TAP CHi NGHIEN CPU Y HOC

NHIEM NAM MAU O TRE PE NON DUO'l 32 TUAN:
DAC DIEM LAM SANG, CAN LAM SANG VA KET QUA PIEU TRI

Nguyén Thi Quynh Nga'2, Bui Tién Céng?

bang Thi Thu Thuy?, Pham Thao Nguyén'? va Lé Birc Quang"*
"Trrong Pai hoc Y Ha Noi

2Bénh vién Nhi Trung wong

Nhiém nédm mau la nguyén nhan chinh gay bénh va tir vong déc biét &tré dé non c6 can néng thap. Nghién ciru
nham danh gié tinh trang nhiém nédm mau va ty 16 khang thuéc chéng ném & tré dé non duéi 32 tuén. Trong 102 tré
cay méau duwong tinh véi ndm, tudi thai trung binh la 29 £ 2,3 tuén, can néng trung binh la 1307 + 357 gram. Chén
doén ban ddu cht yéu la nhiém khuén so sinh (50%) va suy hé hép (25,5%). Néi bat nhét Ia tiéu cdu < 150 G/L chiém
74,5%. Ching ném da sé la Candida (97,1%), trong dé C. Albicans (54%), C. parasilosis (16,7%), 2 truong hop
déng nhiém C.krusei/C.guilliermondii va C.albicans/ C.krusei. Cé 3 bénh nhan (2,9%) nhiém Kodamaea Ohmeri.
Ty I& khéng thubc chiém 8,5% véi fluconazole, 1 truong hop trung gian véi Amphotericin B va Caspofungin. Ti
lé ttr vong chung 27,5%, cao nhét khi nhiém déng thoi 2 chiing ndm 100%, tiép theo la K.ohmeri chiém 66,7%.
Tinh trang nhiém ndm va khéng thubc & tré sinh non duéi 32 la van dé can quan tam déc biét. Céc bién phap
can thiép sém va thich hop la can thiét dé gidm thiéu tinh trang khang thudc va nguy co tir vong trén Iam sang.

T khéa: Nhiém ndm mau, dé non, tré so sinh, khang thuéc chéng nam.

I. DAT VAN BE

Nhiém ndm mau & tré so sinh, dac biét Ia
tré dé non, la mdt van dé nghiém trong véi ty
lé méc khoang 5% va xu hwéng ngay cang gia
tang."? Tuy nhién, chan doan bénh gap nhiéu
thach thrc do triéu chirng 1dam sang khong dac
hiéu va cac xét nghiém can lam sang con han
ché vé do nhay. Biéu nay dan dén nguy co phat
hién muén, lam tang ty 1é t& vong va kéo dai
thdi gian diéu tri. Trong sb céac loai nAm gay
bénh, Candida la can nguyén thudng gap nhéat
tai cac don vi hdi stre so sinh (NICU), bén canh
mot sd loai nAm it gép hon nhw Aspergillus,
Cryptococcus va Kodaemea ohmeri. Nhiém
ndm Candida xdm Ilan la nguyén nhan gay
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nhiém trung kh&i phat muén phé bién thi ba &
tré so' sinh dwdi 1500g, déng thei chiém 30%
nguyén nhan tl vong & tré cé can nang dudi
1000g.3

Cac yéu té nguy co dan dén nhiém ndm xam
l&n trong NICU bao gébm: dé& non, dat duwéng
truyén tinh mach trung tam, viém ruét hoai ttr,
st dung khang sinh phd réng, nudi duéng tinh
mach va dat noi khi quan.* Nguy co nay cé mdi
twong quan nghich vé&i tudi thai va can nang khi
sinh — tré cang non thang va nhe can, nguy co
mac bénh cang cao.?

NAm Candida c6 thé xam nhap hau hét cac
co quan trong co thé, gay ra nhiéu bién chirng
nghiém trong nhw mu 16a, tbn thwong than kinh
trung wong va rdi loan phat trién than kinh. Khi
hé than kinh trung wong bi anh huéng, ty 1& t&r
vong c6 thé 1&n t6i 30 - 60%, dé lai hau qua
than kinh nang né & tré sdng sot.6

Do do, nghién cru nay dwogc thwc hién
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nhdm nhan xét ddc diém lam sang, can lam
sang va két qua diéu tri nhim ndm mau & tré
so' sinh dé non. Viéc hiéu rd hon vé dién tién
bénh, cac yéu td anh huwéng dén diéu tri va tinh
trang khang thudc sé giup dwa ra cac chién
lwgc phong ngtra va can thiép hiéu qua, goép
phan cai thién tién lwong cho nhém tré nguy
CO cao nay.

1. BOI TUONG VA PHUONG PHAP
1. Déi twong

Nghién ctu dwoc tién hanh trén 102 tré so
sinh non dwéi 32 tuan tudi nhap vién tai Trung
tdm So sinh - Bénh vién Nhi Trung wong twr
thang 01/2018 dén thang 08/2021.

Tiéu chuén Iwa chon

-Tré so sinh tudi thai < 32 tuan cdy mau
dwong tinh v&i ndm, diéu tri tai Trung tam So
sinh, Bénh vién Nhi Trung wong tir 01/2018 dén
08/2021.

- C6 sw chép thuan cla cha me hodc nguoi
giam hd hop phap tham gia nghién ctru.

Tiéu chuén loai trie: Tré da dwoc dung
thudc dy phong ndm trudc dé.

2. Phwong phap

Thiét ké nghién ctru: Nghién ciru mé ta hoi
ctru, khdo sat tinh trang nhiém ndm va khang
thudc chdng ndm & tré so sinh dwéi 32 tuan.
Phan tich 102 tré dd tiéu chudn nghién ctru.

Mét sé tiéu chuan &p dung trong nghién
ctru: Mau mau dwoc thu thap va nudi ciy dé
dinh danh ching ndm gay bénh theo quy trinh
tai Khoa Vi sinh, Bénh vién Nhi Trung wong.
Khang sinh db thuéc chéng ndm dwoc danh gia
béng phwong phap vi sinh tiéu chuan (MIC -
Minimum Inhibitory Concentration).

Bién sé trong nghién ctru: D liéu dwoc
thu thap théng qua hd so bénh an va xét nghiém
vi sinh. Théng tin thu thap bao gém:

Dédc diém nhan khdu hoc: Tubi thai, can
nang khi sinh, gi&i tinh.

TAP CHi NGHIEN CU’U Y HOC

Céc bién 1dm sang: Than nhiét, triéu chirng
than kinh, hod hap, tiéu hoa...

Céc bién can léam sang: Sé lwong bach cau,
s6 lwong tiéu cau, CRP...

Két qua vi sinh: Loai nAm gay nhiém, mau
khang thubc chéng ndm.

X ly s6é liéu: B&ng phan mém SPSS 20.0.

Phaén tich sé liéu: M6 ta va phan tich sé liéu
theo muc tiéu dé tai.

+ Bién dinh tinh: Ty |é phan tram.

+ Bién dinh lwong: Trung binh + d6 léch
chuén (phan phdi chuan), hoac trung vi (IQR)
v&i bién khéng phan phédi chuan.

3. Pao dirc nghién ctru

Nghién ciru dwoc théng qua Héi dong Pao
dirc Bénh vién Nhi Trung wong sb 447/BVNTW-
VNCSKTE ngay 11/3/2021. T4t ca bd me hodc
ngudi giam hd hop phap déu dwoc cung cap
thong tin day dd vé muc tiéu, quy trinh va quyén
lgi tride khi tham gia nghién ctru. Thong tin ca
nhan dwgc bao mat hoan toan va chi st dung
cho muc dich nghién ctru.

I. KET QUA

Trong thoi gian nghién ciu tr 01/2018 dén
08/2021 chung t6i da thu thap dwgc 102 tré
so sinh dwoc chan doan nhiém ndm mau diéu
tri tai Trung tdm So sinh, Bénh vién Nhi Trung
wong da tiéu chuan dwa vao phan tich. Cac két
qua thu dwoc nhw sau:

Trong 102 tré dé non tham gia nghién ciru,
tudi thai trung binh la 29 + 2,3 tuan, v&i 16,6%
bénh nhan cé tudi thai < 28 tuan va can nang luc
sinh trung binh la 1307 + 357 gram v&i 58,7%
bénh nhan c6 can nang < 1500g. Bénh nhan
gép chd yéu & tré nam (60,8%). Tudi nhap vién
trung binh 1a 13,5 £ 9, tudi nhiém n&m trung
binh 17 + 12,42 ngay tudi, da sb bénh nhan
nhiém ndm sau 1 tuan tudi. Chan doan ban dau
chd yéu 1a nhidm khuén so sinh (50%) va suy
hé héap (25,5%) (Bang 1).
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Bang 1. Pic diém chung tré so sinh dé non nhiém ndm mau

Dic diém chung tré so sinh dé non nhiém nam mau S6 tré (n) Ty 1& (%)
Nam 62 60,8
Gidi tinh
N 40 39,2

Trung binh can nang (X £ SD gram): 1307 + 357 gram

Cén nang luc sinh (gram) = 1000 22 413
1000 — 1499 38 37,2
1500 — 2500 42 21,5
Trung binh tudi thai (X + SD tuan): 29 + 2,3 tuan
. . <25 3 2,9
Tudi thai (tuan)
25-27 14 13,7
28 - 32 85 83,4
Thoi gian nhép vién Tudi nhap vién: 13,5 + 9 ngay, tudi nhidm ndm 17 + 12,4 ngay.
Suy hé hép so sinh 26 25,5
Nhiém khuén so sinh 51 50,0
Chéan doan khi Viém rudt hoai tor 3 29
nhap vién Viém mang néo 5 49
Suy gidm mién dich 1 1,0
Khac 16 15,7
<1 9 8,9
Thoi gian nhiém ndm 1-<2 23 22,5
(tuén) 2-<3 27 26,5
>3 43 421

Bang 2. Dac diém lam sang va xét nghiém huyét hoc nhiém nam mau

Dic diém lam sang, can lam sang S6 tré (n) Ty 1€ (%)
Sét 1 1,0
Thén nhiét Ha nhiét do 7 6,8
Binh thudng 94 92,2
Li bi 12 11,8
THéu chig thén kin Giam trwong lwc co 21 20,6
Co giat 4 3,9
Giam phan xa so sinh 27 26,5
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DPic diém lam sang, can lam sang S6 tré (n) Ty 1€ (%)

Chuwdéng bung 28 27,5
Triéu chieng tiéu hoa

Phan mau 3 2,9

Con nglrng thé > 20s 10 9,8

Thé rén 5 4,9
Triéu chung hé hdp Rt 16m 16ng ngwe 21 20,5

Thé& may xam nhap 64 62,7

Thé oxy hoac thé khong xam nhap 38 37,3

) ) >15 37 36,3

S0 lwong bach cau

<5 11 10,8
(G/L)

5-15 54 52,9

<50 35 34,3
Sé luwong tiéu céu 50 -100 26 25,5
(G/L) 100 -150 20 19,6

> 150 21 20,6

>10 54 52,9
CRP (mg/L)

<10 48 471
Puong huyét Tang dwdng huyét > 6,9 17 16,7
(mmol/L) Ha dwong huyét < 2,6 7 6,8

Biéu hién lam sang khéng didc hiéu: sbt
(1,0%), ha than nhiét (6,8%) hoac than nhiét
binh thuong (92,2%). Biéu hién triéu chirng
than kinh nhw giam trwong lwc co (20,6%), li bi
(11,8%) hodc co giat (3,9%), biéu hién tiéu héa
chuwédng bung (27,5%) hay phan mau (3,0%).
Da sb bénh nhan suy ho hap can hé tro thé may
khéng xam nhap (62,7%). Xét nghiém huyét hoc
ndi bat nhat 1a tinh trang gidm tiéu ciu chiém

74,5%. C6 23,7% bénh nhan c6 réi loan duwéng
huyét. Cac xét nghiém khac it bién dbi.

Chuaing ndm phan loai dwoc da sb |4 Candida
99/102 (97,1%). Phd bién nhét la C. Albicans
55/102 (54,0%), ding ther 2 la C. parasilosis
17/102 (16,7%), 2 treong hop ddng nhiém déng
thoi 2 chiing ndm C.kruseil C.guilliermondii va
C.albicans/ C.krusei. C6 3 bénh nhan (2,9%)
nhiém ndm Kodamaea Ohmeri.
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‘ Phan bd sé lwong ca nhiém ndm mau theo chiing (n = 102) ‘

Candida haemunoni = 1
C.guilliermondii/C.albicans = 1
C.krusei/C.albicans = 1
Candida krusei w2
Kodamaea ohmeri w3
Candida pelliculosa w5

Candida duobushaemolonii = 5

Candida tropicalis we— 11

Candida parapsilosis m—— 17

55

Candida albicans

20 30 40 50 60

Biéu d6 1. M6 hinh nhiém nam theo tirng chiing

Bang 3. Ty lé khang thuéc chéng ndm

Chang nam Fluconazole Voriconazole Amphotericin B Caspofungin Micafungin
C. Albicans 0/55 0/55 0/55 0/55 0/55
C.Parasilosis 117 0/17 017 017 017
C.Tropicalis 2/11 0/11 0/11 - 0/11
C. Pelliculosa 0/5 - 0/5 0/5 0/5
C.guillierrmondii 5/5 0/5 0/5 0/5 0/5
C. Kruisei 0/1 0/3 0/3 0/3 0/3
Chung 8/94 (8,5%) 0/91 (0%) 0/96 (0%) 0/85 (0%) 0/96 (0%)

C. Albicans, C. parasilosis, C. Tropicalis
nhay cam 100% v&i Amphotericin B,
Caspofungin, Micafungin va Voriconazole. Déi
v&i Fluconazole, c6 1 trwong hop nhiém C.
Abicans (1,8%) nhay cam phu thudc liéu, 1
trwong hop (5,9%) nhiém C. Parasilosis khang
Fluconazole v&i MIC 32 mcg/ml, 2 trwong hop
(18,2%) khang Fluconazole v&i MIC 16 mcg/ml
va 32 mcg/ml.

C6 4 mau ndm Candida pelliculosa nhay
cadm vo&i Amphotericin B, Fluconazole va

Voriconazole (100%). Trong 5 maAu ném
Candida guillierrmondii cho thAy nAm Candida
guillierrmondii con nhay voi Amphotericin B
va Caspofungin (100%), khang Fluconazole
(100%). Trong 3 m&u ndm Candida Krusei cho
thdy 2 mau nhay cam véi Amphotericin B va
Caspofungin (100%), 1 mau (33%) nhay cadm
trung gian v&i Amphotericin B va Caspofungin.
C6 3 mau ndm Kodamaea ohmeri va 1 mau
nam Candida haemunoni khéng cé khang sinh
do.
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Két qua diéu tri S6 tré (n) Ty 1é (%) Th&i gian nam vién Min Max
Ra vién 74 72,5 41,5+235 13 125
Tt vong 28 27,5 7+19,4 1 71
Téng 102 100 34,5+ 26 1 125

Biéu d6 2. Ty lé tir vong do nhiém ndm mau theo ching

Cac tré so' sinh nhiém ndm déu c6 thoi gian
nam diéu tri trung binh kéo dai. Trong nhém ra
vién cé bénh nhan cé thdi gian ndm vién téi 125
ngay. Pac biét, trong nhém tl& vong cé bénh
nhan nam vién t&i 71 ngay. Ti 1é t& vong cao
lén dén 27,5%. Ty |é t&r vong cao nhét tré nhiém
ddng thoi 2 ching nAdm 100%, tiép theo la ti 1&
t&r vong do K.ohmeri chiém 66,7%

IV. BAN LUAN

Tré so sinh dac biét dé nhiém nidm xam lan,
VvGi ty 1&é méc co thé cao gép 3 dén 5 Ian so
véi tré em hodc ngudi Ion.” Tudi thai va can
nang luc sinh thap 1a cac yéu té nguy co quan
trong cla nhiém ndm do hé mién dich cua tré
chwa trwdng thanh va cac can thiép xam I4n
duoc ap dung trong qua tinh cham séc va diéu
tri tré.8 Trong nghién ctvu cla ching t6i, da sb
bénh nhan nhiém ndm 1a nhdm dé non cb can

nang < 1500g. Théng thwéong, nhiém nam lién
quan dén nhiém tring huyét khéi phat muén va
nhiém trung bénh vién. Day la mét nguyén nhan
khong phd bién ctia nhiém khuén so sinh sém.
Trong nghién clru cla chung t6i, da sb bénh
nhan nhiém n&m sau 1 tuan tudi (91,1%). Tuy
nhién, van cé 9 trudng hop (8,9%) dwoc ghi
nhan nhiém n&m trong vong 1 tudn sau sinh.
Chén doan nhiém nam mau la mét thach
thtrc khé khan do cac biéu hién lam sang va
can lam sang thuong khéng dac hiéu, biéu hién
da dang & nhiéu co quan. Cé&c triéu chirng 1am
sang chinh clia nhém bénh nhan trong nghién
ctu cling twong ddng véi cac nghién ctru khac
bao gém®: than nhiét khéng dn dinh, biéu hién
than kinh (giam trwong lwc co, li bi, co giat),
tiéu hoa (bung chwéng, ia phan mau) hay suy
hd hap. Pa sé bénh nhan suy hd hap can hd
tro thd may khéng xam nhap (62,7%). Thé may
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cling dwoc cho la yéu té nguy co cia nhiém
ndm xam lan do Candida theo cac nghién ciru
khac."°

Céc xét nghiém huyét hoc thwdng duoc st
dung dé dy doan tinh trang nhiém ndm nhung
dod nhay va do dac hiéu thap. Su thay dbi vé sb
lwong bach ciu, CRP hay duéng huyét trong
nhidm ndm xam lan khéng co6 sw khac biét so
v&i nhiém trung do cac can nguyén khac." Tuy
nhién, gidm tiéu cau cé thé dworc coi la chisé co
thé dw doan trong nhiém tring do ndm & tré so
sinh. Trong nghién ctru clia ching t6i, c6 79,4%
tré giam tiéu cau, twong tw nhw nghién ctu
cta cac két qua nghién ctru clia Farhana et al
(73,3%), Kavthekar et al (87,5%)."> Cac nghién
clru cla Parvez A et al. va Guida JD et al. ciing
cho thay gidm tiéu ciu thwéng gap trong nhiém
khuan so sinh do ndm hoac céac vi khuan gram
am hon la cac can nguyén khac.®*000/mm(3

Candida la can nguyén nhidm nam thudng
gdp nhét & tré so sinh, va Ia can nguyén gay
bénh thir 3 trong nhiém khuan so sinh muén &
tré c6 can nang rat thap. Nghién ctru cla ching
t6i cling cho thdy ching ndm phan loai duoc
da sb la Candida (97,1%), chi c6 2,9% bénh
nhan nhiém ndm Kodamaea Ohmeri. Phd bién
nhét trong nghién cru 1a C. Albicans (54,0%),
twong tw nhw cac nghién ctu trwéc dé cua
Adilia Warris et al (52,5%), Kaitlin Benedict
et al (60,2%)."'® Tuy nhién, c6 nhiéu bdo cao
gan day cho thay ty I& gia tdng dang ké cua
cac Candida non-albicans (CAN), trong mét
sb nghién ctru, ty 1& cac CAN chiém wu thé va
vwot trdi hon C. albicans.®®

Két qua nghién clu cha chung t6i cho
thdy c6 8,5% bénh nhan khang fluconazole
clia cac ching ndm C. Parasilosis (1/17), C.
Tropicalis (2/11) va C. Guillierrmondii (5/5),
c6 1 bénh nhan nhiém C. Albicans nhay cam
véi Fluconazlole phu thudc liéu. Khéng co
chiing ndm nao trong nghién ctvu khang véi

Voriconazole, Amphotericin B, Caspofungin va
Micafungin. C6 1 trwong hop nhiém C. Krusei
nhay cam trung gian v&i Amphoterin B va
Caspofungin. Cac két qua trén thdp hon kha
nhiéu so v&i cac nghién ctru ctia Kheya Ghosh
Uttam et al (13,0)% Candida khang fluconazole,
11% khang amphotericin B; 2,5% nhay cam
trung gian 5% khang véi ca caspofungin va
micafungin)."”” Tinh trang khang nhom azole
duwoc cho la c6 lién quan dén viéc st dung rong
réi fluconazole trong dw phong ndm & tré dé
non. Tai don vj cla chung t6i, viéc dw phong
ndm béng fluconazole khéong dwoc chi dinh
thuwdng quy.

Cac tré so sinh nhiém ndm déu cé thoi gian
nam diéu tri trung binh kéo dai. Trong nhém ra
vién c6 bénh nhan co thoi gian nam vién toi 125
ngay. Dac biét, trong nhéom tl&r vong c6é bénh
nhan ndm vién t&i 71 ngay. Ti & t& vong cao
lén dén 27,5%. Ty | t&r vong cao nhét tré nhiém
dong thedi 2 ching ndm 100%, tiép theo la ti
Ié t&r vong do K.ohmeri chiém 66,7%. Tai Dai
Loan, nghién clru nam 2018 cla Jen-Fu Hsu
va cong su trén 113 tré so sinh nhiém ném, cé
32 tré tr vong dwoc cho la cé lién quan dén
nhiém Candida xam lan, chiém ty & 28,3%."¢ Ty
I& t&r vong do nhidm ndm xam lan & tré so sinh
khac nhau tuy tirng qudc qua va thay dbi trén
tirng ddi twong so sinh. Tuy nhién, nhiém ném
Candida xam |an van |a nguyén nhan hang dau
t&r vong & nhém tré d& non. Bén canh nhiém
nadm Candida xam l4n gan day nAm Kodamaea
ohmeri 1& mét nguy&n nhan hiém gép nhwng ti
I& t&r vong cao c6 thé 1én dén 66,7%.

V. KET LUAN

Trong nghién ctru nay, chung t6i bao cao phd
nhiém ndm mau tai Trung tdm So sinh, Bénh
vién Nhi Trung wong. Chung t6i ghi nhan ty 1é
nhiém ndm mau chd yéu 1a Candida véi ty 1&
hay gdp nhét la C. Albicans. Ty 1& khang thubc
chéng ndm fluconazole 1a 8,5% va xuét hién
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chling nhay cam trung gian v&i Amphotericin B
va Caspofungin. Can c6 thém nhiéu nghién ctu
dé cap nhat tinh trang nhiém va khang thudc
chéng ndm & tré so sinh dé nang cao chét
lwong didu tri.
L&i cam on

Chung t6i xin chan thanh cam on cac bac si,
diéu dwdng, bénh nhi va gia dinh bénh nhi tai
Trung tdm So sinh, Bé&nh vién Nhi Trung wong
da hé tro va hop tac dé nghién clru nay thuc
hién thanh céng.

Cam két khéng xung dét loi ich

Cac tac gia xin cam két khéng c6 béat ki xung
dét lgiich nao lién quan dén qua trinh thyc hién
va két qua cla nghién clru nay.
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Summary

INVASIVE FUNGAL INFECTION IN PRETERM INFANTS UNDER
32 WEEKS: CLINICAL CHARACTERISTICS, LABORATORY
FINDINGS, AND TREATMENT OUTCOMES

Invasive candidemia is a major cause of morbidity and mortality, particularly in preterm infants
with low birth weight. This study aims to evaluate the incidence of candidemia and antifungal
resistance rates in preterm infants under 32 weeks of gestation. Among 102 neonates with
positive fungal blood cultures, the mean gestational age was 29 + 2.3 weeks old, and the mean
birth weight was 1307 + 357 grams. The most common initial diagnoses were neonatal sepsis
(50%) and respiratory distress syndrome (25.5%). Notably, thrombocytopenia (< 150 G/L) was
observed in 74.5% of cases. The predominant fungal species was Candida (97.1%), with C.
albicans (54%) and C. parapsilosis (16.7%). Two cases presented co-infections with C. kruseil
C. guilliermondii and C. albicans/ C. krusei. Additionally, Kodamaea ohmeri was identified in
three patients (2.9%). Antifungal resistance was found in 8.5% of cases for fluconazole, and one
case showed intermediate susceptibility to amphotericin B and caspofungin. The overall mortality
rate was 27.5%, with the highest mortality observed in cases of dual fungal infections (100%),
followed by K. ohmeri infections (66.7%). The increasing incidence of candidemia and antifungal
resistance in preterm infants under 32 weeks gestation is a critical concern. Early and appropriate
interventions are essential to minimize drug resistance and reduce clinical mortality risks.

Keywords: Candidemia, preterm birth, neonate, antifungal resistance.
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