SO SANH HIEU QUA CUA SAT VA SAT KET HQP VOI ERYTHROPOIETIN

TRONG PHONG NGUA THIEU MAU & TRE SO SINH NON THANG
Ho Bich Chdu — Lam Thi My — Ng6é Minh Xudn

TOM TAT

Muc dich: tré non thdng thudng bi thi€u mdu ning va can phdi truyén mdu, di€u nay giy ra
nhiéu nguy cd. Nghién cifu nay thuc hién nhiim so sdnh hiéu qué cla erythropoietin phdi hop véi sit so
vdi st don thudn trong phong ngira thi€u mau & tré non thang.

Déi tugng nghién citu: tr thing 8/2008 dén thang 5/2009, 106 tré sd sinh & khoa so sinh bénh
vién T Dii dugc phan ngiu nhién vao hai nhém: nhém st dung erythropoietin v sit va nhém chi st
dung sit.

Tiéu chudn: tré 14 ngay tudi, cAn ning lic sanh <1500g, tudi thai<33 tun.

Nhém erythropoietin + sit (53 tré): nhan erythropoietin 250"/kg/lan x 3 Ian/tudn tiém dudi da
trong t6i da 5 tudn + sit 3mg/kg/ngay udng.

Nhém sit (53 tré): udng sit 3mg/kg/ngay.

T4t ca dugc theo ddi trong 5 tuan.

K&t qua: Het va Hb cao hon c6 y nghia & nhém dugc dy phong véi erythropoietin va sit so véi
nhém chi diing sit sau ngay thit 14 clia nghién cttu v6i P=0,001, va sy khdc biét ndy cao cho d&€n cudi
thr nghiém (p<0,001). 14 tré thi€u mdu & nhém du phong vdi erythropoietin va sit so vdi 51 tré thi€u
mau khi dugc du phong vdi sit. 19 tré phai truyén mau déu thudc nhém chi udng sit.

K&t luan: két qué clia nghién citu ndy xdc dinh hiéu qud cla erythropoietin trong phong ngira
thi€u mdu & tré non thing.

ABSTRACT

Objective: premature infants: often develop significant anemia that requires blood transfusion,
this carries significant risks. This study was carried out to determine the effect of recombinant Human
erythropoietin on prevention of anemia of prematurity.

Material and Methods: From August 2008 to May 2009, 106 neonates in newborn services at
Tu Dii Hospital randomly were assigned to erythropoietin plus iron group and iron group. Inclusion
criteria were birth weight of <1500grams and gestational age <33 weeks.

Erythropoietin plus iron group: received erythropoietin 250"/kg/dose subcutaneously, three times
a week in maximum 5 weeks, plus 3mg/kg/day orally.

Iron group: received 3mg/kg/day orally.

All infants were followed in 5 weeks.

Results: Hematocrit and Hemoglobin values were significantly higher in erythropoietin plus iron
group than the iron group after the 14™ day of the study (P=0,001) and this difference was getting higher
until the end of the trial (p<0,001). 14 neonates developed anemia in erythropoietin plus iron group
versus 51 neonate in iron group. 19 neonates required transfusion, all of them were from iron group.

Conclusion: the results of this study confirm the efficacy of recombinant human erythropoietin
in prevention of anemia of prematurity



Véi sy ti€n bd clia khoa hoc k§ thuit, ngdy nay, ti 1& t& vong chu sinh & tré non thdng da gidm
ddng k&. Tuy nhién, chinh diéu nay l1am gia ting mot s6 vin dé c6 lién quan dé&n tré non thang. Mot
trong nhitng van dé d6 12 thi€u m4u ning va can phai truyén m4u nhiéu 1an

Trong ba thing d4u tién sau sinh, Hct di tir mifc cao nhit xudng mic thip nhat dudc goi 1a thi€u
mdu sinh 1y. V§i tré di thidng khde manh, sau sanh Hb # 17g/dl, va gidm xudng thdp nhit & # 12g/dl, sau
dé mitc Hb ting tir tir. Tinh trang thi€u mdu nay chi cin phuc hdi bing dinh dudng va khong cin truyén
mau. Nhung d6i véi tré non thing, tinh trang thi€u miu nay x3y ra sém hon va nhiéu hon, c6 thé
Hb<7g/dl § 6 tudn tudi. [1][2]. Nong dd Hb gidm thdp d€n mitc nhiéu tré c6 triéu chiing 1Am sang va can
phai truyén mau.

Mot trong nhitng nguyén nhin cda tinh trang thi€u mdu nay 1a do sy tao erythropoietin ndi sinh
thap. Thi€u mdu & tré non thang thudng xuat hién sau 2 tudn tudi va cao nhit § 2 thang tudi[3]. P 1a
mot tinh trang thi€u mdu ding sic ding bao va hdng cau ludi thap. Mic dit mic erythropoietin thip
nhung & tré non thdng lai c6 dd cdc t&€ bio tién hdng ciu, d6 1a co s§ gdi ¥ cho viéc st dung
erythropoietin ngoai sinh d€ lam gidm nhu cau truyén mdu & tré so sinh non thang[[3]].

1 DPOITUQGNG VA PHUONG PHAP NGHIEN CUU

Thit nghiém 14m sang ngiu nhién c6 nhém chitng trén 106 bénh nhi non thdng c6 tudi thai <33
tuan, cAn ning <1500g, dudc 14-17 ngay tudi, c6 Het = 32% va < 45%, va khong truyén méu trudc do,
dugc nhap vao khoa so sinh bénh vién Tir Dii tir thdng 8/2008 d&€n thdng 5/2009.

Tiéu chudn loai trir: Tré dang trong céc tinh trang sau:

- Di tat bAm sinh quan trong nhu cac bénh tim bam sinh tim , di tdt vé ndo, di tit than.

- Bat thudng nhiém sic thé: tam nhiém sic thé 13, 18, 21.

- Nhiém truing bao thai.

- Nhiém triing niing, bi€n chitng xuat huyét, suy da cd quan, hon mé.

- Thd mdy, cao huyét 4p.

- Bénh 1y cAn phiu thuit nhu teo tic dudng tiéu héa, thodt vi hoanh. ...

- Gia dinh khdng dong y tham gia nghién ctu.

TAt ca tré du tiéu chudn tham gia nghién citu sé dudc phan ngdu nhién thanh hai nhém:

e Nhém dy phong véi erythropoietin véi liéu 250" /kg/1an x 3 1dn/tudn liic tré dugc 14
ngay tudi va udng sit v6i liéu 3mg/kg/ngay khi tré dude 4 tuin tudi.
e Nhom du phong véi sit v6i liéu 3mg/kg/ngay khi tré dude 4 tudn tudi.

Tré sé& ngung diéu tri erythropoietin khi Het > 45% hoic khi Hb > 15g/dl va ngung diéu tri sit khi
ferritin >400 ng/ml, ting liéu khi ferritin <100 ng/ml, hoic x4c dinh cao huyé&t 4p dua vao bang huyét 4p
theo tudi § tré non thang.

> Né&u Hct > 45%, tré dugc ngung diéu tri va tinh vao ty 1& thanh cong.
> Né&u tré bi cao huyé&t 4p va phdi ngung diéu tri, s& tinh vao ty 1& that bai

Thanh cong: Tré ludn dat Het = 32% trong sudt 4 1an xét nghiém va tré khong phai truyén mau
trong thdi gian tré tham gia nghién citu (5 tuan),

Céc bién chitng thudng xdy ra & tré non thing dudc ghi nhin d€ khio sit nguy co gia ting &
nhém tré dugc du phong véi erythropoietin va sit so v6i nhém du phong vdi sit bao gdbm: ting tifu ciu,
gidm bach cau da nhin, loan san phdi, bénh 1i vong mac § tré non thang, xuit huyé&t nio, ting huyét dp,
viém rudt hoai tir.

Hct, Hb, dudc do vao cic thdi di€m trude ding thudc, sau diing thudce 14 ngay, 24 ngay, va
34-36 ngay, Ferritin, tiéu ciu, Hong ciu ludi, bach cAu da nhan trung tinh do vao thdi diém trudc ding
thudc, sau dung thudc 14 ngay, va 34-36 ngay.



2 KET QUA NGHIEN CUU

2.1 So sdnh ké&t qua bién ddi huyé&t hoc ciia hai nhém diéu tri

Bdng 1: Hct trung binh ctia 2 nhdom trong qud trinh nghién ciiu

Nhém diéu tri Hct (%) Hct (%) sau diéu tri Hct (%) sau diéu tri Hct (%) sau diéu tri
ban diu 14 ngay 21 ngay 35 ngay
Sit + Ery 40,7 (23,6) 39,29 (+5.8) 39,1 (+6,0) 35,3 (+4,7)
St 413 (24.2) 32,81(+4,4) 30,6 (+6,4) 28,5 (+3.4)

Bdng 2: Hb trung binh gita 2 nhom trong qud trinh nghién ciiu

Nhém diéu tri Hb (g/dl) Hb (g/dl) sau diéu tri Hb (g/dl) sau diéu tri Hb (g/dl) sau diéu tri
ban diu 14 ngay 24 ngay 35 ngay
St + Ery 13,8 (x1,3) 12,8 (x1,8) 12,3 (£2,0) 11,1 (x1,4)
Sit 13,9 (x1,2) 11,1 (x1,7) 9,8 (£2,1) 9,5 (x1,2)

Bdng 3: Bién thién hong cdu ludi trung binh giita 2 nhém trong nghién citu

Nhom diéu tri HCL (%) ban dau HCL (%) sau diéu tri HCL (%) sau diéu tri
14 ngay 35 ngay
Sat + Ery 1,5 (x0,7) 5,1 (x1,9) 4,2 (£1,7)
Sit 1,6 (=0,8) 2,1 (x0,9) 3,3 (£2,0)

Kh3o sit sy bi€n thién ctia Het, Hb va hdng cau 1u6i trong qué trinh diéu tri gitta 2 nhém tri liéu,
nhém phdi hop (Fe+Ery) va nhém chi diing day di Fe cho thiy: ldc bit dau trung binh Hct, Hb, hong
cAu lugi gidng nhau giita cdc nhém, sau d6 Het, Hb ¢6 xu huéng gidm dan, tuy nhién nhém chi sit dung
sit gidm thap hon hin so véi nhém tri liéu phdi hgp con lai. Hong cau 1udi ¢6 xu hudng ting din, tuy
nhién nhém chi st dung sit ting chAm hon nhiéu so v4i v6i nhém tri liéu phdi hgp con lai.

Bdng 4: Bién thién trung binh ciia Ferritin giita 2 nhém trong nghién ciiu

MNhom diéu tri Ferritin (ng/dl) Ferritin (ng/dl) Ferritin (ng./dl)
han ddu cau didu tri 14 ngdy | san didn tri 35 ngiy
54t + Ery 285,8 (%135 1) 143 0 ({9500 107 .6 {(£73,8)
54t 256, 4 (=115 2) 196,77 (=97,8) 205.,6 (=181 ,6)

2.2 So sanh ty 1& thanh cong giita hai nhém
Bdng 5: Lién quan giita sit dung 2 phdc dé va ti 1¢ thdt bai

Phuong phap Thanh cong That bai OR P tri gia
S6 ca S6 ca
Sit + Ery 39 14 1
Sit 2 51 71.04 9 P=0.01**
(14.57-641.78)
Téng so 41 65

** Jogistic regression



Nhdn xét

Nhém dudc diéu tri du phong erythropoietin va sit cé 39 ca thanh cong val4 ca that bai do Het
khong luén 232% trong sudt qud trinh diéu tri, tuy nhién nhitng tré nay vin khong phdi truyén mau.
Nhém tré dugc diéu tri du phong véi sit chi ¢é 2 ca thanh cong va 51 ca that bai, trong d6 c6 19 tré phai
truyén mau.

2.3 So sanh ty 1& bién chiing cia hai phac do

Khong c6 tdc dung phu nhu ting huyét 4p, viém rudt hay xuat huy€&t ndo dugc ghi nhan trong
su6t qué trinh nghién citu & tat cd cdc nhoém. Céc tic dung phu khic nhu gidm bach ciu da nhan, bénh 1i
vong mac va loan san phdi c6 xuat hién trong qua trinh tri liéu nhung khong khic biét cé y nghia gifta
cdc nhém tri li€u khac nhau.

3 BANLUAN

K&t qua nghién citu cho thdy nhém du phong véi erythropoietin va sit c¢é Het trung binh >32%,
va khong tré nio phdi truyén mau, hdng cAu ludi ciing ting cao ngay sau hai tuan diéu tri va ludn >4%
trong sudt thdi gian nghién citu chitng td tiy ddp tng tot , trong khi d6 nhém dudc du phong vé6i sit co
Hct trung binh cudi nghién cttu 12 28,5%, hdng ciu 1u6i cling ting kha chim, ty 1& phin trim cta hong
cAu ludi cling thap va c6 d&n 19 tré phai truyén mau do thi€u m4u nhiéu 4nh hudng dé€n ho hap va nhip
tim cda tré.

Su thay ddi cta ferritin trong nghién citu: trong nghién cttu clia chiing toi, bd sung sit bit diu la
3mg/kg/ngay tuong tu cho cd hai nhém. Tuy nhién sau d6 cé 23 tré thudc nhém diéu tri erythropoietin
va sit phdi ting liéu udng sit 1én d€n 6mg/kg/ngay do ferritin gidm <100ng/ml, trong khi d6 chi c6 4 tré
thudc nhém diu tri v6i sit phai ting liéu. Nong do ferritin trung binh gidm trong thdi gian nghién ctru 1a
50,7ng/ml & nhém chiing va 151,2 ng/ml & nhém diéu tri phdi hgp. Piéu nay cho thi'y nhu cu sit ting
cao § tré khi dugc kich thich sinh hdng cAu mot cch tich cuc.

Céc bién chitng x4y ra § tré non thing cling hoan toan khong c6é sy khdc biét giita hai nhém.
Diéu nay chiing td erythropoietin khong c6 bat ctt mot Anh hudng bt Idi ndo trén tré so sinh.

Céc két qua trong nghién cifu clia chiing tdi néi chung tuong tu vdi cdc nghién citu vé sir dung
erythropoietin cho tré non thang trén th& gi6i di dugc Cochrance[4] tdng k&t nim 2006 vé hiéu qua
phong chdng thi€u mdu ciing nhu khong ghi nhan dugc bat ky mot tdc dung phu ndo. Nhitng nghién ctu
vé str dung erythropoietin ngoai sinh cho tré non thang thudng khé so sinh vdi nhau do su khic biét vé
thi€t k& nghién citu, dic di€m lya chon bénh nhén, thdi gian va liéu lugng thudc sit dung ciing nhu vin
dé dinh dudng. Mot s& nghién citu khong c6 nhém chitng[5][6]. Tuy nhién, tit ci cdc nghién ctu déu di
dé&n k&t luan vé hiéu qui phong chong thi€u mdu cla erythropoietin d8i véi tré non thiang 1a rit kha
quan va c6 thé 4p dung dugc vao diéu tri.

4 KETLUAN

DAy 1a nghién cttu diu tién vé hiéu qua cla eryhtropoietin va sit trong phong ngira thi€u miu
& tré non thdng so v6i chi ding sit & Viét Nam, tuy nhién s6 b&énh nhan con it, thdi gian theo ddi bénh
nhan con ngin, cin nhitng nghién citu siu hon dé€ c6 thé danh gid day di va chinh x4c hon vé hiéu qua
phong ngira thi€u mau clia erythropoietin phdi hdp vdi sit.
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