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Tom tét

Muc tiéu: Khdo sat dac diém vi ndm gay bénh, danh gia su phu hop clia thudc khang nam va xac
dinh két qua diéu tri nhiém nam xam lan tai Bénh vién Nhi Déng 2. Béi tugng va phuong phdp: Nghién
clru cat ngang mé ta trén 239 hé so bénh an ctia bénh nhan st dung thuéc khang nam trong diéu tri nhiém
nam xam lan tir 01/01/2022 dén 30/09/2022. Tinh phu hgp cla viéc st dung thudc khang nam dugc xéac
dinh dua trén “Hudng dan chan doan va diéu tri nhiém ndm xam 1an” cGa BO Y t&€ nam 2021. Két qua:
Candida albicans, Candida tropicalis va Candida parapsilosis chiém ty lé lan lugt la 41,6%, 21,8% va 19,8%.
Aspergillus chi chiém ty 1& nho la 2,0%. Ty 1é st dung thudc khang ndm phu hop la 94,1%. Ty lé t vong
chung la 13,4%. Két ludn: Nghién ctiu da cung cap cac dit liéu chung vé dac diém nhiém nam va st dung
thudc diéu tri nhiém ndm xam |an trén tré em, tir d6 gép phan vao viéc xay dung phac doé diéu tri cu thé
cho déi tugng bénh nhan nay.

Ttrkhéa: Nhiém nam xam lan, nhiém Candida mau, tré em.

Summary

Introduction: This study aims to investigate the characteristics of pathogenic fungi, to evaluate the
appropriateness of antifungal therapies, and to identify treatment outcomes at Children's Hospital 2.
Subject and method: A retrospective descriptive cross-sectional study was conducted based on analysis
of 239 medical records of patients who have been prescribed with antifungal therapy for invasive fungal
infections from 01/01/2022 to 30/9/2022. The appropriateness of antifungal agent was assessed based
on the "Guidelines for Diagnosis and Treatment of Invasive Fungal Infections" issued by the Ministry of
Health in 2021. Result: Candida albicans, Candida tropicalis, and Candida parapsilosis represented 41.6%,
21.8%, and 19.8%, respectively. The prevalence of Aspergillus specimens isolated was 2.0%. The overall
appropriate use of antifungal medications was 94.1%. The rate of mortality observed was 13.4%.
Conclusion: The study provided an overview on characteristics of invasive fungal infections and
treatment in pediatric patients, which could contribute in establishing a specific treatment guideline for
this population.

Keywords: Invasive fungal infections, Candidemia, pediatric.
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1. DAT VAN BE

Nhiém nam xam lan la bénh nhiém trung co héi,
dac biét trén cac BN suy giam mién dich va cling la
moét trong nhiing nguyén nhan hang dau gay ti
vong & tré so sinh, ddc biét la tré sinh non va nhe
can. Nghién cuu tai Trung tam So sinh ctia Bénh vién
Nhi Trung uong cho thay ty lé t& vong do nhiém
nam Candida xam 1an la 26,7%'. Trén d6i tugng tré
em, nghién cttu vé nhiém nam xam lan con kha han
ché. Tai Bénh vién Nhi Déng 2, tinh hinh nhiém nam
va tiéu thu thudc khang nam tir dau nam 2022 c6 xu
huédng gia tang theo thagi gian. Tuy nhién, trong
nhirng nam gan day bénh vién chua c6 nghién ciu
day du vé khao sat nhiém nam xam lan, véi mong
muon cap nhat cac hudng dan cho thuc hanh lam
sang va cung cap thém théng tin cho béac si, dugc si
dé chan doan, diéu tri va du phong sém cac trudng
hgp nhiém nam xam lan, ching téi tién hanh nghién
ctu “Khao sat viéc st dung thudc trong diéu tri
nhiém nam xam lan tai Bénh vién Nhi Bong 2" vai
muc tiéu: Khdo sdt ddc diém vi ndm gdy bénh, ddnh
gid su pht hop cla thuéc khdng ndm va xdc dinh két
qua diéu tri nhiém ndm xam ldn.

1. poI TUONG VA PHUONG PHAP

2.1. Béi tuong

Déi tugng nghién ctu: Bénh nhan (BN) diéu tri noi
trd tai Bénh vién Nhi Déng 2 ti thang 01/2022 dén
09/2022.

Tiéu chudn chon méu: BN dugc chi dinh thudc
khdang nam toan than (bao gobm diéu tri du phong,
kinh nghiém va dac hiéu).

Tiéu chudn loai tre: BN dugc chan doan va diéu
tri thuéc khang nam trudc khi nhap virrjn hodc ¢6
cac chan doan nhiém nadm khéng phai la nhiém nam
xam 1an bao gém: Nhiém nam da, niém mac, hau
hong, thuc quan, am dao, u nam do Aspergillus spp.

2.2. Phuong phdp

Thiét ké nghién cuu: Cat ngang mo ta, héi clu
trén hé so bénh an (HSBA) cia BN.

C& mau: Coéng thic tinh ¢6 mau: n = Z%p(1-p)/d’,
V6iZ=1,96vad=0,05.

Chon p=0,89 theo nghién cltu clla Mendoza-
Palomar va cong su’.

20

Két qua cho s6 luong ¢ mau téi thiéu 1a 151 BN.
Nghién ctru du kién chon mau ngau nhién t6i thiéu
200 BN thda tiéu chudn chon mau va khéng thudc
tiéu chudn loai trir. S6 BN thuc té dugc chon vao
nghién ctu la 239 BN.

Phuang phap chon mau: Chon nhiing HSBA
thda tiéu chudn Iuya chon mau va khéng thudc tiéu
chuan loai trir trong khoang thai gian tir 01/01/2022
dén 30/9/2022, lap danh sach danh sé thi tu tu 1-N,
st dung ham quay sé ngau nhién trong excel chon
ngau nhién 250 HSBA.

506 HSBA c6 sir dung thuéce khang ndm toan than

(=) 5 HSBA dugc didu tri 1111151{.\ nim xam lan trede do
10 HSBA khoug dieu tri nhiém ném xam lan

‘ 491 HSBA ‘

l Chon ngau nhién

‘ 250 HSBA ‘

l () 11 HSBA thiéu thong tin

‘ Mau nghién ciru: 239 HSBA ‘

Hinh 1. Qua trinh lya chon mau nghién ctu

Cac ndi dung khao sat:

Théng tin vé BN

Tudi, gigi tinh, can nang, tré sinh non (< 37
tuan), bénh ly kém theo, xét nghiém can lam sang.

Théng tin vé vindm gdy bénh

DPac diém vi ndm theo loai mau bénh pham (BP)
va chiing nam phan lap.

Théng tin vé viéc st dung thuéc khdng ndm

Viéc chi dinh, lya chon thu6c khang nam (du
phong, kinh nghiém, dac hiéu) va bién c6 bat Igi.

Diéu tri dac hiéu (diéu tri dich) chi dinh khi chan
doén chac chan nhiém nam xam lan.

Piéu tri kinh nghiém chi dinh khi chan doan
"nhiéu kha nang" hodc chan doan "c6 thé" nhiém
nam xam lan.

Diéu tri du phong nhiém xam lan & cac don vi
héi stic cap cuu, trén BN c6 bénh mau ac tinh.

Phu hgp vé chi dinh va liéu dung dua trén
Hudng dan chan doan va diéu tri nhiém ndm xam
4n, BO Y t&, 2021.

Két qua diéu tri

Két qua diéu tri khi xuat vién, thoi gian nam
vién, thai gian diéu tri sau khi ngung thuéc khang
nam, thai gian cdy mau am tinh.
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Phuong phdp xtt ly s6 liéu: Cac s6 liéu dugc phan
tich bang phan mém SPSS 26.0. Thong ké mé ta dugc
ap dung dé xac dinh cac s6 trung binh, s6 trung vi va ty
|é phan tram. Cac két qua dugc xem la c6 y nghia théng
ké khi p<0,05.

2.3. bao diic nghién citu

bay la nghién ctu dua trén viéc thu thap di
liéu tlr h6 so diéu tri ndi trd cta BN, khong can
thiép trén BN. T4t ca cac thong tin vé BN sé dugc
bdao mat hoan toan va chi phuc vu cho muc dich
nghién cdu khoa hoc. Nghién ctu da dugc Hoi
déng dao diic trong nghién ctu y sinh hoc Bénh
vién Nhi Dong 2 phé duyét theo Quyét dinh sé
31/GCN-BVND2 ngay 17 thang 01 nam 2023.

Il KET QUA
3.1. Bdc diém chung ciia mdu nghién ciu

D06 tudi trung vi ctia BN trong mau nghién cutiu
la 3,2 (0,5-8,4) tudi. Ty I& BN nam cao hon nGr. Ty |é tré
sinh non 1a 10,5%. Cac dac diém chung cda BN trong
mau nghién ctu dugc trinh bay tom tit qua Bang 1.

Bang 1. Pac diém chung ctia BN
trong mau nghién ctu

Dic diém | Gia tri
Pac diém chung cia mau nghién ciu (n = 239)

Tudi (nam), TV (KTPV) 3,2(0,5-8,4)
Gidi tinh nam (n, %) 134 (56,1)
Can nang (kg), TV (KTPV) 13,0 (7,0-25,5)
Tré sinh non (<37 tuan) (n, %) 25(10,5)
(I;:;O(_a)nh nhiém khuan doéng mac (n, 188 (78,7)
Nhiém khuan huyét 155 (64,9)
- 120 (50,2)
Viém phoi 44 (18,4)
Nhiém khuan 6 bung ’

Gia tri xét nghiém can lam sang

trudc khi dung thuéc khang nam

Gia tri bach cau trung tinh (T€
bao/mm?), TV (KTPV)

Gia tri tiéu cau (T€ bao/mm?3),

TV (KTPV) (53.000-226.000)

eGFR (ml/phut/1,73m?), TV (KTPV) 109,2 (73,3-140,1)

*TV (KTPV): Trung vi (Khodng tu phan vi)

1.500 (200-5.300)

107.000

3.2. Ddic diém vindm gdy bénh

C6 183/239 (76,6%) BN dugc chi dinh tim, dinh
danh vi nam. Trong d6, c6 101 (55,2%) BN c6 bénh
pham (BP) duong tinh véi ndm véi téng s6 BP duong
tinh 13 192 mau. Cac BP phan lap dugc vi ndm cha
yéu tU dudng hé hap va mau véi ty 1é lan luct la
43,2% va 39,6%. Su phan bé chdng vi ndm phan lap
xét theo bénh nhan dugc trinh bay tai Bang 2.

Bang 2. Su phan bé ching vi ndm

Chiing vi ndm S6 bénh nhan (n,

phan lap duoc %)
Candida albicans 42 (41,6)
Candida spp. 29 (28,7)
Candida tropicalis 22(21,8)
Candida parapsilosis 20(19,8)
Candida utilis 4 (4,0)
Candida guilliermondii 2(2,0)
Candida pulcherrima 2(2,0)
Candida pelliculosa 1(1,0)
Candida glabrata 1(1,0)
Aspergillus spp. 2(2,0)
Nam men (khéng dinh danh) 8(7,9)

3.3. Ddc diém sir dung thuéc khdng ndm

Ty lé thuéc khang ndm dugc si dung trong
truong hagp diéu tri du phong, diéu tri kinh nghiém
va diéu tri dac hiéu lan lugt la 35,1%, 48,5% va
16,4%. Pa s6 BN trong mau nghién ctu dugc chi
dinh don tri thuéc khang nam. Su thay déi thuéc
khang nam trong diéu tri dugc ghi nhan trén 32/239
(15,0%) BN. Ghi nhan 115/239 (48,1%) BN c6 bién c6
bat loi dua theo thong tin tir HSBA. Ty I bién c6 bat
lgi dugc ghi nhan clia amphotericin B deoxycholat la
56,6% (ha kali mau, phan (ng tiém truyén, doc tinh
trén than). Dac diém s dung thuéc khang nam
dugc trinh bay tai Bang 3.
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Bang 3. Dac diém st dung thuéc khang nim

Pac diém Gia tri
Phac d6 khang ndm (n, %)
Pon tri 231(96,7)
Phoi hop (Amphotericin B + Fluconazol) 8(3,3)
Thuéc khang nam lua chon ban dau (n, %)

Amphotericin B deoxycholat 125(52,3)
Fluconazol 112 (46,9)
Voriconazol 2(0,8)

Thoi gian st dung thuéc khang nam (ngay), TV (KTPV)

Thai gian st dung thuéc khang nam

12 (7-18) ngay

Thai gian ti khi nhap vién dén khi st dung thuéc khang nam

16 (6-24) ngay

Thai gian ti khi st dung khang sinh dén khi chi dinh thu6c khang nam

16 (6-24) ngay

Pac diém thay déi thuéc khang nam (n = 239) (n, %)

Khong thay déi 197 (92,5)
Thay déi thudc khang ndm 32(15,0)
Thay déi liéu dung 8(3,8)
Thay d6i dudng dung 2(0,9)
Nguyén nhan thay déi thuéc khang nam (n = 32) (n, %)
Khong déap ting diéu tri 17 (53,1)
Xubng thang diéu tri 11(34,4)
Tac dung phu clia thuéc (ddc than, phan ng tiém truyén, ha kali kho kiém soat) 4(12,5)

C6 230/239 trudng hgp dugc danh gia la phu
hgp vé chi dinh thuoc khang nam diéu tri nhiém
nam xam lan, tuong Ung ty | la 96,2% (nguyén nhan
la do khéng cé dau hiéu 1am sang phu hop véi bénh
canh nhiém ndm xam lan (s6t/s6¢ nhiém trung..) va
khong thoa tiéu chi diéu tri (yéu t6 nguy co/xét
nghiém can lam sang/diém Candida/tiéu chi
Ostrosky Zeichner...). C6 225 trudng hgp phu hgp
vé liéu dung (liéu nap va liéu duy tri) va 5 truong
hgp chua phu hgp theo khuyén cao (nguyén nhan la
do chua hiéu chinh liéu duy tri cta fluconazol phu
hop khi tudi va can nang thay déi). Ty I&é phu hgp vé
liéu dung la 97,8%. Ty & phu hgp chung vé danh gia
diéu tri nhiém nam xam 1an la 94,1%.

3.4. Két qua diéu tri

Ty & BN sau diéu tri c6 tinh trang khong thay
déi, nang hon hodc tir vong la 26,4%. DSi vGi BN
nhiém Candida mau, c6 6/42 trudng hgp ti vong,
4/22 trudng hop ti vong & nhém tré sao sinh va 3/14
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truong hgp tlr vong @ nhém tré sinh non, tuong tng
ty 1& lan lugt la 14,3%, 18,3% va 21,4%. VGi 46 BN
diéu tri dac hiéu, c6 31 BN cé két qua cay mau am

tinh. Két qua diéu tri dugc trinh bay tai Bang 4.

Bang 4. Két qua diéu tri
Pac diém Gia tri
Tinh trang xuat vién (n = 239) (n, %)
Khoi 17 (7,1)
Giam 159 (66,5)
Khong thay déi 11 (4,6)
Nang hon 20(8,4)
Turvong 32(13,4)
Thaoi gian ndm vién (ngay), TV (KTPV) 28 (17-44)
Thai gian cdy mau am tinh sau khi st 8(5-12)
dung thuéc khang nam (ngay), TV
(KTPV)
Thoi gian diéu tri tiép tuc sau khi 2(0-7)
ngung khang nam (ngay), TV (KTPV)
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IV. BAN LUAN
Ddc diém chung cia mdau nghién ciu

Ty |é tré sinh non trong mau nghién cdu la
10,5%. Két qua nay tuong déng véi nghién cdu cla
Silvester va cdng su® cé ty |é tré sinh non 1a 9,4%.
Ty 1& BN cé tinh trang nhiém khudn cla mau
nghién ctu la 78,7%. Két qua nay gan vdéi nghién
clru cha Matic va cong su” trén 42 tré nhap Héi stic
nhiém Candida mau c6 ty 1& nhiém khuan la 78,6%.
Diéu tri tinh trang nhiém khudn dan dén viéc si
dung khéang sinh phé rong kéo dai ciing lam gia
tdng nguy co nhiém nam xam lan. Ty I& gidm tiéu
cau clla mau nghién ctu la 65,7%. Mot s6 nghién
cltu chi ra rang c6 su khac biét sé luong tiéu cau
gitta nhdm nhiém khuan huyét do ndm va vi khuén
& tré sa sinh. Sy gidm s6 lugng tiéu cau & nhom
nhiém ndm cé y nghia hon so véi nhém nhiém vi
khudn (p<0,01), tir d6 s6 lugng ti€u cau dugc goi y
la yéu té6 du doan nhiém nadm xam lan & tré sinh
non va c6 tiém nang trong chan doan sém nhiém
nam>. Tuy nhién, tinh trang giam ti€u cau khéng
dac hiéu va cling ghi nhan trong cadc bénh ly
nhiém khudn khac & tré so sinh.

Ddic diém vi ndm gdy bénh

Ty 1& m&u bénh pham cho két qua nudi cdy va
dinh danh vi nam duaong tinh van con thap. Nhin
chung, Candida albicans van la ching Candida phan
lap dugc nhiéu nhat trong cac bao cdo vé nhiém
nam xam lan">. Nhém nghién ctiu ghi nhan khoang
30,0% cac chung vi nam phan lap chua dugc dinh
danh cu thé loai véi ty 1& Candida spp. va Aspergillus
spp. lan luot la 28,7% va 2,0%. D6 cling la rao can
cho viéc quyét dinh thuéc khang ndm do ty 1é dé
khang sé thay d6i theo chiing nam.

Bdic diém sir dung thubc khdng ndm

Don tri liéu van la liéu phap dau tay véi hau hét
trudng hgp nhiém ndm xam lan va phéi hop thuéc
khang ndm dugc xem la liéu phap clu céanh.
Amphotericin B cling la mét trong nhiing thudc
khang nam dugc st dung dau tay dé diéu tri nhiém
nam xam lan vai chi phi thap hon tuy nhién can luu
y vé bién c6 bat lgi trong qua trinh diéu tri va ty Ié

mau nghién ctu ghi nhan la 56,6%. Két qua nay
tuong dong vai nghién cru cta Palazzi va cong su®
trén 423 BN nhiém Candida xam lan ghi nhan bién
c6 bat lgi xay ra thudng xuyén hon khi diéu tri bang
polyen so véi diéu tri bang thudc khang nam khac
(p<0,001).

Két qua diéu tri

Ty 1& BN sau diéu tri co6 tinh trang khong thay
do6i, nang hon hodc ti vong la 26,4%, cho thdy
nhiém nam xam lan la mot trong nhiing bénh ly
nhiém trung c6 tién lugng ndng va ty lé t& vong cao.
Nghién ctiu clia Shuping va céng sy’ trén 2996 tré
nhiém Candida mau c6 ty lé ti vong trong vong 30
ngay lén dén 38,0%. Két qua tir cac nghién ctu cho
thdy xu hudng gia tang chién lugc du phong &
nhom déi tuong nguy co cao (bénh nhan cé bénh
mau ac tinh® tré sinh non’,...). Nghién clu cua
Jessica va cong su® cho thay két qua du phong bang
fluconazol gép phan giam ty l& nhiém Candida,
nhiém Candida xam lan va nhiém Candida xam lan
hodc tir vong so v&i tré sa sinh dung gid dugc, tuong
Ung (p<0,001; OR = 028 95% Cl: 0,18-0,41),
(p<0,001; OR = 0,20; 95% Cl: 0,08-0,51) va (p=0,003;
OR = 0,48; 95% Cl: 0,30-0,78). Thoi gian nam vién sé
tuy thudc vao dap Uing diéu tri véi thudc khang nam,
tinh trang lam sang va cac bénh ly khac cla bénh
nhan. K&t qua nghién ctu cla Shuping L va cong sy’
c6 thoi gian nam vién dai hon la 34,0 (18,0-54,0)
ngay. Thai gian cdy mau am tinh sau khi st dung
thu6c khang ndm trong mau nghién ctu la 8 (5-12)
ngay. Trong nghién ctiu ctia Demir va cong su'® trén
tré nhiém Candida mau, mac du khang nam dé nhay
cam véi fluconazol, do du xuéng thang diéu tri vi
fluconazol c6 thé 1a mét trong nhiing ly do gia tang
dé khang nhém echinocandin. Vi vay, viéc xudng
thang diéu tri nén dugc can nhac véi cac ching
Candida nhay cdm, bénh nhan lam sang 6n dinh va
két qua cdy mau am tinh.

V. KET LUAN

Nhiém ndm xam lan van la mét trong nhiing
bénh ly nhiém trung cé tién lugng nang va ty lé ti
vong cao, trong d6 tac nhan hang dau la Candida va
thuéc khang nam chu yéu trong diéu tri la
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amphotericin B deoxycholat. Két qua nghién ctu da
cung cap cac di liéu chung vé dac diém nhiém nam
va viéc st dung thudc diéu tri nhiém ndm xam lan
trén BN tré em, tir dé gop phan vao viéc xay dung
cac phac d6 diéu tri cu thé cho ddi tuong BN nay.
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