ONDANSETRON Lé\M GI}:M TRUYEI\J DICH TRONG BENH
TIEU CHAY CAP TRE EM:

MOQT NGHIEN CUU POl CHUNG NGAU NHIEN
Nguyén Ngec Rang, Ton Quang Chanh, Phgm Thé My, Trwong Thi My Tién
Khoa Nhi, Bénh vién An Giang

Muc tiéu: Oi mira & tré em bi tiéu chay cap 1a yéu t chinh 1am that bai bu dich bang duong
udng. Ondansetron duoc biét 12 thuéc cam 6i an toan trong diéu tri tiéu chay cap ¢ tré em.
Muc tiéu cua nghién ctu ndy nham danh gia hiéu qua cam 6i ctia ondansetron va lam giam ti
I& bénh nhan (BN) tiéu chay cap phai b dich bang duong tinh mach (TM)

Phuong phap: Mot nghién cu ngau nhién, mu déi, c6 nhém dbi chimg duoc thuc hién tai
khoa Nhi, Bénh vién An giang. C4c tré em bi tiéu chay, tudi tir 11 thang dén 60 thang, dugc
phan bo ngau nhiém tiém TM mét liéu duy nhat ondansetron 0,2 mg/kg hoic tiém gia duoc.
Do luong két cuc chinh 12 ti 16 BN ngung 6i mira va ti 1& BN phai b dich bang dudng TM.
Két qua: Sau khi can thiép, 73% (22/30) BN trong nhém ondansetron ngung i hoan toan so
vai 23% (7/31) BN trong nhom gia dugc (RR=3,03 ;KTC 95%: 1,60-5,72). Ba muoi chin
(12/31) BN trong nhdm gia duoc can bl dich bang dudng TM so véi 10% (10/30) BN trong
nhém can thiép (RR= 2,93; KTC 95% : 1,04 — 8,30). Thai gian tiéu chay va thoi gian nam
vién khéng khac biét gitta 2 nhom.

Két luan: Ondansetron 1 thudc hiéu qua trong diéu tri cam 6i va lam giam ti 1& bu dich bang

dudng tinh mach ¢ BN bi tiéu chay cép.

Title: Ondansetron reduced the need for intravenous hydration in children with
gastroenteritis: A randomized controlled trial

Study objective: Vomiting in children with acute gastroenteritis is a major factor of failure of
oral rehydration therapy. Ondansetron has been known a safe antiemetic agents for children
with gastroenteritis. The objective of this study was to evaluate the efficacy of ondansetron
for the treatment of vomiting and then reduced the need for intravenous hydration in children
with gastroenteritis.

Methods: This double-blind, placebo-controlled, randomized trial was performed at
pediatric ward of An giang hospital. Children aged 11 months to 60 months, were
randomized to receive either a single bolus of intravenous ondansetron at a dose of 0,2 mg/kg
or placebo. The main outcome was the frequency of vomiting and the proportion of children

requiring intravenous fluid administration.
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Results: After drug administration, 22 (73%) of the 30 patients in the ondansetron group had
complete cessation of vomiting compared with 7 (23%) of the 31 patients in the placebo
group (RR=3,03 ;95% ClI: 1,60-5,72). Twelve (39%) of the 31 patients in the placebo group
requiring intravenous hydration as compared with 3 (10%) of the 30 patients in the
ondansetron group (RR= 2,93; 95% CI: 1,04 — 8,30). The duration of diarrhea and the
length of the hospital stay were not different between two groups.

Conclusion: Ondansetron was effective in reducing the emesis from gastroenteritis and in

lowering the rates of intravenous fluid administration.

MO PAU:
Theo T6 chac Y té Thé gidi, bénh tiéu chay cap 1a nguyén nhan dang hang thir hai gay tir
vong & tré em dudi 5 tudi trén toan cau . Tai Viét Nam, theo uéc tinh ¢ khoang 5300-6800
tré em tir vong hang nim vi tiéu chay cap do rotavirus

Céac hudng dan diéu tri tiéu chay cap nhe va trung binh & tré em hién nay gom bu mét nuéc
[131°1 Gj 14 trieu chung thuong
[18]

va diéu chinh rdi loan dién giai bang dung dich oresol uéng
gap trong tiéu chay cap, lam tré ngai bu dich bang duong uéng " va 1am tang ti 18 bénh
nhan phai truyén dich qua duong tinh mach 51,

Ondansetron la thudc chdng 6i thé hé mai, chat dbi khang thu thé serotonin chon loc 5-HTs,
duoc biét 1 loai thudc an toan, hiéu qua diéu tri cam 6i trong héa tri liéu ¢ tré em bi ung thu
[l Pa c6 nhiéu bang chung cdng bd hién nay ondansetron Ia thuéc chéng 6i c6 hiéu qua
trong diéu tri cAm 6i ¢ bénh nhan bi tiéu chay cap, 1am giam cac trudng hop phai truyén dich
va nhap vien .

Chung t6i tién hanh nghién ciu ndy nham danh gia hiéu qua, an toan cia ondansetron tiém
tinh mach trong cAm 6i va 1am giam ti 1 bénh nhan phai truyén dich bang duong tinh mach &

tré em bj tiéu chay cap.

PHUONG PHAP:

Thiét ké nghién ctu:

Ngau nhién, mu d6i va c6 nhdm ddi chieng

Déi tuong nghién ctu:

Cac tré em tir 11 dén 60 thang tudi, bi tiéu chay cap c6 6i mira nhap vién tai khoa Nhi Bénh
vién An giang tir thang 1 dén thang 6 nam 2013. Nghién ctru duoc duyét va chap nhan bai
Hoi ddng Khoa hoc Cong nghé va Y dic Bénh vién An giang.
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Tiéu chuan nhan vao khi BN ¢ triéu ching tiéu chay cap ( >3 lan trong vong 24 gio), phan
khong c6 dam mau, c6 mat nudce tir nhe dén trung binh. BN ¢6 6i nuéc nhiéu (> 4 1an trong 4
gio trude nhap vién), loai tru cac truong hop 6i 6 méau hoac 6i ra mat.

Tiéu chi loai trir gdm cac BN dudi 11 thang tudi, cd tién sir bénh gan hoic cac bénh khac nhu
tim bam sinh, suy giam mién dich, suy dinh dudng hoic c6 tién st di tng voi ondansetron.
CAc tré tham gia nghién ctru déu duoc sy xac nhan dong y cua cha me va ky tén vao gidy ung
thuan da soan san.

Phan bd ngau nhién va can thiép:

C& mau : V&i mac sai sot alfa 12 0,05 , luc mau 1a 0,80. Su khéc biét vé ti 1é truyén dich gitra

201 & mau can thiét cho mdi nhom 1a 31

2 nhom theo nghién ctru trude day khoang 30%
dbi tuong.

BN duoc phan bd ngau nhién bang cach ding ham RAND() trong phan mém excel, cac s6
ngau nhién nay duoc bd vao bao thu va dan kin.

BN duogc phan ngau nhién vao 2 nhém sau khi béac si diéu trj thim kham va xac nhan du diéu
kién dé thu nhan vao nghién ctu. Nhom can thiép duoc cho ondansetron (biét dugc
PREZINTON cua PT Ferron Par Pharmaceuticals, Indonesia) tiém tinh mach cham ( 2 phut)
vai lidu 0,2 mg/kg®va nhoém gia duge duge tiém TM véi nude mudi sinh 1y 0,9% véi cling
thé tich.

Sau khi du tiéu chuan nhan vao, béac si diéu tri boc phong bi da danh sb theo thir ty va dugc
chuyén dén cho 1 ctr nhan diéu dudng & phong cip ctu (khdng tham gia vao nghién ctu) dé
rat thude tiém theo ma sb trong phong bi véi ding liéu chi dinh rdi chuyén cho diéu dudng
phong tiéu chay thyuc hién. Bac si va diéu dudng truc tiép cham séc bénh nhan s& khdng biét
duoc loai thude duoc tiém.

Sau khi tiém thudc, cac ba me cho tré b dich theo duong uéng nhu thuong qui, theo hudéng
dan bu dich cua T3 chac Y t& Thé gioi Y. Dung dich oresol (thanh phan: natri citrate 2,9g;
kali clorid 1,5g: natri clorid 2,6¢ va glucose 13,5g). Cho tré uéng 0,5 ml/kg mdi 2 phut bang
mudng, ly hoic chén. Sau mdi 4 gid danh gia lai mic d6 mat nude va luong oresol uéng
duogc. Tré dugc bu du khi tré udng dugc > 40ml/kg. Trong thoi gian nay tré duoc theo ddi cac
triéu chang 6i, tiéu chay, sét, luong dich udng duoc va mic d6 mat nude. Néu tré tiép tuc 6i
nhiéu, khéng udng duoc hoic ¢ dau mit nude tang thi duoc chi dinh cho udng tiép tuc hoic
truyén tinh mach tuy theo danh gia cua béc si diéu tri. BN duoc tiép tuc nam vién va theo ddi
cac dau hiéu 6i mura, tiéu chay, diu hiéu mat nudc va tac dung bat lgi caa thude néu cé cho

dén khi bénh nhan hét tiéu chay. BN duoc xuat vién khi hét 6i va hét tidu chay (< 2 lan/ngay)
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Bién két cuc:

Bién két cuc chinh 1 ti 16 BN duoc truyén dich va ti 16 BN ngung 6i hoan toan sau 4 gio can
thiép. Oi dugc dinh nghia khi c6 su tdng xuit manh céc chit chira tir da day, khong ké cac dot
bi 0, chay nuéc dai hoic va ra thie an. Oi duge dém 1a 1 1an khi phai cach lan 6i trudc hon 2
phat.

Cac két cuc phu khac gdm sé l1an 6i trung binh sau 4, 8 va 24 gid sau can thiép, thoi gian hét
tidu chay trung binh, thoi gian nam vién.

Céc tac dung bat loi: Tt ca BN déu duoc theo dbi cac phan ung bét loi c6 thé co cua
ondansetron nhu nhirc dau, chéng mit, triéu chiing ngoai thap, di ing da. ..

Phan tich théng ke:

Cac dir liéu la bién dinh tinh dugc trinh bay bang ti 1 %, di liéu 1a bién s lién tuc c6 phan
phdi chuan dugc trinh ndy bang tri trung binh va do léch chuan, hoac trinh bay bang trung vi
va do dao dong (range) khi khéng c6 phan phdi chuan.

So sanh su khac biét gitra 2 nhém bang phép kiém chi binh phuong hodc Fischer exact cho
bién ti I¢ va phép kiém T Student cho bién sé lién tuc. Cac bién sé lién tuc khdng c6 phan
phdi chuan duoc kiém dinh bang Mann-Whitney U.

Céc dit lidu duogc trinh bay bang nguy co twong d6i (RR) va khoang tin cay 95%. Phan tich su
khéc biét 2 nhdm can thiép va ching theo kiéu hoan tat qui trinh (per protocol).  Sir dung

phan mém SPSS 16.0 va su khéc biét co y nghia théng ké khi p<0,05

KET QUA:

Trong thoi gian nghién ctiu, ¢4 62 bénh nhan du tiéu chuan dé boc tham phan bd vao 2 nhom,
tuy nhién cé 1 bénh nhan tron vién & nhém ondansetron. Con lai 61 bénh nhan, 30 BN thudc
nhém ondansetron va 31 BN thugc nhdm gia duoc, dugc dua vao phan tich theo kiéu hoan tat
qui trinh (per protocol). Tudi trung binh caa BN 1a 21,1 thang (46 léch chuan: £11,4 thang)
vai 57% (35/61) 1a nam gidi.

Pic diém co ban cua mau nghién ciu & 2 nhom duoc trinh bay trong bang 1. N6i chung
khdng c6 su khéac biét vé tudi, can nang, tan sé mach, ti 16 BN c6 sot, mic d6 mat nudc va
céc chat dién giai ( natri, kali, clorua) gitta 2 nhom. Ciing khong c¢6 su khac biét vé s lan 6i
va tiéu chay gitta 2 nhom, tuy nhién sb tré em nam & nhém ondansetron nhiéu hon so voi

nhom gia duoc.
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Bang 1. Pac diém co ban caa mau nghién ctu

Dic diém Ondansetron (N=30) Gia dugc (N=31) Giatrip
Gigi nam_ s6 ca (%) 21 (70%) 14 (45%) 0,050
Tudi_thang 18.5£9,9 235+£123 0,094
Can nang_kg 10,8+2,8 10,7+ 1,7 0,933
Mach_ lan/phat 117+ 6 113+ 8 0,063
Sot = 38°Q ‘ 19 (63%) 19 (61%) 0,869
Oi mtta_so lan 6h trudc vao 3611 35+£1,6 0,839
vién

Tiéu chay_S6 lan trong 24h 74 £37 8,3+ 3,8 0,356

truGC vao vién
Mutrc d6 mat nuoc

Nhe 26 (87%) 27 (87%) 0,960
Trung binh 4 (13%) 4 (13%)
Natri _mmol/L 13543 134 +3 0,486
Kali —-mmol/L 3,7+04 36+04 0,838
Clo -mmol/L 102 £ 4,3 101+£35 0,783

S6 1an ndn 6i trung binh, trung vi va do dao dong trong 24 gi¢ dau theo ddi dugc mo ta trong
bang 2. Vé4i phép kiém Mann-Whitney, c6 su khac biét s6 1an 6i giita 2 nhém sau 4, 8 va 24
gio sau can thiép (p=0,000) (bang 2).

Bang 2. S6 lan 6i trong 24 gio theo ddi ¢ 2 nhom

S6 lan 6i Ondansetron (N=30)  Gia dugc (N=31) Giatrip
Sau 4 gio

Trung binh +PLC 0,4+0,8 11+1,4 0,000 *
Trung vi (BDD) 0 (0-3) 1 (0-8)

Sau 8 gio

Trung binh +PLC 08+18 1,8+1,8 0,000 *
Trung vi (PDD) 0 (0-10) 1(0-10)

Sau 24 gio

Trung binh +DLC 1,84+29 3,7+2,1 0,000 *
Trung vi (BDD) 1(0-20) 3(0-11)

DLC: B9 léch chuan; DDD: d6 dao dong (range)
* phép kiém phi tham so6 Mann-Whitney U
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Ti 1& bénh nhan hét 6i mura sau 4 gid can thiép duogc mo ta trong biéu d6 1. 73% (22/30) BN ¢
nhém ondasetron hét 6i so vai 23% (7/31) BN & nhém gia dugc. Sy khac biét c6 ¥ nghia
théng ké voi nguy co tuong déi RR=3,03 (khoang tin ciy 95%: 1,60-5,72)(p=0,000)

T4%
[4 e
23%
o 20%
7% o
s EE— —5,}-4’5’".’45]1]]!—'”, -
0 lan 1-2 lan >3 lan

it et et

Biéu do 1. Ti 1é bénh nhan bi 6i vao thoi diém 4 gid sau can thigp

C6 3 BN (10%) phai truyén dich trong nhém ondansetron so véi 12 BN (39%) trong nhém
gia dugc vai RR= 2,93 (khoang tin cay 95%: 1,04 — 8,30) (p=0,009)
Thoi gian hét tiéu chay va sé ngay nam vién & 2 nhém duoc trinh bay trong bang 3.

Bang 3. Thoi gian tiéu chay va thoi gian nam vién ¢ 2 nhém

Céc bién Ondansetron (N=30) Gia dugc (N=31) Giatrip
S6 lan tiéu chay/24giod
Trung binh = BDLC 6,7t 4,5 7,3+ 4,3 0,913*
Trung vi (BPDD) 5(2-18) 6 (1-18)
Thoi gian tiéu chay(gio)
Trung binh = DLC 70 £35 65 +31 0,632*
Trung vi (BDD) 66 (24-144) 72 (24-130)
S6 ngay nam vién
Trung binh = BDLC 3,8 £1,6 3,7 £1,5 0,910*
Trung vi (BDD) 4(2-28) 41-7)

* phép kiém phi tham s6 Mann-Whitney U
DLC: B¢ léch chuan; BDD: D6 dao dong (range)

Thoi gian tiéu chay trung vi lan luot cua 2 nhom ondansetron va gia duoc 12 66 gio va 72 gio.
Thoi gian nam vién trung vi & 2 nhom déu 1 4 ngay. Khéng co su khéc biét vé théng ké giira

2 nhém.
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Téc dung bat lgi:
Khéng ghi nhan tac dung bt loi nao trén hd hip, tim mach va di ung ngoai da. C6 mot
trudng hop bi va mo hoi trong nhém tiém ondansetron duoc nghi ngd do ha dudng huyét tuy

nhién cho thtr duong huyét thi trong gigi han binh thuong.

BAN LUAN:

Trong nghién ctu nay, déi twong nghién ciru 1a tré em tir 1 d&én 5 tudi, cac tré em nay mac
tiéu chay va kém theo triéu chiang 6i mua. Ching t6i sir dung ondansetron lidu duy nhat
0,2mg /kg tiém tinh mach (TM ) va danh gia tac dung cam 6i sau 4 gio can thiép. Két qua cho
thdy ti 16 BN dwoc cam 6i vgi ondansetron ting gip 3 lan so véi nhom dung gia duoc
(RR=3,03 ;KTC 95%: 1,60-5,72). Ti I¢ BN ngung 6i nay phu hop vai cac nghién ciru 1am
sang ngau nhién ddi ching trude day ciing dung 1 lidu duy nhat tiem TM &2 Ti |g cAm 6i
khi duing thudc tiém thuong cao hon dung thube udng khi so sanh véi cac nghién cau tac gia
khac [11:16:20:22] "5\ khac biét ny c6 thé ondansetron diing dudng TM duoc hap thu nhanh va
hoan toan so véi thuéc udng. Ngoai ra khi so sanh véi nhém gia duoc, so lan 6i trung binh
vao thoi diém 4, 8 va 24 gio sau can thiép ciing giam di phan ntra (bang 2). Theo Freedman
va CS Y nghién ctru trén cac dbi tugng bi tiéu chay cap cé hodc khong kém 6i thi nhom tré
ding ondansetron vién udng c6 ti 1& cam 6i 1a 86% so véi 65% & nhom gia duoc.

Trong nghién ctu caa ching toi, sé trudng hop phai truyén dich bang duong TM trong nhom
gia duoc cao hon gap 4 lan so véi nhom duoc cho ondansetron véi RR= 2,93 (KTC 95%:
1,04 — 8,30). Két qua nay ciing twong ty nhu nghién ctu cua trude day cua Rerksuppaphol
va CS ™. Dung ondansetron uéng 3 1an mdi 8 gid ciing lam gidm hon 50% sé truong hop
phai truyén dich 1+,

Giam ti I phai truyén dich trong tiéu chay cap lam giam chi phi diéu tri, tranh duoc céc bién
ching lién quan dén truyén dich nhu viém tinh machP®va giam cdng viéc cho didu dudng.
Mot nghién ciru phan tich loi ich kinh té khi sir dung thudc chéng 6i trong diéu tri bénh tiéu
chay cap, Freedman va CS Mugc tinh s tién tiét kiem dugc mdi ndm nho giam ti 16 nhap
vién va truyén dich tai My 1a 65,6 triéu do la va tai Canada 1a 1,72 triéu, ngoai ra con giam
chi phi phai tra cho hé théng chiam soc sirc khoe.

Thoi gian tiéu chay va thoi gian nam vién khdng khac biét gita 2 nhém. Céc nghién cau
truée day cho thiy thoi gian tiéu chay kéo dai hon ¢ nhdém st dung ondansetron bang duong
udng cho 3 lidu cach nhau mai 8 gio- 7% ¢6 thé vi duing liéu cao va nhiéu 1an biang duong
udng nén 1am kéo dai thoi gian tiéu chay. Nghién ciu cia ching toi chi dung maot liéu tiém

duy nhét, trong tu c&c nghién ciru cuia cac tac gia khac " **1va nhan thiy khong c6 su khéc
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biét vé thoi gian tiéu chay ciing nhu thoi gian nam vién gitta hai nhém. Mic du thudc uéng
lam kéo dai thoi gian tiéu chay, s dung bang duong udng tién loi hon, dic biét cho cac BN
duoc diéu tri ngoai tra.

Cac nghién ctru trude day sir dung ondansetron dudng tiém hozc udng trong diéu tri cam 6i &
tré em tiéu chay 1a khé an toan va khong cé tac dung bat loi nao dang ké chi trir [am ting thoi
gian tiéu chay. Nghién ciu cua ching tdi ghi nhan ¢ mét truong hop bi va md héi sau tiém
ondansetron, tuy nhién triéu ching chi thoang qua.

Nghién ciu ndy con nhiéu han ché, truge hét 13 mic d6 danh gia d6 mat nude chua chinh
xéc, viéc bu dich oresol bang duong udng chua duoc diéu dudng theo ddi ky. Khi BN khong
udng duge thuong dugc chi dinh truyén dich thay vi b dich bang duong ubng qua sonde da
day. Panh gia thoi gian nam vién khdng chinh xéac vi BN nam vién dai ngay hon trong nhiing
ngay nghi cudi tuan va ngay 18. Tuy nhién trong nghién ciru nay, tat ca cac BN déu dugc nam
vién cho dén khi 6n dinh, vi vay viéc danh gia cac triéu chiing hét 6i, hét tiéu chay, luong
dich truyén chinh xac hon.

Két luan nghién ciu nay cho thay ondansetron tiém TM moét lan duy nhat 1a kha an toan,

giam 6i mua va giam ti 1& BN phai bu dich bang duong tinh mach.
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