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Abstract:
Azithromycin versus gatifloxacin for treatment of uncomplicated typhoid fever in
children in An giang province
To assess the efficacy of the agents for the treatment of uncomplicated typhoid fever in
children, an open randomized trial was performed at Pediatric department in An giang
general hospital between January 2004 and June 2005. A total of 136 children with
positive blood culture for S. typhi or S. paratyphi, aged 1-14 years were randomized to
receive azithromycin (20 mg/kg once daily for 7 days) or gatifloxacin (20 mg/kg orally
twice a day for 7 days). A total of 66 (95%) of the 69 patients treated with azithromycin
and 66 (98%) of the 67 patients treated with gatifloxacin were cured (P>.05). No
clinically significant side-effects were noted. The mean fever clearance time for
patients treated with azithromycin and gatifloxacin were 115+£50 and 126+48 hrs,
respectively (p>.05). More than 96% strains of Salmonella typhi in An giang province
were resistant to choramphenicol, ampiciline, cotrimoxazole, nalidixic acid. 28% of
these strains were also resistant to ciprofloxacin. Conclusion: Oral azithromycin or oral
gatifloxacin are effective and well tolerated for the treatment of uncomplicated typhoid
fever in children in An giang, a region endemic with nalidixic-acid-resistant S. typhi
infection.
Tém tat: Dé danh gia hiéu qua cua cac khang sinh diéu tri thwong han khong bién
chung ¢ tré em, mot nghién ciru ma, ng'?lu nhién dugc thuc hién tai khoa Nhi bénh vién
An giang tir thang 1/2004 —théng 6/2005. 136 tré bénh, cdy mau S. typhi hoic S.
paratyphl (), tr 1-14 tudi ngiu nhién duogc didu tri véi azithromycin (20mg/kg ubng
lidu duy nhat mdi ngay x Tngay) hodc gatifloxacin (20mg/kg chia 2 lan udng x 7ngay).
66/69 (95%) bénh nhan diéu tri azithromycin va 66/67 (98%) bénh nhan diéu tri véi
gatifloxacin dugc chita khoi. C4 2 loai thude khong xay ra tac dung phu déng ké. Thoi
gian cit s6t trung binh cia azithromycin va gatifloxacin lan luot 1a 115+50 va 126+48
gio (p>0,05). Hon 96% cac ching S. typhi & An giang dé khang véi choramphenicol,
ampiciline, cotrimoxazole, nalidixic acid. 28% cac chung nay cling dé khang voi
Clprofloxacm Két luan: Azithromycin hodc gatifloxacin uéng c6 hiéu qua va an toan
dé diéu trj thuong han khong bién chimg & tré em tai An giang noi ma ty 1¢ cac ching
vi khuan thuong han dé khang véi nalidixic acid réat cao.

Thuong han 1a mdt bénh nhidm tring toan than gy ra do vi khuan Salmonella enterica
serovar typhi. Ugc tinh mdi ndm trén thé gidi c¢6 16 triéu truong hop méc va 600 ngan
truong hop chét do bénh thuong han, hau hét xay ra & cac nudc chau A va chau Phi .
Tai Viét nam, bénh thuong han thuong gap nhiéu & cac tinh mién Nam, ti sudt m&i méc
hang nim ¢ dong bang séng Ciru Long 14 198/100.000 dan (Lin et al., 2000). Hau hét
cac ching thuong han gy bénh & chau A va mot sb ving & chau Phi déu dé khang voi
chloramphenicol, ampicilline va cotrimoxazole, vi vay fluoroquinolones la thude dugc
chon lya dé diéu tri bénh thuong han da khang ¢ cac qudc gia nay (Parry, 2004). Chinh
su st dung rong rai cac fluoroquinolones trong nhitng ndm gan day da gay ra sy bung
phat cac chung Salmonella typhi giam nhay cam véi fluoroquinolones. Tai Viét Nam,
cac chung thuong han khang véi quinolone da xuét hién tir ndm 1993 va ngay cang
tang dan (Wain et al., 1997). Hién nay, cac loai khang sinh c6 thé dung dé diéu trj cac
chung thuong han khang quinolone gdm: ceftriaxone, cefixime, aztreonam va
azithromycin. Ceftriaxone la thudc rat hiéu luc dé diéu tri bénh thuong han da khang
nhung mic tién va phai tiém tinh mach. Azithromycin (AZI) 14 loai thudc ubng, dung



nap tdt va rat hiéu qua dé diéu trj bénh thuong han khong bién chuing ¢ nguoi 1on va tré
em (Tribble et al., 1995; Butler et al., 1999; Girgis et al., 1999; Chinh et al., 2000;
Frenck et al., 2000, 2004;). Mot chon lya khac dé diéu tri cac chung S. typhi khang
quinolone la gatifloxacin (GAT), mot loai thude fluoroquinolone thé hé méi. Hién nay
chwra c¢6 bao cao nao vé str dung thude nay trong diéu tri bénh thuong han da khang, tuy
nhién theo mot bao cdo cta chuong trinh giam sat vi khudn khang thuéc SENTRY thi
GAT la thudc c6 tacdung manh nhit trén cac ching Salmonella spp. dwgc phan lap
(Gales et al., 2002).

Tir nhitng ghi nhén trén, myc tiéu ciia nghién ctru nay nham danh gia tinh hiéu qua va
an toan ciia AZI va GAT trong diéu tri throng han da khang khong bién ching & tré
em, dong thoi nhan xét vé tinh khang thudc cua cac chung thuong han duge phan lap
tai tinh An giang, Vi¢t Nam.

VAT LIEU VA PHUONG PHAP

Mau nghién ctru. Tét ca tré em dudi 14 tudi nhap vién tai khoa Nhi, bénh vién An
giang tir thang 1, 2004 dén thang 6, 2005 voi chan ddéan nghi ngo thuong han trén 1am
sang. Tiéu chuan dé chon vao 16 nghién ciru gom bénh nhan c6 nhiét d6 nach >38°5C,
c6 triéu chtng sét > 3 ngay trudc khi nhap vién kém theo >2 céc triéu ching sau: biéng
an, ludi do, tiéu chay nhe, bung truéng, gan va lach to. Cac tiéu chuén loai trir gom di
g véi thude GAT hogc thubc thugc nhom macrolides, thuong han c6 bién chimg
(viém ph01, Xuét huyet tiéu hoa, lung rudt, s6¢ hodc hon mé), khong uong dugce thudc,
c6 dung thudc khang sinh diéu tri bénh thuong han trong 5 ngay trudc d6. Chi bénh
nhan c6 cdy mau va/hodc cdy phan (+) véi S. typhi hodc S. paratyphi méi duoc phan
tich két qua.

Phwong phap tién hanh:

Chon ngiu nhién va diéu tri. Sau khi bénh nhan di du tiéu chuan dé chon lya, sé
duogc bét thim chon ngau nhién hodc gatifloxacin (TEQUIN) ciia hing Bristol-Myers-
Squibb, 10mg/kg/ngay chia 2 lan ubng trong 7 ngay, hoic azithromycin
(ZITHROMAX) dang bot ctia hing Pfizer, 20mg/kg/ngay, udng 1 lidu duy nhét trong 7
ngay. Ca 2 loai thudc duoc cung cap boi Welcome Trust.

Panh gia bénh nhan. Sau khi bénh nhan dugc chon, bac si trong nhém nghién ctru sé
hoi bénh str, tham khédm 1am sang va dién vao bd bénh an da soan san. Nhiét do & nach
va cac dau hiéu sinh t6n dugc ghi nhan mdi 6 gio. Thim kham 1dm sang mdi ngay cho
dén khi bénh nhan dugc xuat vién.

Cic xét nghiém. Ciy mau va cay phan dugc thyc hién ngay khi bénh nhan dugc chon
vao 16 nghién ctru trude khi duge cho khang sinh. Ldy 3ml mau bénh nhan cay vao
moi truong Bactec (Becton Dickinson) . Khi nghi ngho ¢6 vi khuin moc, cdy chuyén
qua moi truong thach mau. Pinh danh vi khuan thuong han bang phan tng sinh hoa va
bang khang huyét thanh Salmonella chuén.

Lam thém cac xét nghiém khac nhu dém té bao mau toan bd, cac xét nghiém men gan
(AST, ALT) va bilirubin.

Khang sinh d6 dugc thyc hién bang phuong phap khuéch tan trén thach ctiia Bauer-
Kirby, do vong trc ché va doc két qua dira theo hudng dan ciia NCCLS. Cac dia khang
sinh chloramphenicol, ampicillin, cotrmoxazol, nalidixic acid, ceftriaxone, ofloxacin va
ciproxacin do truong Dai hoc Y Dugce TP Ho6 Chi Minh cung cap.

Vao ngay 7 sau khi ngung diéu tri, cdy mau tim truc khuan thuong han, cac xét nghiém
huyét hoc, men gan. Cay phan lai duoc thyc hién vao ngay 8. Bénh nhan duoc yéu cau
tai kham va cdy phan 1 va 3 thang sau khi ngung diéu tri.

Pinh gia hiéu qua cia diéu tri. Khoi 1am sang dugc dinh nghia néu céc triéu chimg
lam sang (sot mét moi, biéng an...) giam hogc bién mat sau 7 ngay diéu tri. Khoi vi
sinh néu cay méu vao ngay 7 am tinh. That bai 1am sang néu triéu chimg bénh khong
giam hodc c6 bién ching ning nhu xuit huyét tiéu hoa, thung rudt sau 5 ngay diéu tri.



Tai phat dugc dinh nghia khi sét lai va c6 triéu ching goi ¥ bénh thuong han va ciy
mau duong tinh vé6i S. typhi hodc S. paratyphi vao thoi diém 1 thang sau khi ngung déu
tri. Ct s6t dugc dinh nghia khi nhiét do do & nach >37°5 va duy tri > 48 gio.

Phan tich s liéu. Str dung phan mém SPSS phién ban 12.0. Céac s6 liéu cua 2 nhom
diéu tri c6 phan phdi binh thudng dung phép kiém T Student. Cac s liéu phan bd bét
thuong dung phép kiém Mann-Whitney U. Su khéc biét giira 2 ti 1& dung test chinh xac

Fisher. Cac test c6 y nghia khi p <0.05.

KET QUA.

Co tat ca 215 'bénh nhan du chuan dé chon vao nhém nghién ctru. Sau khi loai bo 78
truong hop cay mau hodc phén am tinh va 1 truong hop bi di ing vi AZL, con lai 136
trrong hop cay mau hodc cay phan duong tinh véi S. typhi hoac S. paratyphl dugc phan

tich.

Dic diém trude khi diéu tri cia 136 bénh nhan thuong han véi két qua céy mau hoac

cay phan dwong tinh dugc trinh bay trong bang 1.

Bang 1. Pic diém cia 136 truong hop cdy S. typhi hodc S. paratyphi duong tinh

Thong s6 Azithromycin Gatifloxacin
S6 lwong bénh nhan 69 67
Tudi (ndm)
Dao dong 01-14 02-14
Trung binh 8.9 8.9
G161 nam 37 30
Gidi nir 32 37
S6 ngay soét trudce khi nhap vién
Dao dong 2-30 3-15
Trung binh 8.0 7.9
S6 lugng bénh nhéan voéi:
CAy mau S. typhi (+) 67 66
CAy mau S. paratyphi A (+) 2 1
CAy phén:
S. typhi 1 1
S. paratyphi A 0 0
Tri s6 xét nghiém trung binh + SD
Hematocrit (%) 34+6 34+5
Bach ciu ( x 10°/mm°) 7.7+3.0 8.3+3.1
Tiéu cau ( x 10°/mm°) 172 + 63 184 + 83
Bilirubin tryc tiép (mg/100 ml) 0.3(0.0-5.9)* 0.2 (0.0-6.0)*
Bilirubin gian tiép (mg/100ml) 0.4 (0.0-6.7)* 0.3 (0.0-4.4)*

AST (IU)
ALT (1U)

79 (18-2650)*
61 (11-734)*

48 (15-358)*
50 (10-215)*




*trung vi (d9 dao dong) ) .
bép tng di€u tri va cac chi s6 huyét hoc va sinh hoa sau 7 ngay di€u tri dugc trinh bay
trong bang 2.

Bang 2. Pép tmg diéu trj

S4 bénh nhan hodc trung binh &+ SD

Thong sb
Azithromycin Gatifloxacin
S6 lugng bénh nhan 69 67
Thét bai vi sinh gg:éy may Salmonella + 5 3
vao ngay 7 sau diéu tri)
Thét bai 1am sang 3 1
Thoi gian cat s6t (£37°5) (gio) 115 + 50° 126 + 48 2
Tai phat 0 0
Tri s6 xét nghiém vao ngay 7 + SD
Hematocrit (%) 29+ 6 31+5
Bach cau (x 10¥/mm°) 75+2.1 72+24
Tiéu cau (x 10°/mm?®) 286 + 138 254+ 119
Bilirubin tryc tiép ( mg/100 ml) 0.4 (0.0-5.9)* 0.4 (0.0-2.1)*
Bilirubin gian tiép ( mg/100 ml) 0.6 (0.0-4.0)* 0.7(0.0-5.9)*
AST (1U) 69 + 56 57 + 35
ALT (1U) 65 + 44 54 + 34

2 Sw khdc biét khéng c6 y nghia thong ké véi Student's t test (P > 0.05).

* trung vi (d9 dao dong)

Vé phan mg bat lgi ctia thude chi ¢ 1 truong hop bénh nhén bi di tng véi

azithromycin (ngra va noi mé day).

C6 4 bénh nhan khong dép tmg diéu tri trén 1am sang (3 bénh nhan ung AZI va 1 bénh
nhan uong GAT) sau khi d6i ceftriaxone tiém mach, ca 4 bénh nhan déu khoi bénh sau
do.

Khang sinh d6 duoc thyc hién ¢ 88 méu bénh pham duong tinh duoc trinh bay theo ty
1€ % dé khang trong bi¢u do 1.


http://aac.asm.org/cgi/content/full/44/2/450/T2#TF2-a#TF2-a
http://aac.asm.org/cgi/content/full/44/2/450/T2#TF2-a#TF2-a

B Khang O Nhay

10071
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Chloram Bactrim Ampi  Negram Ofloxacin Ceftriaxone Cipro

Bi¢u d0 1. Ty 1¢ dé khang cac khang sinh ctia vi khuan thuong han (%)

BAN LUAN:

Qua két qua so sanh ngiu nhién trong nghién ctru nay chung t6i nhan thiy ca 2 loai
thubc AZI va GAT déu co hiéu qua cao trong diéu tri bénh thwong han khong bién
chtng & tré em. Ti 1¢ khoi bénh 1am sang va khoi bénh vi sinh déu >95%. Khong c6
truong hop nao tai phat sau 1 thang ngung diéu tri. Ti 1¢ khoi bénh 1am sang & nhém
GAT cao hon nhom AZI (98% so vdi 95%), nhung nguoc lai ti 1€ khoi bénh vi sinh &
nhom AZI cao hon nhom GAT (97% so vi 95%), nhung su khac biét khong cé y
nghia thong ké giira 2 loai thudc trén.

Hiéu qua diéu tri bénh thuong han véi AZI ctia chtng t6i phu hop voi két qua nghién
ctru diéu tri thuong han & tré em tai Hy lap (Frenck et al., 2000, 2004) va ciing twong
duong véi cac nghién ciru trude day trong diéu tri thuong han khong bién ching &
nguoi 1on (Girgis et al., 1999; Chinh et al., 2000).

Trong nghién ctru nay, tat ca bénh nhi gan nhu déu dung nap véi AZI chi c¢6 1 truong
hop bénh nhan di tmg v&i AZI Chung t6i ghi nhan mot vai trudng hop bénh nhi ¢6 roi
loan ti€éu hdéa nhe nhung kho phén bi¢t voi triéu chung cia chinh bénh thuong han.
Thoi gian cét s6t ciia nhom duoc diéu tri voi AZI (115 + 50 gid) ciing tuong ty nhu
nghién ctru cua Frenck et al. (2000) trong diéu tri bénh thuong han ¢ tré em tai Hy lap,
tuy nhién thoi gian cit sét nay ngan hon so vai diéu tri bénh thwong han khong bién
ching ¢ ngudi 16n tai BV Cho quan trude day (135 gio [72-186]) (Chinh et al., 2000).
GAT la mot khang sinh méi, phé rong thudc nhém fluoroquinolones, kha nang dung
nap tot, co tac dung tdt trén hau hét cac vi khuan gram(+), gram(-) va ké ca cac dong
Salmonella spp. ( Fish, 2001; Gales, 2002; Almer, 2004). Cho dén nay, chua c6 nghién
ctru ndo vé diéu tri thuong han v6i GAT. Qua nghién ctru nay, chung t6i nhan thiy hiéu
qua diéu tri bénh thuong han khéng bién ching & tré em va mirc d6 dung nap cia GAT
cling twong ty nhu véi AZI. Ty 1¢ that bai 1am sang thap hon nhom AZI (1,5% so véi
4,3%), nhung su khac biét nay chua c6 y nghia théng ké. Mac du GAT la thubc méi
trong nhom fluoroquinolones va 14an dau tién duogc dung diéu tri bénh thuong han & tré
em, nhung thoi gian cét st van kéo dai (126 + 48 gid) so v6i cac trudng hop thuong
han trude day tai Viét Nam duogc diéu tri v6i ofloxacin hodc ciproxacin c6 thoi gian cit
sOt rat nhanh tir 2-3 ngay (Smith et al., 1994; Hien et al., 1995; Vinh et al., 1996). Diéu



nay ching t6 cac chung Salmonella spp. & ving ddng bang Ciru Long ngdy cang co ty
1¢ dé khang véi nalidixic acid rét cao.

Céc chung thuong han da khang thudc di xuét hién nhiéu & cac nude chiu A, chau Phi
tir nhimg nam 80 (Parry et al., 2002). Gan day & mot sé nude, mirc do dé khang véi cac
khang sinh da giam dan (Rodrlgues etal., 2003; Wafsy et al., 2002), vi v@y cac tac gia
dé nghi dung lai chloramphenicol nhu thube chon lira ddu tién dé diéu tri thwong han.
Qua nghién ctru nay, ching t6i nhan thiy cac ching vi khuan thuong han tai tinh An
giang van dé khang rat cao (>96%) v&i chloramphenicol, ampicillin va cotrimoxazole,
tuong tu cac nghién curu trude day & BV Cho Quan (Vinh, 1996). Ngoai ra, cac chung
thwong han tai Viét Nam ngay cang dé khang véi nalidixic acid gdy giam nhay cam véi
cac fluoroquinolones (Parry, 2004). Qua nghién ctru nay 98,5% cac ching thuong han
tai An giang dé khang véi nalidixic acid. Cac chung thuong han ciing d3 dé khang cao
(27,9%) v6i ciprofloxacin lam cho viéc diéu tri bénh thuong han ngay cang kho khan.
Két luan: Ca 2 loai thude azithromycin hodc gatifloxacin déu c6 hiéu qua va an tdan dé
diéu tri bénh thuong han khong bién chimg ¢ tré em dic biét ¢ nhitng ving ma céc
chung vi khuan thuong han da dé khang cao voi nalidixic acid va giam nhay cam véi
cac loai thudc quinolones cil.

* Day la cong trinh hop tac nghién ctru v6i BV Chg Quan va Dai hoc  Oxford, Anh
Quoc.
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