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XAC PINH TY LE VIEM AM DAO DO NAM VA PHAN TiCH
TINH TRANG KHANG THUOC CUA NAM CANDIDA ALBICANS
O PHU N’ TUOI SINH BE TAI HA NOI (2019 - 2020)

D6 Ngoc Anh va CS'

TOM TAT

Muc tiéu: Xac dinh ty 1& viem &m dao do ndm va tinh trang khang thuéc chéng ndm cla
Candida albicans (C. albicans) & phu ni tudi sinh dé tai Ha Noi (2019 - 2020). Déi twong va
phwong phap: Nghién clru mé ta cat ngang trén 1.045 phu ni tudi sinh dé bi viém sinh duc va
69 ching ndm C. albicans trong thoi gian tlr 9/2019 - 10/2020. Dich &m dao cta bénh nhan
(BN) 14y béng tdm béng vé trung, xac dinh nhiém ndm bang soi twoi va nudi cay trén moi
truong CHROMagar™ Candida & 37°C. Mtc d6 nhay cam cla C. albicans voi thubc chéng
ndm dwoc xac dinh bang phwong phdp pha lodng trong méi trwong 16ng theo hwéng dan
M27-A3 va M27-S4 cla Vién Kiém chuin Lam sang va Xét nghiém My. Két qua: Ty 1& viém
sinh duc do ndm la 46,8%. 69 chiing ndm C. albicans dwgc thir nghiém déu nhay cam véi thube
micafungin, caspofungin va miconazole. Ty 1& khang thubc 5-flucytosine, fluconazole, itraconazole
va voriconazole ctia ndm C. albicans kha cao. Trong d6, phd bién nhét & 5-flucytosine (30,43%),
tiép theo Ian lwot la itraconazole (18,84%), voriconazole (10,14%) va fluconazole (8,69%).
Két luan: Ty 1& viém am dao do ndm & phu nir trong d6 tudi sinh dé tai Ha Noi |a 46,8%.
Nam C. albicans nhay cdm cao v&i thubc chéng ndm nhém echinocandin nhwng tinh trang
khang thuéc nhém azole kha phé bién.

* T khéa: Viém am dao do ndm; Khang thubc, Candida albicans; D6 tudi sinh dé.

Prevalence of Vulvovaginal Candidiasis and Antifungal Susceptibility
Testing of Candida albicans among Women in Childbearing Age in
Hanoi (2019 - 2020)

Summary

Objectives: To determine the prevalence of vulvovaginal Candidiasis and antifungal susceptibility
patterns of Candida albicans among women in reproductive age in Hanoi (2019 - 2020).
Subjects and methods: A descriptive cross-sectional study was conducted. Swab samples
were collected from 1,045 women in childbearing age in Hanoi between September 2019 and
October 2020. Vaginal swabs from study population were examined by direct microscopic
examination (0.9% NaCl or 10% KOH) and cultured on CHROMagar™ Candida medium at 37°C.
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Susceptibility patterns of the isolated Candida albicans were determined using the broth
microdilution methods according to the Clinical and Laboratory Standards Institute guidelines
(M27-A3 and M27-54). Results: The prevalence of vaginal yeast colonization in childbearing
age women was 46.8%. Among 69 strains of C. albicans isolated, all of them were susceptible
fo micafungin, caspofungin, and miconazole. Resistance rates to 5-flucytosine, fluconazole,
itraconazole and voriconazole of C. albicans were quite high, of which the most common was
resistant to 5-flucytosine (30.43%), followed by itraconazole (18.84%), voriconazole (10.14%),
and fluconazole (8.69%), respectively. Conclusions: The prevalence of vulvovaginal Candidiasis
among childbearing age in Hanoi was 46.8%. C. albicans isolates were susceptible to

echinocandin drugs, but resistance rate to azole antifungal agents was quite common.

* Keywords: Vulvovaginal candidiasis; Antifungal susceptibility; Candida albicans; Childbearing age.

DAT VAN BE

Trong diéu kién binh thuwéng nam
Candida séng héi sinh & dwdng sinh duc
nhwng c6 thé chuyén thanh gay bénh khi
gap moi trwong thuan lgi. Udc tinh 20 -
30% phu n khde manh nhidm ndm am
dao, khoang 75% phu nlr viém am dao do
ndm it nhat mét lan trong doi [3]. Trong
sb nay, khoang 5 - 8% la viém am dao téai
phat (= 4 14n viém am dao do ndm trong
vong 1 nadm) [3]. C6 nhiéu yéu t6 1am tang
nguy co viém am dao do ndm Candida.
Céc yéu t6 nay dwoc chia thanh 2 nhém:
Nhém thudc vé co thé va nhém thudc vé
hanh vi. Yéu t6 co thé gébm: Tinh trang
tang hormon estrogen (dang mang thai,
dang tri liéu hormon), khéng kiém soat
dwong huyét & ngwdi mac dai thao dwong,
suy gidm mién dich... Yéu té thudc vé
hanh vi gdm: S dung thudc tranh thai,
thuéc khang sinh, corticoid, dung cu tir
cung, bao cao su, vé sinh kém, méac quan
bé sat va hanh vi tinh duc [4].

Theo y van, C. albicans la loai gay
bénh phd bién nhat, mac du cac loai nAm
men khong phai C. albicans (non - albicans
Candida, NAC) dang cé xu hwéng gia

tang [4]. Sy gia tang tinh trang khang
thubc cla ndm Candida gay viém sinh
duc dwoc ghi nhan & nhiéu noi, khéng chi
Vi cac loai nAm men khéng phai C.
albicans ma ngay ca vé&i C. albicans vén
trwdc day nhay cam véi hau hét céac
thuéc chéng ndm [5]. Do vay, xac dinh
nhiém, loai gay bénh va phan tich mic do
nhay cdm v&i thubc chéng ndm cla céac
loai Candida la rat can thiét nham lwa
chon phwong phap diéu tri hiéu qua va
thwe hién bién phap ngan ngtra lay nhiém
phu hop [5].

Tai khu vwc Ha Noi da c6 mot sb
nghién cru vé viém am dao do ndm va
tinh trang khang thubc ctia ndm gay viém
am dao [1, 2]. Tuy nhién, cac di¥ liéu cap
nhat vé ty I& nhiém va tinh trang khang
thudc cla ndm gay viém am dao con rat
han ché. Ngoai ra, nhirtng nghién ctu
trwdc khdng phan biét cac loai trong phirc
hop ndm C. albicans nén div liéu khang
thuéc thu duwoc cé thé chwa thuc sw
chinh xac. Nghién ctru nay dwoc thyc
hién nham: X4c dinh ty 1é viém &4m dao do
nédm va tinh trang khéng thubéc chéng
ném cda C. albicans & phu ni¥ tui sinh
dé tai Ha Noi (2019 - 2020).
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DOI TWQONG VA PHUONG PHAP
NGHIEN CUU

1. P6i twong nghién ciu

1.045 BN niy trong d6 tudi 18 - 49 dwoc
xét nghiém nhiém ndm & dich &m dao.

* Tiéu chuén Iwa chon: Phu ni tudi tlr
18 - 49 duwogc xac dinh viém sinh duc dya
vao triéu chirng 1am sang gdm nglra am
hoé am dao, tang tiét dich am dao [6, 7].

* Tiéu chuén loai trir: Phu niy trong do
tudi 18 - 49 nhwng chwa quan hé tinh
duc, phu ni¥ ngodi dd tudi sinh dé, st
dung thubc khang ndm toan than hoac tai
ché trong vong 2 tuan tinh dén thoi diém
kham bénh, 1ay mau xét nghiém.

*Pja diém va thoi gian nghién civu:

- Dich am dao cua dbi twong nghién
ctu dwoc thu thap tai 5 bénh vién, gom:
Bénh vién Quéan y 103; Bénh vién Quan y
105; Bénh vién DBa khoa Ha Bong; Bénh
vien Da khoa huyén Phu Xuyén; Bénh
vién Pa khoa huyén Dban Phwong, thoi
gian tir thang 11/2019 - 10/2020.

- Cac mau ndm C. albicans dwoc xac
dinh loai béng hinh thai hoc, sinh hoc
phan tr va xac dinh tinh trang khang
thuéc tai B6 mén Ky sinh trung va Cén
trung, Hoc vién Quén y.

2. Phuwong phap nghién cru

* Thiét ké nghién ctru: M6 ta cat ngang
c6 phan tich.

* C& méu va phuong phdp chon méu
nghién ctru:

S&r dung coéng thic tinh c& mau:

p(-p)
n= 12—a/2 (5[7)2

Z! ., = 1,96 véi 95%Cl, tham khao

0,353

ty 1& nhiém ném sinh duc p =
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(theo L& Hoai Chuong, 2013) [2] va sai sb
twong d6i mau & = 0,085 (8,5%). Twr do
tinh dwoc ¢& mau téi thiéu can thiét 1a
n = 975 BN. Thuc té, thu thap duoc tdng
sb 1.045 BN du tiéu chuan Iwa chon.

* Ky thuat str dung trong nghién cteu:

Ky thuat xac dinh nhiém nédm & dich
am dao: Mau dich 4m dao thu thap bdi
bac si san phu khoa dwgc xét nghiém
trwe tiép bang dung dich NaCl 0,9% hoéc
KOH 10% va céy trén méi trwong thach
CHROMagar™ Candida (Chrome, Phép)
& 37°C dé xac dinh nhiém nam. Bia thach
dwoc theo dbi hang ngay trong 4 ngay dé
xac dinh tinh trang nhiém ndm va phan
biét gitra ndm C. albicans (khuan lac mau
xanh 14 cay) véi ndm men khong phai
C. albicans (khuan lac mau xanh kim loai,
mau tim hoa ca, mau tim hdng, mau trang
hoac mau khéac) theo hwdng dan ctia nha
san xuat. Nhirng trwong hop déng nhiém
(xuat hién khuan lac nAm men mau khac
nhau), khuan lac clta céc loai sé dwoc
nudi cy trén thach Sabouraud (Merck, Dirc)
c6 bd sung 0,02% chloramphenicol dé
phan tach thanh cac chung riéng biét.

- Ky thuat xac dinh loai nAm C. albicans:
Nhirng ching ndm c6 mau xanh la cay
(dwoc cho la ndm C. albicans) tiép tuc
dwoc tach chiét ADN, chay PCR véi cap
moéi CR-f (5-GCT ACC ACT TCA GAA
TCA TCA TC-3) va CR-r (5-GCA CCT TCA
GTC GTA GAG ACG-3’) (Integrated DNA
Technologies, My) [8] dé phan biét ndm
C. albicans (941 bp) v&i ndm C. dubliniensis
(569 bp) va C. africana (750 bp) [8].
Chang ndm chuadn C. albicans (ATCC
90028) dwoc s dung lam ching dwong
trong cac phan irng PCR.
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- Giai trinh tw gen doan giao gen ITS thudéc gen nhan: Cap méi ITS5 (5-GGA AGT
AAA AGT CGT AAC AAG -3’) va NL4 (5’- GGT CCG TGT TTC AAG ACG G -3’) duoc
st dung dé khuéch dai doan ADN chira vung ITS1-5.8S-ITS2 thudc gen nhan ctia ndm
C. albicans [9]. San phdm PCR dwoc gl t6i hang Apical Scientific Sdn. Bhd (Malaysia)
dé tinh sach va giai trinh tw tryc tiép bang ca 2 moi ITS5 va NL4. Trinh tw 2 chiéu thu
duwoc cha cac mau dwoc doc, chinh sira bang phan mém BioEdit, Mega 7.07. Loai ndm
duoc xac dinh bang cach so sanh ty & twong déng véi cac trinh tw tham chiéu trén
ngan hang gen.

- X&c dinh tinh trang khang thuéc ctia ndm C. albicans: Mirc dd nhay cam ctia ndm
C. albicans v6i céc thubéc chéng ndm duwoc xac dinh bang phwong phap pha lodng
trong méi trwong 16ng theo hudng dan M27-A3 va M27-S4 clia Vién Kiém chuéan Lam
sang va Xét nghiém My. Téng sé 69 ching ndm C. albicans khac nhau dugc thir do
nhay cadm véi cac thudéc chdng ndm (MFG), caspofungin (CAS), flucytosine (5-FC),
fluconazole (FCZ), itraconazole (ICZ), voriconazole (VCZ), miconazole (MCZ) (Sigma-
Aldrich, My). Nong d6 rc ché tbi thiéu (MIC) cla cac thubéc chéng nAm dwoc doc & thoi
diém 24 va 48 gi® sau khi i & 35°C va phan loai mirc d6 nhay cam theo tai liéu M27-
S4 cda Vién Kiém chuén Lam sang va Xét nghiém My (CLSI) (béng 1). Dbi véi thube
miconazole, do chwa c6 phan loai ctia CLSI ciing nhw céc tai liéu chuadn khac nén
duoc phan loai theo mét sb nghién ctru cdng bd trwéc. Cu thé: C. albicans nhay cam
v&i MCZ khi gia tri MIC < 1 ug/ml va khang khi MIC = 8 ug/ml [10]. Ching ndm chuén
C. parapsilosis (ATCC 22019) dwoc str dung lam chirng dwong cho cac th&r nghiém.

Béng 1: Phan loai m&c d nhay cadm vai cac thube chéng ndm cia ndm C. albicans.

Khoang ndng Théi gian Phén loai mirc dé nhay cam
Thuéc chéng ndm | d6 thir nghiém | doc MIC Trung gian/Phuy )
(ng/ml) (gi®) Nhay thuée lidu Khang
Caspofungin 0,03 -16 24,48 <0,25 0,5 >1
Micafungin 0,015-16 24,48 <0,25 0,5 =1
5-flucytosine 0,12-64 24,48 <4 8-16 > 32
Fluconazole 0,12-64 24,48 <2 4 >8
ltraconazole 0,015-8 24,48 <0,12 0,25-0,5 >1
Voriconazole 0,015-8 24,48 <0,12 0,25-0,5 >1
Miconazole 0,03-16 24,48 <1 2-4 28

* Xt ly s6 liéu: Bang phan mén IBM SPSS 20.0 (IBM Corp., Armonk, NY, My). Trinh tw
doan ITS-1-5.8S-ITS-2 clia nAm C. albicans dwoc so sanh véi di liéu trén ngan hang
gen st dung cong cu BLAST.

35



TAP CHi ¥ - DUQC HOC QUAN SU SO 4-2021

*Dao dirc trong nghién curu:

Nghién ctru dwoc chép thuan b&i Hoi déng Pao dirc trong nghién cru y sinh hoc
cla Hoc vién Quan y tai Quyét dinh sb 4021/QD-HVQY ngay 25/10/2019. Toan bo
théng tin cia BN tham gia nghién ctru dwoc bao mat va chi phuc vu cho muc dich

nghién ctru, khdng st dung vao béat ky muc dich nao khéc.

KET QUA NGHIEN CUU

1. Ty lé viém sinh duc do nam

Trong thdi gian nghién ctru, tdng sé 1.045 mau dich &m dao dwoc phan lap t BN
nd tudi tr 18 - 49 bi viém sinh duc. Tubi trung binh cta BN: 34,77 + 7,78, th4p nhét

18 tudi va cao nhat 49 tudi.

Khéng nhiém
nam; 53,20% A

C6 nhiém
nam; 46,8%

Hinh 1:Ty |& viém sinh duc do ndm & phu nir do tudi sinh dé.

Trong sb 1.045 BN viém sinh duc, 489 BN (46,8%) dwoc chan doan viém am dao

do nam.

Bang 2: Phan bd theo nhém tudi ctia dbi twong nghién ciru.

Nhom tuéi S6 BN nhiém Téng s6 BN Ty lé (%)
18- 30 158 316 50,0
31-50 331 729 45,4
Téng 489 1.045 46,8
Béng 3: Phan b theo dan toc, nghé nghiép va trinh d6 hoc van.
Pic diém S6 BN nhiém Téng s6 BN Ty lé (%)
Dan toc Kinh 474 1.017 46,6
Khéc 15 28 53,6
Cong nhan 72 161 447
Néng dan 62 132 47,0
Nghé nghiép Cong chure, vién chire 153 320 47,8
Kinh doanh, buén ban 75 159 47,2
Khéac 127 273 46,5
Téng 489 1.045 46,8
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54.4%

46.1%

Pang mang thai

Khéng mang thai

Hinh 2: Ty 1& nhim nadm sinh duc theo tinh trang mang thai.

Ty l& nhiém n&m sinh duc & phu ni* dang mang thai chiém 54,4%, cao hon so véi
khéng mang thai (46,1%).
2. Xac dinh ty Ié khang thuéc cia nAm Candida albicans

Téng sb6 256/489 BN (52,35%) nhidm nam xuéat hién khuan lac trén méi trudng
CHROMagar™ Candida c6 mau sac phu hop véi ndm C. albicans.

Bang 4: Phan biét cac loai nAm c6 hinh thai phu hop véi C. albicans (n = 256).

Loai ndm S6 lwong Ty lé (%)
C. albicans 242 94,53
C. africana 14 5,47
C. dubliniensis 0 0,00

Két qua dinh danh 256 chiing nAm c6 hinh thai phu hop véi ndm C. albicans bang phan
&ng PCR v&i cdp moi CR-f va CR-r cho thay 242 chiing (94,53%) & C. albicans va 14 chiing
(5,47%) 1a C. africana, khéng c6 mau nao la C. dubliniensis. Trinh tw doan ITS1-5.8S-ITS2
clia 17 mau da dwoc cAp ma sb trén ngan hang gen tr MW307689 - MW307705.

Béng 5: Khoang gia tri MIC va ty 1& khang thudc trong 69 chiing ndm C. albicans.

Phan loai mirc d6 nhay cam (%)

Thuéc chéng nAm | Khoang gia tri MIC i

j v NhY | oy thagenieu | KNEng
Micafungin <0,015-0,03 100,00 0,00 0,00
Caspofungin <0,03-0,5 97,10 2,90 0,00
5-flucytosine <0,12-64 68,12 1,45 30,43
Fluconazole <0,12-64 85,52 5,79 8,69
ltraconazole <0,03-8 68,12 13,04 18,84
Voriconazole <0,015-8 73,92 15,94 10,14
Miconazole <0,03-8 100,00 0,00 0,00
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L&y ngau nhién 69 ching C. albicans
tr 242 ching dwoc dinh danh dé thi
nghiém x&c dinh tinh trang khang thubc.
Két qua: Ty lé nhay cadm cda 69 ching
C. albicans véi céac thubc chéng ném
micafungin, caspofungin, 5-flucytosine,
fluconazole, itraconazole, voriconazole va
miconazole lan lwot 1a 100%, 97,10%,
68,12%, 85,52%, 68,12%, 73,92% va 100%.
Nhiéu chang C. albicans khang thubc
dwgc phat hién, trong do ty 1é khang cao
nhat déi voi 5-flucytosine (30,43%), tiép
dén 1a itraconazole (18,84%), voriconazole
(10,14%) va fluconazole (8,69%).

BAN LUAN

Viém am dao do ndm |a bénh rat phd
bién & phu ni d6 tudi sinh dé, dirng thir
hai sau vi khuan, thuwéng do Candida gay
ra. Ty 1& viém am dao do ndm thay ddi
gitra cac quéc gia, khu vuc dia ly va quan
thé nghién clu [4]. Nghién clu cla
chdng t6i ghi nhan ty 1é viém sinh duc do
nam tai Ha Noi & 46,8%, cao hon so VO
nghién cru cta Lé Hoai Chwong va CS
nam 2013 (35,5%) ciling thyc hién & Ha
N&i [1]. So v&i mét sb nghién citvu trén thé
gidi, ty 1& viém sinh duc do ndm trong
nghién c&u cla chang téi twong tw
nghién ctru tai Tunisia (48,0%), cao hon
tai An D6 (20,4%), nhung thdp hon &
Nigeria (57,3%) [4]. Ty lé viém sinh duc
do ndm phu thudc nhiéu yéu té nhw dac
diém cla quan thé nghién ciru, tinh trang
mién dich & BN, st dung thubc khang
sinh, thuéc e ché mién dich va si dung
thuéc tranh thai... [4]. Ngoai ra, sw khac
biét c6 thé do ky thuat s dung dé phat
hién nhiém ndm. Cu thé, da sb céac
nghién ctru trong nwéc chi s dung ky
thuat soi twoi va/hoac nhuém Gram [1],
trong khi ching téi két hop ca soi twoi va
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nudi cly. Két qua cho thay, co sw khac
biét vé ty I& viém sinh duc do nam gitra
cac nhom tudi, dan tdéc va nghé nghiép
nhwng khéng cé y nghia théng ké. Do vay,
can thuc hién nhiéu nghién ciru khac dé
lam sang té hon van dé nay.

Trong nghién ctu, C. albicans khang
véi nhiéu loai thuéc chéng ndm. Ty 1&
khang vdi flucytosine cao nhét (30,43%),
tiép theo 1a itraconazole (18,84%),
voriconazole (10,14%) va fluconazole
(8,69%), chua ghi nhan ching ndm nao
khang vo&i micafungin, caspofungin va
miconazole. Ty Ié khang thuéc nhém azole
cta C. albicans thp hon nghién cu cla
Tran Cam Van va CS (2013) thwc hién tai
Bénh vién Da liéu Trung wong [2]. Sw khac
biét nay c6 thé do ndm C. albicans trong
nghién ctru cua chung t6i thu thdp & ca
BN viém am dao thé théng thwong va
viém am dao tai phat, trong khi Tran Cam
Van va CS (2013) chi thwc hién trén BN
viém am dao tai phat. Két qua cta ching
t6i twong tw nghién ctu tai Trung Québc
[5]. Tuy nhién, theo mét sé nghién ctru,
nam C. albicans van nhay cam khé tt voi
hau hét thubc chdéng ndm [7]. Cac phan
tich trén cho thay, mirc d6 nhay cdm cla
C. albicans vé&i thubc chéng ndm thay dbi
gitra cac quéc gia, vung lanh thd. Do vay,
trong thwc hanh diéu tri, viéc xac dinh tinh
trang khang thubc ctia ndm gay viém am
dao néi chung va cia C. albicans néi
riéng can dwoc quan tdm nhiéu hon [6].

Trong nghién clru cGa ching t6i, tat ca
ching ndm C. albicans déu nhay cam voi
micafungin va miconazole. Ty |é nhay
cam v@&i caspofungin la 97,1%. Nhw vay,
micafungin, miconazole va caspofungin
c6 thé 1a lwa chon tét cho BN viém am
dao do cac chang C. albicans khang
thudc. Nghién ctru cia Yan va CS (2019)
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tai Trung Quéc ciing cho két qua twong
tw [5]. Theo huwéng dan ctiia CDC My, cac
thubc chéng ndm nhém azole dwoc
khuyén céo sir dung trong trwdng hop
viém am dao thé théng thwong. Tuy
nhién, chi 80 - 90% trwdng hop hét triéu
ching va cdy ndm am tinh sau céc liéu
trinh diéu tri [6]. Do do, nhitng truwéng
hop khéng hét triéu chirng va cay nam
van dwong tinh sau c&c liéu trinh diéu tri
nén dwoc lam khang ndm db dé thay ddi
thudc diéu tri. Hién nay, trén thi trudng co
nhiéu thubc dat &am dao chira miconazole.
Két qua nghién ctu cho thay cac thudc
trén la goi y tbt dé bac si 1am sang ké
don va BN Iwa chon diéu tri.

KET LUAN
Ty 1& viém am dao do ndm & phu niv
tudi sinh dé tai Ha Noi kha cao (46,8%).
C. albicans nhay cam v&i micafungin,
caspofungin va miconazole. Ty I&é khang
v&i itraconazole, voriconazole, fluconazole
va 5-flucytosine khé cao, tr 8,69 - 30,43%.

LOI CAM ON
Nghién ctu dwoc tai tro bdi dé tai
thuéc S& Khoa hoc va Céng nghé TP. Ha
No6i, ma sb 01C-08/01-2019-3. Xin chan
thanh cdm on Khoa Phu san - Bénh vién
Quany 103, Bénh vién Quan y 105, Bénh
vién Pa khoa Ha Béng, Bénh vién Da
khoa huyén Phu Xuyén va Bénh vién Da
khoa huyén DPan Phwong da hd tro ching

t6i thire hién nghién cru nay.
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