thé gidi, bénh dwoc phat hién sém tw
nhirng nam dau doi. Dot bién gen gay bénh chi
yéu 1a gen CYBB nam trén nhiém sac thé gidi
tinh X nén tré nam mac bénh chiém ty 1& Ién do
di truyén 1&n lién két X.

Két qua xét nghiém DHR trong nghién clru
nay cho thay chi sé kich thich SI cia méi bénh
nhan déu rat thip phan anh tinh trang bach cau
hat trung tinh gan nhu khéng dap (ng véi kich
thich d& san xuat cac gdc oxy hoat dong. Két
qua nay cling nhan thay trén cac bénh nhan
trong nghién clru twong tw ctia Kwon WK va
cobng sw (2020).° Tac gida Wang S va cong sw
(2019) cling bdo cdo trung vi ctia chi sb Sl do

4
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trén mau bénh nhan u hat man tinh 1a 1,62.8
Nhw vay, viéc ng dung xét nghiém DHR Vi
gia tri SI thép ro rét trén bénh nhan u hat man
tinh so v&i chi sé S| ciia ngudi binh thuwong la
xét nghiém co6 gia tri trong sang loc bénh u hat
man tinh." Vi sé lwgng bénh nhan tham gia vao
nghién cu con it nén chung téi chwa tinh Sl
theo phan nhém dét bién gen trén nhiém séc
thé thwong hay lién két trén nhiém sic thé gidi
tinh X. C6 |é day la van dé can tiép tuc thuc
hién nghién ctru d& khong bé sét nhivng trudng
hop Sl thap twong dbi do d6t bién gen trén
nhiém sac thé thwong nhw cac tac giad Wolach
B (2017) va Koker MY (2013) da bao cao."*?
Chi sb Sl < 3 chiém 10/13 trwéng hop tham gia
nghién ctru ctia chung t6i, nghia la khoang 80%
bénh nhan gidm chirc nang BCTT nghiém trong
(thé null), theo tac gia Vowells.™

Tét ca cac bénh nhan nghién clru cia chiing
t6i dé cé tang sb lwong bach ciu chung, tang sb
lwong va ty & ctia BCTT, day ciing la d4u hiéu
goi y hwéng dén bénh nhan gidm chlrc nang
bach cau. DAu hiéu nay ciing dwoc bao cao
trong nghién cu trwdc day tac gia Wu J nam
2017." Sé lwong va ty 1é bach cau lympho va
dwdi nhém nhw té bao TCD4, TCD8 da sb tang,
khac voi mot sd bénh ly suy gidm mién dich
dong lympho khac. Trong nghién ctru nay, chi
c6 1 trwong hop sb lwong té bao lympho TCD4
thap c6 thé lién quan dén nhiém C. Violaceum.
Tac gia Noh LM va cdng sw (2021) da quan sat
thay tat ca trwdng hop nhiém vi khuan nay déu
c6 giam té bao TCD4."

DPéi véi dong héng cau, hau hét cac bénh
nhan déu co thiéu mau hdng cau nhé nhuwoc
sac voi dac diém sé lwong hdng ciu gan nhw
khéng gidm, nhwng gidm huyét séc tb va thé
tich trung binh héng cau. Day ciing la mot diém
goi y vé dac diém can 1am sang cta bénh nhan
u hat man tinh. Sy thay déi tiéu cau la khong
d&c hiéu, phu thudc vao tinh trang nhiém khuan
hoac phan &ng toan than khac.

TAP CHi NGHIEN CPU Y HOC

Theo nghién ctru clia chung t6i, 85% bénh
nhan tang it nhat mot loai khang thé trong mau,
trong d6 phan I&n bénh nhan tang IgG, chi co
2 trwong hop tang IgM don déc. Trong nghién
ctru cla tac gid Wu J va cong sw (2017) ciling
cho két qua 1a 88% bénh nhan u hat man tinh
c6 tdng néng dd 1gG mau.™ Ty |& bénh nhan
tang IgE th4p trong nghién clru cla ching toi
cling nhw nghién ctru cua tac gia Wang, 2019.

V. KET LUAN

Mét sb dac diém can lam sang ndi bat nhan
thay & nhém bénh nhan u hat man tinh bao gém
tang bach cau chung déac biét ting sé lwong va
ty 1&6 BCTT, tang nhe sb lwong va ty & cac té
bao lympho va dwéi nhém. Da sb bénh nhan cé
thiéu mau hdng cau nhé véi sb lwong héng cau
binh thwong. Nong dd cac khang thé dich thé
trong mau tang trong d6 chu yéu tang IgG, mot
sb trwdng hop tang két hop IgG va IgM.
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Summary
LABORATORY CHARACTERISTICS OF CHRONIC
GRANULOMATOUS DISEASE PATIENTS IN VIETNAM
NATIONAL CHILDREN’S HOSPITAL

Defects of neutrophil oxidative burst function are the rare primary immunodeficiency syndrome
that leads to Chronic Granulomatous Disease (CGD). A cross - sectional study was performed on
13 CGD patients in Vietnam National Children’s hospital from 6th, 2020 to 10th, 2021 to evaluate
the laboratory t characteristics of these patients. The result showed that the patient group's median
Stimulated Index (SI) of DHR test was 1.6. Both cell count and the ratio of neutrophils are elevated
in all patients. Lymphocyte and subtype of lymphocyte are also elevated. Almost all patients had
microcytic hypochromic anemia with low MCV and normal red blood cell count. The antibody
levels were within reference value or increased, in which almost there is an increased of IgG.

Keywords: Chronic granulomatous disease; DHR test, Neutrophil oxidative burst function,
Vietnam National Children’s Hospital.
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