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DPanh gia két qua diéu tri tré nhiém trung nam mau do

Candida spp.

Results of treatment on children infected blood candidemia by Candida spp.

Ng6 Minh Xuin

Tém tat
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Muc tiéu: Danh gia két qua diéu tri tré em nhiém trung nam mau do Candida spp. Péi tuong va
phuong phap: Nghién ciru mé ta, theo déi doc két qua diéu tri 90 tré so sinh nhap vién tai Bénh vién Nhi
dong 1 ti thang 06/2014 dén thang 06/2019 dugc chdn doan nhiém ndm Candida huyét. Két qua va két
ludn: 100% nhay amphotericin B, 92,3% nhay vdi fluconazole. Thai gian tiép tuc diéu tri sau cdy mau am
tinh la 12,4 + 4,4 ngay. Thai gian diéu tri khang ndm trung binh 19,3 + 2,2 ngay. Ti Ié t& vong nhiém

Candida huyét 1a 26,7%.

Tir khéa: Tré nhé, nhiém nam huyét Candida spp.

Summary

Objective: To evaluate results of treatment on children injected blood candidemia by Candida spp.
Subject and method: A descriptive, longitudinal study of treatment results of 90 neonates admitted to
Children’s Hospital 1 from June 2014 to June 2019 diagnosed with candidiasis of blood. Result and
conclusion: Sensitivity of 100% to amphotericin B, 92.3% sensitive to fluconazole. The duration of
treatment continued after negative blood cultures was 12.4 + 4.4 days. The average duration of
antifungal treatment was 19.3 £ 2.2 days. The death rate of blood Candlidainfection was 26.7%.

Keywords: Neonate, candidemia in blood Candlida spp.

1. Dat van dé

Candida spp. la mét trong nhiing tdc nhan dang
ké gay nhiém trung & Khoa Sa sinh véi ty & 11% -
16%, dac biét déi vai tré rat nhe can thi Candida spp.
la téc nhan dung hang tha 3 gay nhiém tring so
sinh muén [9]. Mac du nhiém trung mau do nam
Candlida spp. tai cac Khoa So sinh c6 ty 1é thap hon
SO V@i cac tdc nhan vi trung gram am va gram duong
nhung ty Ié t& vong lai cao hon 25% - 60%. Ty lé
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khang thudc cling c6 nhing ghi nhan. Tuy nhién, tai
Viét Nam van chua c6 nhiéu nhing nghién cdu
nham danh gia két qua diéu tri nhiém trung ndm mau
do Candlida spp. & tré nhé. Do d6, ching t6i thuc hién
nghién ctu nay nham muc tiéu: Panh gid két qua diéu
tri tré em nhiém trung ndm mau do Candida spp.

2. Déi tugng va phuong phap
2.1. Béi tuong

GO6m 90 tré so sinh nhap vién tai Bénh vién Nhi
déng 1 tur thang 06/2014 dén thang 06/2019 dugc
chan doan nhiém trung mau do nam Candida.

Tiéu chuén lua chon
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Két qua cdy mau duaong tinh véi Candlida spp.

Bugc diéu tri bang thu6c khang nam.

Tiéu chuén loai tro

Ho so khong day du sé liéu can thu thap.

2.2. Phuong phdp

Thiét ké nghién ctiu: M6 3, theo doi doc két qua
diéu tri tré nhiém ndm mau bang thudc khang nam.

3. Két qua

3.1. Diéu tri thuéc khdng ndm

Phéi hop
Fluconazole + Amphotericin B

10,00%

Fluconazole
38,90%

Chi tiéu nghién cuu: Piéu tri khang nam, thuéc
diéu tri khang nam, thoi gian diéu tri khang nam,
trudng hgp t vong.

2.3. Phuong phap xu ly sé liéu

S6 liéu thu thap dugc nhap va xu ly trén phan
mém théng ké y sinh hoc SPSS 22.0.

Khéng diéu tri
11,10%

Amphotericin B
40,00%

Hinh 1. Ty |é s& dung thuéc khang nam

Nhén xét: Thubc diéu tri ndm st dung chli yéu trong nhém nghién ctru la amphotericin B va fluconazole.
Amphotericin B dugc stir dung don ddc trong 36 truong hgp con fluconazole trong 35 truong hgp. St dung 2
thudc trong 9 trudng hgp cé két qua cay C parapsilosis st dung fluconazole ban dau nhung khéng dap tng
diéu tri, Iam sang dién ti€n xau dugc thay bang thuéc amphotericin B.

Bang 1. D8 nhay cla Candlida spp. v6i cac thuéc khdng nam

Ndm Amphotericin B Fluconazole Flucytosine Voriconazole Itroconazole
2C‘.J_;alb/cans (n= 100% 100% 100% 100% 100%
C ilosi:

parapsilosis 100% 95,5% 100% 100% 100%
(n=45)
C. tropicalis
(n=6) 100% 100% 100% 100% 100%
C guilli di
(n gLZ) emend 100% 100% 100% 100% 100%
C pellicul
- ;_9e2 )/cu osa 100% 100% 100% 100% 100%
C glabrat
- g :) rata 100% 33,3% 100% 100% 100%
C. famat.
- _a/;):a a 100% 100% 100% 100% 100%
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C. krusei

1009
(n=2) %

50%

100% 100% 100%

Nhén xét: Hau hét Candida spp. déu nhay véi cac thuéc khang ndm amphotericin B, fluconazole,
flucytosine, voriconazole, itraconazole, tuy nhién ghi nhan tinh trang khang fluconazole ctia C. parapsilosis 2
trudng hop (4,4%), C. glabrata 2 trudng hop (66,7%), C. krusei 1 trudng hgp (50%).

Bang 2. Liéu lugng thudc khang nam

Thudc diéu tri ndm

Amphotericin B

Fluconazole

Liéu trung binh (mg/kg/ngay)

1,3+0,05

154+0,7

Nhén xét: Cé 2 thuéc diéu tri chu yéu tai Khoi chuyén sau so sinh, Bénh vién Nhi dong 1 hién tai la
amphotericin B va fluconazole. Liéu trung binh cllia amphotericin B dugc st dung la 1,3 + 0,05mg/kg/ngay,

fluconazole la 15,4 £ 0,7mg/kg/ngay.

3.2. Két qua diéu tri tré nhiém ndm huyét Candida spp.

Bang 3. Thai gian diéu tri

Dic diém Trung binh (ngay) D6 léch chuén (ngay)
Bat dau diéu tri sau cdy nam (+) 3,5 1,8
Cay kiém tra sau bat dau diéu tri ndm 5.2 2,9
Thai gian tiép tuc diéu tri sau cdy nam (-) 12,4 4,4
Ngay diéu tri 19,3 2,2

Nhén xét: Thai gian diéu tri sau cdy nam duong tinh trung binh |a 4 ngay, thai gian cay kiém tra trung
binh la 5 ngay, 12 ngay la thai gian trung binh tiép tuc diéu tri sau cdy nam am tinh, téng thoi gian diéu tri

trung binh la 19 ngay.

Bang 4. Két qué diéu tri

K&t qua S6 lugng Ty lé %
Tén thuong than cap 3/61 4,9
Tang men gan 4/54 74
Ha kali mau 5/55 9,1
Ha magie mau 3/31 9,6
T vong 24/90 26,7

Nhdn xét: Cac bién chung sau diéu tri tdn
thuong than cap, tang men gan, ha kali mau, ha
magie mau co ty lé thap trong nhém nghién clu va
sau dé phuc héi. Ty Ié ti vong trong nhom nhiém
Candlida spp. huyét cao 26,7%.

4. Ban ludn

4.1. Diéu tri thuéc khang ndm

Chdng t6i ghi nhan da phan tré trong nhém
nghién ctu déu dugc diéu tri, trong 90 trudng hop
nhiém Candida huyét c6 80 ca dugc st dung thudc
khang nam (88,9%). Nguyén nhan khéng dugc diéu
tri la do 7 trudng hop ti vong trudc khi cé két qua
cdy nam duong tinh va 3 trudng hgp xin vé. Két qua
nay cao hon so véi tac gid Duong Thi Trang Thi [3]
vdi ty lé diéu tri khang nam chi 50%.
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Thuéc dugc st dung diéu tri chd yéu la
amphotericin B va fluconazole, ty 1é s&t dung thuéc
amphotericin B (40%) cao hon so véi fluconazole
(38,9%). Amphotericin B va fluconazole dugc khuyén
cdo st dung trong diéu tri cho tré so sinh nhiém
Candlida huyét [7]. Tuy amphotericin B gay doc trén
than va ha kali mau nhung trong cac nghién cidu
amphotericin B dugc sit dung nhiéu hon, dac biét
trong trudng hop 1am sang nang hodc nhiém nam
than kinh trung uong kém theo [4]. Mac du
fluconazole c6 hiéu qua trén diéu tri nhiém Candida
huyét tuy nhién c6 1 ty Ié khang fluconazole trong
nhém C. non-albicans, do d6 fluconazole duoc
khuyén cao la 1 diéu tri thay thé amphotericin B.
Fluconazole con dugc khuyén cao st dung dé diéu
tri du phong cho tré c6 yéu t6 nguy co cao, nhung 1
s6 nghién ctu lai cho thay diéu nay lam tang ty lé
khang nhém azole cda tdc nhan Candida.

Trong nghién cdu chung téi ghi nhan 10%
truong hop st dung phéi hgp fluconazole va
amphotericin B, cac trudng hgp nay la do ban dau
phong vi sinh bao vé khoa 1am sang co6 két qua soi
nam men trong mau, nén dugc st dung fluconazole
trudc khi co két qua cdy mau chinh thic. Su thay déi
fluconazole thanh amphotericin B do két qua khang
nam dé khong nhay véi fluconazole hodc lam sang
dién tién nang, khong dap Ung diéu tri voi
fluconazole. Viéc phéi hgp nay c6 thé gay nhiéu tac
dung phu cho tré, nguy co tang bién ching déc
than, d6c gan ddc biét trén nhém tré lam sang nang.

Trong nghién ctiu chiing t6i khéng ghi nhan bat
c’ truong hgp nao khang amphotericin B & ca 2
nhém C albicans va C. non-albicans. Két qua nay
cling tuong déng vdi tac gia Duong Thién Trang Thi
ghi nhan 100% truong hgp nhiém Candida huyét
déu nhay véi amphotericin B [3].

Daéi vai thudc khang ndm fluconazole ching téi
chi ghi nhan 5 trudng hogp (5,6%) dé khang thudc.
Trong d6, 2 trudng hgp la tac nhan C parapsilosis, 2
truong hop la C glabrata va 1 trudng hop C. krusei.
Két qua nay cling tuong déng véi cac tac gia khac
ghi nhan ty & khang fluconazole thdp trong nhom
nghién ctu nhiém Candida huyét nhu Wang (1,4%),
Hung-Wei (3,3%) va Giuseppina khéng ghi nhan tinh
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trang nao dé khang [6], [8]. Nguac lai tinh trang dé
khang fluconazole trong nghién clu clia tac gia
Duaong Thién Trang Thi lai rat cao la 78,6% [3].

Trong nhém diéu tri amphotericin B ching téi
ghi nhan liéu diéu tri trung binh la 1,3 (x 0,05)
mg/kg moéi ngay. Két qua cac nghién clu vé dugc
dong va dugc luc ctia amphotericin B cho thay su
bién thién vé thai gian ban hay, su phan phéi cla
noéng dé thudc co su khac biét trong cdc nhom bénh
nhan, amphorericin B dugc khuyén cao vdi liéu diéu
tri 1 - 1,5mg/kg/ngay [5]. Tac dung phu cua
amphotricin B khong thudng gédp va it nang né déi
V@i tré so sinh so vai tré 1én. Do do6 liéu thd thuoc
(lieu test) khéng can thiét déi vai tré so sinh ma co
thé st dung ngay tu dau liéu diéu tri. Trong nghién
clfu cla tac gia Duong Tan Hai [1] 54,54% trudng
hop c6 st dung liéu tha thude (0,1 - 0,25mg/kg)
nhung nhanh chéng dat dén liéu diéu tri trong vong
24 gid vdi ty 1é 81% va 45,46% truong hgp st dung
liéu diéu tri (0,5 - Tmg/kg/ngay) ngay ti ban dau.

Trong nhém diéu tri fluconazole ching t6i ghi
nhan liéu trung binh dugc st dung la 12,2 (=
1,3)mg/kg/ngay. Liéu khuyén cao cda fluconazole
trong diéu tri d6i véi tré 16n la 4,5 - 6mg/kg/ngay con
déi vai tré so sinh can liéu 12mg/kg/ngay [10]. C6 su
khac biét vé dugc déng gilia tré so sinh va tré I6n hon,
do do6 dé dat liéu diéu tri nhu tré I3n, tré so sinh can
dung liéu nap ban dau I6n gap d6i liéu duy tri. Cac tac
gid khuyén cdo si dung liéu nap ban dau la
25mg/kg/ngay dé dat néng dé diéu tri 6n dinh sém
hon so véi diéu tri thong thudng. Trong nghién clu
ching téi nhan thay co6 15 trudng hap (42,9%) co
st dung liéu nap ban dau la 25mg/kg/ngay, sau
do liéu duy tri la 12mg/kg/ngay, khoang cach liéu
duy tri la 24 gio.

4.2. Két qua diéu tri

Ddc diém thoi gian diéu tri: Théi gian bat dau
diéu tri sau cdy nam duong tinh trung binh la 3,5 +
1,8 ngay. K&t qua nay sém han so vadi két qua cla
Duong Tan Hai la 5,95 + 2,45 ngay va Duang Thién
Trang Thi la 7,4 £ 4,3 ngay [1], [3]. Th&i gian trung
binh cé két qua cay ndm dinh danh tac nhan tra vé
khoa lam sang la 5 dén 6 ngay tuy nhién sau khi cé
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két qua soi nam men duong tinh trong mau sé dugc
Khoa Vi sinh bao qua dién thoai, ké ca gid truc, sau
do méi tiép tuc dem G va dinh danh tac nhan. Do do,
dua trén dién tién bénh, yéu t6 nguy co va két qua
soi ndm men giup bac si lam sang quyét dinh diéu
tri khang ndm sém. Cac huéng dan hién nay viéc
diéu tri s6m khang ndm ngay khi mau mau dau tién
duaong tinh, khéng nhat thiét chd két qua cdy nam
lan 2 duang tinh.

Thai gian cdy mau kiém tra sau khi bat dau diéu
tri khang nam trung binh la 5,2 + 2,9 ngay. Tac gia
Duong Tan Hai [1] ciing cho két qua tuong tu vGi
4,62 + 4,01 ngay. Thai gian cdy mau kiém tra ti sau
khi bat dau diéu tri khang nam dugc khuyén cdo la 5
dén 6 ngay vi néu két qua cay mau duong tinh véi
cung 1 loai Candlida kéo dai trén 5 ngay dugc dinh
nghia la nhiém Candida huyét kéo dai. Diéu nay
gilp danh gia tac dung thuéc khang nam déng thoi
anh hudng dén thai gian st dung khang nam tiép
tuc sau d6. Trong nghién ctu ching t6i ghi nhan 5
truong hgp nhiém Candida huyét kéo dai, tat ca déu
dugc d6i sang thuéc amphotericin B dé diéu tri
khang nam.

Thai gian tiép tuc diéu tri sau cdy ndm am tinh
trong nghién ctu ching toi la 12,4 + 4,4 ngay. Két
qua nay ngan hon so véi nghién ctu cla tac gia
Duong Tan Hai la 18,55 + 6,14 ngay [1]. Diéu nay co
thé giai thich mac du két qua cdy nam da am tinh
nhung cac xét nghiém nhiém trung khac cai thién
cham nén cac tré trong nhém nghién clu cla tac
gia Duong Tan Hai van dugc tiép tuc st dung thuéc
khang nam. Theo khuyén cao vé thaoi gian st dung
thuéc khang nam trung binh 1a 14 ngay sau khi két
quad cdy ndm am tinh. Tuy nhién cling can kiém soat
tinh trang nhiém trung do cac tac nhan khac bén
canh diéu tri khang ndm vi c6 thé anh hudng dén
két qua xét nghiém nhiém trung khac.

Ngay diéu tri dugc ghi nhan trung binh 19,3 (+
4,2) ngay trong nghién ctiu cia ching t6i. Két qua
nay tuong déng véi tac gid Nguyén Thi Diéu Huyén
19,28 + 7,6 ngay va tac gia Duong Tan Hai 23,11 +
4,17 ngay [1], [2]. Biéu nay phu hgp vai thai gian cay
mau kiém tra sau khi bat dau diéu tri khang nam va
ti€p tuc diéu tri 14 ngay sau cay nam am tinh. Trong

nghién clu c6 7 trudng hgp dugc tiép tuc diéu tri
dén 21 ngay sau cdy nam am tinh trong d6 c6 5
truong hgp nhiém trung nang kém theo viém mang
ndao nhung khoéng phan lap dugc tdc nhan nam
trong dich néo tuy.

Tac dung phu khi s&t dung thudc khang nam
trong nhom diéu tri ghi nhan 4,9% t6n thuong than
cap, 6,6% trudng hgp tang men gan, 9,1% ha kali
mau va 9,6% ha magie mau. Cac tdc dung phu cla
thudc dugc ghi nhan trong vong 7 ngay diéu tri
thu6c khang nam. Tinh trang tang men gan cling
dugc ghi nhan trong nghién ctru clia tac gia Nguyén
Thi Diéu Huyén va Duang Tan Hai lan lugt la 15,4%
va 9,52% [1], [2]. So sanh bién chiing tén thuong
than cap két qua cla ching téi thap hon so véi tac
gia Diéu Huyén (7,7%) va Trang Thi (17,9%), tac gia
Duang Tan Hai khong ghi nhéan trudng hgp nao ton
thuong than cdp trén nhom tré so sinh. Vé ha kali
mau ghi nhan trong 10,3% trudng hgp trong nghién
cfu ctia Nguyén Thi Diéu Huyén, con tac gia Duong
Tan Hai chi ghi nhan 1 trudng hop ha kali mau nhe sau
do6 dugc diéu chinh. Nhu vay, c6 thé thay tac dung phu
cla thuéc khang nam dac biét amphotericin B bao
gbm doc than, doc gan, réi loan dién giai tuy nhién doi
V@i tré so sinh thuéc dugc dung nap tét va it gay tac
dung phu han so véi tré 16n.

Vé két cuc diéu tri, ching t6i ghi nhan 24 trudng
hap (26,7%) ti vong trong nhém nghién clu. Két
qua nay phu hgp véi cac y van thé gidi ghi nhan ty lé
t& vong cao do nhiém Candlida huyét la 20 - 34%, c6
thé tang lén dén 76%. Con tai Bénh vién Nhi déng 1
va 2, tac gid Nguyén Thi Diéu Huyén la 46,2% va
Duong Thi Trang Thi la 73,8% tai Khoa Hai stic, con
Khoa So sinh Nhi dong 2 la 27,2% theo tac gia
Duong Tan Hai [1], [2], [3]. Su khac biét vé ty 1é t
vong c6 thé do d8i tugng nghién ctiu, bénh li nén va
thoi gian diéu tri khang nam. Candida la tac nhan
thudng gap dung tha 3 gay nhiém tring so sinh
muon véi ty |é ti vong cao, do doé viéc diéu tri khang
nam sé&m la rat can thiét gidp tang ty lé song con.

5. K&t luan

100% nhay amphotericin B, 92,3% nhay vdi
fluconazole.

37



JOURNAL OF 108 - CLINICAL MEDICINE AND PHARMACY Vol.15 - N°3/2020

Thai gian tiép tuc diéu tri sau cdy mau am tinh Ty lé t& vong nhiém trung mau do Candida la
la 12,4 £ 4,4 ngay. 26,7%.

Thoi gian diéu tri khang ndm trung binh 19,3 +
2,2 ngay.

Tai liéu tham khao
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