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Tom tat:

Bénh S thalassemia la bénh 1y thiéu mau di truyén thuwong gap nhat tgi Viét nam.
Truyén mau va thdi sat lién tuc la phwong phdp diéu tri chi yéu hién nay. Muc dich cia
nghién cizu ndy nham danh gid hiéu qua cua viéc thai sat véi md hinh 3-4 lan/tuan ¢ bénh nhi
mac thalassemia. Thiét ké nghién ciu: doan hé twong lai mét nhom. Pja diém: khoa Nhi
Bénh vién An giang. DPéi tweng: 17 bénh nhi (12 nam, 5 niz) tudi trung binh: 9.4 + 2.6, thoi
gian diéu tri trung binh 8.7 £ 1.9 thang, thoi gian nghién ciru tir thang 8/2008 dén thang
8/2009. Phuwong phdp nghién ciru: Thai sat bang Deferoxamin lieu 25-35mg/kg truyén dudi
da trong 10 gio/ngay, 3-4 lan/tuan két hop véi truyén mau khi hemoglobin< 9gm/dl. Két qud:
Liwrong ferritin huyét thanh giam dan sau méi 2 thang diéu tri: 4693+3326, 4308+2745,
3978+2609 va 3749+2261 ng/ml (F=4.94; p=0.018). Men gan truéc va sau diéu tri lan lrot
& AST: 77120 va 56+26 UI/L ( p=0.013); ALT 83+23 va 56£31UI/L (p=0.009). Nhdm bénh
nhi tuan thu diéu tri ¢6 heong ferritin huyét thanh giam nhiéu hon (1773+SE:603) so Vii
nhom khdng tuan thi (206+SE:271). Két lugn: M6 hinh thdi sat bang Deferoxamin 3-4

lan/tuan c6 hiéu qua dé diéu tri thalassemia dong thoi gitp bénh nhi dé tuan thu véi diéu tri.

Abstract:

p thalassemia is the most common hereditary disease causing anemia in Vietnam.The
mainstay of supportive care for the anemic patient with g thalassemia is blood transfusion
and the use of chelation. The aim of this study is to assess the therapeutic modalities of
chelation with 3-4 times a week in pediatric patients with £ thalassemia.

Study design: prospective cohort

Setting: Pediatric ward of An giang general hospital

Subjects: 17 patients (male 12, female 5), mean age: 9.4 + 2.6 years old, mean time of
therapy: 8.7 £ 1.9 months (from August 08 to August 09)

Chelation with deferoxamine 25-35mg/kg subcutaneous perfusion continuously within
10hrs/day, 3-4 times/week combined with blood transfusion as hemoglobin drops to below
9gm/dl.

Results: Serum ferritin level gradually decreased after 2-month intervals: 4693+3326,
4308+2745, 3978+2609 and 3749+2261 ng/ml (F=4.94; p=0.018). Transaminase level (AST)
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before and after treatment was 77+20 and 5626 UI/L ( p=0.013) respectively and ALT was
83+23 and 56+31UI/L (p=0.009) respectively. Ferritinemia was more pronounced decrease
in patient group with adherence well to therapy (1773£SE:603ng/ml vs. 206+SE:271ng/ml).
Conclusion: The therapeutic modalities of chelation with deferoxamine 3-4 times per week is
not only effective in treatment but also help the patients with f thalassemia adherent well to

therapy.

DAT VAN DE: q
O Viét Nam ti 1€ nguoi mang gen 3 thalassemia thay doi tir 1,5%-25% tuy theo chung

toc. [1]. Mdi nim tai BV Nhi dong 1 TP H6 Chi Minh ¢6 khoang 800-1000 bénh nhi dén
kham va diéu tri [2]. Theo théng ké cua Bénh vién An giang, s6 bénh nhi dén kham va diéu tri
thalassemia ¢ khoa Nhi khoang 200 Iugt/nam [3].

Cho dén hién nay diéu tri cha yéu bénh B thalassemia van la truyén mau va thai sat.
Thai sit som gilp giam & dong sit & tim, gan va cac co quan khac gip cai thién chirc ning
tim, phong ngira xo gan va ting tudi tho cua bénh nhi mic p thalassemia [4,5,6].

Deferoxamine la thudc thai sit kinh dién, it tic dung phu nhung su tuan tha diéu tri
khé khan vi phai truyén duéi da tir 10-12 gio mdi dém, 5-7 1an mdi tuan hoac t6i thiéu la 250
lan truyén mdi nam [4].

Muc dich ctia nghién ctru ndy nham danh gia hiéu qua viéc thai sat bang deferoxamine
v6i phac @6 3 1an mdi tuan trén bénh nhi mac B thalassemia dang diéu tri tai khoa Nhi Bénh

vién An giang.

POI TUONG VA PHUONG PHAP NGHIEN CUU:

Déi tugng: gom cac bénh nhi mac f thalassemia dugc chan doan bang dién di hemoglobin va
c6 lugng ferritin mau > 1000 ng/ml, tudi tir 3-14 diéu trj tai khoa Nhi bénh vién An giang.
Thiét ké nghién ciru: doan hé tuong lai mot nhém

Céch tién hanh: CAc bénh nhi dugc thim kham tong quat gom cén, do chiéu cao va ghi nhan
cac dau hiéu 1am sang: da xam, thiéu mau, gan lach to, tim phdi, thi giac, thinh giac, xuwong
khép. Lam céc xét nghiém té bao va cong thire méu, hemoglobin méau, men gan (AST, ALT),
chirc nang than (Urea, creatinin), lugng ferritin huyét thanh

Phac d6 diéu tri: Bénh nhi duoc truyén dudi da Deferoxamine (DESFERAL) 15-25mg/kg, 3
lan vao tha 6, 7 va chu nhat méi tuan, mdi lan truyén dudi da trong 10 gio. Két hop voi truyén
mau khi bénh nh&n cé hemoglobin< 9g/dL.

Theo ddi cac tai bién do thudc: phan wng toan than, phan tng tai ché tiém. Dinh ky mdi 2
thang thir lai ferritin mau va men gan. Kham dinh ky phét hién cac bién chang do
deferoxamine nhu giam thi lyc, thinh lyc hoac giam tang truong.
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Tuan thu diéu tri duoc dinh nghia khi tré bénh duogc thai sit > 3 lan/tuan

Xir ly théng ké: Dang phan mém SPSS 13.0 dé xu ly théng ké. Dung phép kiém T Student dé
so sanh 2 trung binh, cac bién khéng c6 phan phéi chuan (AST, ALT, ferritin mau) duoc
chuyén thanh log trudc khi thuc hién phép kiém T hoac dung phép kiém phi tham s6 Mann
Whitney. Dung phén tich ANOVA cho thi nghiém tai do luong (repeated measures) trong mé
hinh hdi qui tuyén tinh tong quat, ding hiéu chinh Greenhouse-Geisser néu phuong sai va
hiép bién khong dong nhat (Mauchly’s test of sphericity<0.7) dé kiém dinh su giam ferritin
theo thoi gian diéu tri. Céc test thong ké cd y nghia khi p<0,05.

KET QUA:

Téng cong ¢6 17 bénh nhi gdm 12 nam 5 nix, tudi trung binh 9.4 £2.6 tudi (nho nhit 4;
I6n nhat 13 tudi), Can ning trung binh: 21,9456 kg (nhe nhat: 13kg; nang nhat: 38,5kg) va
chiéu cao trung binh 12113 cm (thap nhit: 90cm; cao nhat 130cm). Thoi gian diéu tri trung
binh: 6,8 £1.9 thang (ngan nhat:3.3; dai nhat:10 thang) Cac dic diém 1am sang va xét nghiém
ctia mau nghién ctru duoc trinh bay trong bang 1.

Bang 1. Pic diém chung ciia miu nghién ciu.

Lam sang va Xét nghiém Gia tri
Gan to 15 (88%)
Léach to

P4 cit lach 3 (17%)

bg 1-2 6 (35%)

bg 3-4 8 (47%)
S6 bach cau /mm?® 8057+4057 (9320-23000)
S6 BC da nhan trung tinh 3934+1930 (1314-9890)
Urea (umol/L) 4,0£1,5 (1,8-7,3)
Creatinine (mmol/L) 59,1+22,9 (26,0-94,0)
AST (UI/L) 80 £25 (27-120)
ALT (UI/L) 83 +28 (18-119)
Hemoglobin (mg/dl) 6,8 £1,9 (3.3-10.0)
Ferritine (ng/ml) 4693 * 3326 (1346-12869)

* C4c s6 liéu trong ngoac don 12 ti 1& % hoac tri s6 nho nhat va I6n nhat caa mai thong sé

Nong d¢ ferritin huyét thanh trung binh cua 17 bénh nhan tai thoi diém 0, 2, 4 va 6 thang
dugc trinh bay ¢ biéu do 1.
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Biéu dd 1. Nong d9 ferritin huyét thanh (ng/ml) tai 4 thoi diém (0,2 ,4 va 6 thang)
Nhan xét: Nong d¢ ferritin huyét thanh giam dan sau mdi 2 thang véi F=4,944 va p=0.018.
So sanh giira lugng ferritin sau 6 thang giira nhom tuan tha va khong tuan tuan thu diéu tri

duoc trinh bay trong biéu db 2.
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Biéu dd 2. Lwgng feritin tai 4 thoi diém (0, 2, 4 va 6 thang) ciia 2 nhom

Ghi chu: Nhom tuén thu (duwong ¢ trén); nhoém khodng tudn thi (dwong o dudi)
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Nhém tuan thu diéu tri (n=8) c¢6 luong ferritin trung binh cao hon (6196+ 3979ng/ml) luc khoi
dau diéu tri so véi nhom khdng tuan tha (n=9) (33574 2001ng/ml). Sau 6 thang diéu tri lwong
ferritin huyét thanh nhém tuan thi giam nhiéu hon so véi nhém khong tuan thia diéu tri,
nhung su khéc biét chwa c6 nghia théng ké (p=0,140)

Tai bién diéu tri: Khong co truong hop nao bi tai bién diéu tri toan than, chi cé 3 trudng hop
c6 phan ng viém nhe tai chd tiém.

Kham mét: c6 1 em bi hoang diém sam mau véi thi lec 9/10. Kham tai: c6 1 em bi giam thinh
lyc do giam tiép nhan (d6 1). Ca 17 em déu c6 chirc ning than binh thuong. C6 6/17 (35,3%)

¢6 chiéu cao thip hon va 5/17 (29,4%) ¢ can nang thap so véi tudi..

Tri s6 men gan AST, ALT trudc va sau diéu tri duoc trinh bay trong biéu db 3 va 4.
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Biéu do 3. Tri s6 AST (UI/L) truée va sau diéu tri (p=0,03)
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Biéu dd 4. Tri s6 ALT (UI/L) trwéc va sau diéu tri (p=0,03)
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BAN LUAN:

Viét nam & mot trong nhitng nudc ¢6 ti 1€ mang gen pB-thalassemia kha cao [1], nhung
ching ta chwa c6 con sé thong k& cu thé vé s bénh nhi mic pthalassemia c6 biéu hién 1am
sang thiéu mau, ting ferritin mau can duoc chita tri. Tai Bénh vién An giang nhiéu nim truéc
day Van tiép nhan diéu tri bénh nhi p thalassemia nhung chu yéu chi truyén mau, khéng cé cac
thudc thai sit, nén hiéu qua diéu tri kém. Trong nhirg nam gan ddy nho c6 day du trang bi
nhu may tiém truyén va thudc thai sit Desferal (cung cip boi Bao hiém Y té) vi vay s bénh
nhi dugc diéu tri bang deferoxamine tang dan. Tuy nhién viéc tuan tha diéu tri kho khan vi
bénh nhi phai truyén dudi da lién tuc 10 gio/ngay trong 5 ngay/1 tuan lam anh huong sinh
hoat binh thudng va viéc hoc hanh cua tré. Vi vay, ching toi 4p dung mé hinh diéu tri 3 lan/
tuan trong nhiing ngay tré nghi hoc (thu 6, thir 7,chii nhat) va thir danh gia hiéu qua caa viéc
thai sit va sy hoi phuc chirc ning ciia cc co quan. Két qua cho thiy lwong ferritin giam dan
sau mdi 2 thang va sau thoi gian diéu tri (6,8 £1.9 thang) lwong ferritin giam khoang 30 % so
véi lugng ferritin trude khi didu tri (tir 4693 + 3326 xudng con 3749 + 2261 ng/ml). Theo
téng hop nhiéu cong trinh nghién ciru cua tac gia Mourad va cong su (2003) dung Desferal ¢6
hoic khong c6 két hop thudc thai sat duong udng thi luong ferritin mau giam khoang 30-40%
SO Vi tri ban dau sau 6-12 thang diéu tri. Cu thé nhém chi truyén Desferal sau 12 thang diéu
tri, luong ferritin giam tir 55064635 ng/ml xudng con 3998+604 ng/ml. Muc giam ferritin cua
nghién ctu ching tdi cling twong ty v&i mic giam nay.

Nghién ctru nay con nhiéu han ché vi ching toi khong du diéu kién dé theo ddi su hoi
phuc cua chirc ning tim, ciing khong do dugc lwong sit trong gan qua sinh thiét, tuy nhién
theo ddi lrgng men gan dinh ky chung t6i thiy sau 6 thang diéu tri lugng men gan (AST,
ALT) tro vé gan muc binh thuong (AST= 56+26; ALT: 56+31 UI/L) c6 thé do lwong sit tich
tu trong gan da duogc cai thién.

So sénh vgi nhom tuén thu va khong tuan thi (diéu tri khdng lién tuc hoic khong du 3
lan/tuan), mac du lugng ferritin nhdm khong tuan thu giam rat it sau 6 thang diéu tri so voi
nhém tuan tha, tuy nhién nhém khdng tuan thu cé lugng ferritin trung binh trudc diéu tri thap.
Luong ferritin mau & nhém tuan tha giam nhiéu hon so v6i nhém khéng tuan thii nhung su
khéc biét nay chwa c6 ¥ nghia thong ké (p=0,14).

Chuang tdi khdng trinh bay chi tiét luwong méu can truyén mdi thang cho méi bénh nhan
trong nghién ciru nay, nhung c6 nhan xét chung lwgng mau can truyén giam dan sau 6 thang
diéu tri nhd hiéu qua cua viéc thai sat.

Céc bénh nhi déu dung nap t6t v6i Desferal chua thiy cac tai bién xay ra chi c6 3
truomg hop ¢ phan tng viém nhe tai cho tiém, ¢6 1 truong hop giam thinh lec nhe ma ching

t6i chua xac dinh dugc 14 do tac dung phu cua deferoxamine hoac tré da bi giam thinh giéc
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trude khi didu tri; ¢6 1 truong hop giam thi lyc 9/10 ¢ thé do tich tu chat sit & hoang diém
hon 14 do tac dung phu cla deferoxamine. C6 6/17 (35,3%) em c6 chiéu cao thap so véi tudi
va 5/17 (29,4%) c6 can nang thap so véi tudi [8], ndi chung ti 1¢ nay khong cao hon nhiéu so
v6i mic suy dinh dudng trong cong dong.

Tom lai, véi thoi gian didu tri trung binh 6,8+1.9 thang cho 17 bénh nhi mic B
thalassemia véi mot mé hinh diéu tri thai sat 3 1an mdi tuan, gidp cac em dé& tuan thu diéu tri,
giam dang ké luong ferritin mau va ciing d& c6 hiéu qua budc dau cai thién tinh trang stc

khoe va nang cao chét luong cudc sdng cho cac em.

TAI LIEU THAM KHAO:

1. Svasti ML, Hieu TM, Munkongdee T, Winichagoon P, Van Be T, Van Binh T, Fucharoen
S. Molecular analysis of beta-thalassemia in South Vietnam. Am J Hematol. 2002
Oct;71(2):85-8.

2. LAm Thi My. 2009. Website BV Nhi Dong I: http://www.nhidong.org.vn/ Default.aspx

3. Thong ké hang nam tinh hinh bénh tat va tir vong cua Bénh vién An giang.

4. Rund D. and Rachmilewitz E.2000. New trends in the treatment of b-thalassemia. Critical
Rewiews in Oncology:Hematology 33 (2000) 105-118

5.0livieri NF, Brittenham GM. Iron-chelating therapy and the treatment of thalassemia. Blood.
1997 Feb 1;89(3):739-61.

6. Mourad FH, Hoffbrand AV, Sheikh-Taha M, Koussa S, Khoriaty Al, Taher A. Comparison
between desferrioxamine and combined therapy with desferrioxamine and deferiprone in iron
overloaded thalassaemia patients. Br J Haematol. 2003 Apr;121(1):187-9.

7. Daar S, Pathare AV. Combined therapy with desferrioxamine and deferiprone in beta
thalassemia major patients with transfusional iron overload. Ann Hematol. 2006
May;85(5):315-9.

8. Hang s6 sinh hoc ngudi Viét nam thap ky 90. Bo Y & Viét nam, 2002.

34



