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KHAO SAT MUC PO NHAY CAM CUA NAM DA PHAN LAP
TAI BENH VIEN DA LIEU THANH PHO HO CHI MINH

VOI KETOCONAZOL VA TERBINAFIN
Nguyén Thi Ngoc Yén', Phan Céanh Trinh*, Ton Hoang Diéw’, Nguyén Lé Phuong Uyén®
TOMTAT

Dt vdn dé: Bénh nim da khi phd bién tai cic ving khi hdu néng dm nhw Viét Nam, mdc dii bénh chi
khu trii ¢ da nong nhung anh hwong nghiém trong dén chat lwong cudc song. Thoi gian diéu tri dai tic
dong I6m dén sy tudn thu tri liéu ciia bénh nhan, ciing la co hgi phdt sinh dé khiang véi thudc khang nam.

Muc tiéu: Xdic dinh thanh phin loai va tinh nhay cam véi ketoconazol, terbinafin cua cic chung ndm
da phén ldp tiv bénh phidm tai Bénh vién Da liéu TP. H6 Chi Minh tie thang 11/2017 — 12/2017.

boi tugng — Phuong phdp nghién citu: Phin ldp ndm da tie bénh phim trén méi trieong chon loc nim
da (dermatophytes test medium - DTM), dinh danh bang hinh thdi hoc va sinh hod, xdc dinh tinh nhay cdm
v6i ketoconazol, terbinafin theo hwéng dan CLSI M44-A2, thay d6i theo Nweze va cs. (2010).

Két qud: Trong 165 mau thu thdp tiv bénh phdm trong thang 11/2017 ciia bénh nhdn biéu hign lam
sang ndm da, 6 104 mdu da dwong tinh véi xét nghiém KOH, phin ldp trén méi truong chon loc thu dwgc
55 chung, trong dé chi Trichophyton chiéin wu thé’(90,91%) so véi chi Microsporum (9,09%) va khong co
chi Epidermophyton. Vé mirc dg nhay cam voi thudc khang ndm, c6 52,7% chiing nhay cam voi ketoconazol;
21,8% nhay cam trung gian va cé 25,5% chung da bi dé khdng voi ketoconazol. Tat ca cic chung déu nhay
cam vdi terbinafin.

Két ludn: Hiu hét cic ching ndm da thugc chi Trichophyton, c6 52% chiimg nhay cdm véi ketoconazol
va 100% chung nhay cam terbinafin.

Tuwr khéa: nim da, ketoconazol, terbinafin, miec d¢ nhay cam
ABSTRACT

IN VITRO SUSCEPTIBILITY TESTING OF DERMATOPHYTES ISOLATED FROM HOSPITAL
OF DERMATOVENEREOLOGY IN HO CHI MINH CITY
TO KETOCONAZOLE AND TERBINAFINE

Nguyen Thi Ngoc Yen, Phan Canh Trinh, Ton Hoang Dieu, Nguyen Le Phuong Uyen
* Ho Chi Minh City Journal of Medicine * Supplement of Vol. 23 - No 2-2019: 55 - 60

Introduction: Dermatophytosis is common in hot and moist climates like Vietnam, although the infection is
normally limited to superficial skin but seriously affects the quality of human life. Long duration of treatment
impacts gradually on patients” adherence, which is an opportunity to develop antifungal resistance.

Objectives: Determinating species composition and susceptibility of isolates from clinical specimens at
Hospital of Dermatovenereology in Ho Chi Minh city (11/2017-12/2017) to ketoconazole and terbinafine.

Materials and Methods: Isolation of dermatophyte from clinical specimens using selective
dermatophytes test medium (DTM); Identification by morphological characters and biochemical reactions;
Determination of in vitro susceptibility to ketoconazole and terbinafine according to an instruction of CLSI
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“Khoa Dugc, Pai hoc Y Dugc Thanh phd H6 Chi Minh
Tdc gid lién lac: ThS. Nguyén Thi Ngoc Yén DT:0987.228.426  Email: ngyen1028@gmail.com

Chuyén Dé Dugc 55



Nghién citu Y hoc Y Hoc TP. H6 Chi Minh * Phu Ban Tap 23 * S6 2 * 2019

M44-A2 guideline and being adjusted by Nweze et al. (2010).

Results: Of 165 clinical specimens collected from patients suffering dematomycosis in 11/2017-
12/2017, there were 104 specimens positive with KOH microscopic examination. After isolating on selective
media, we collected 55 isolates, among which that Trichophyton sp. accounted for 90.91% in comparison
with 9.09% of Microsporum sp. and no isolates for Epidermophyton sp.. In terms of sensitivity to
antifungal agents, there were 52.7% species susceptible to ketoconazole, 21.8% intermediate and 25.5%
resistant to ketoconazole. All strains are terbinafine sensitive.

Conclusions: Most of dermatophyte belong to Trichophyton sp.. There are 52% isolates that are

susceptible to ketoconazole and 100% strains susceptible to terbinafine.

Keywords: dermatophyte, susceptibility, ketoconazole, terbinafine.

DATVANDE

Nam da la bénh ly pho bién ¢ cac nudc
nhiét do6i, tuy khong nguy hiém nhu cac bénh
ndm hé thong nhung anh huong nghiém trong
dén chat luong sdng cua bénh nhan. Thoi gian
diéu tri twong d6i dai, hiéu biét cia bénh nhan
vé bénh ndm da chwa cao dan dén kém tuan
thu tri liéu, tao co hoi phat sinh chung vi ndm
dé khang voi thuSc khang nam. Theo doi
thanh phan loai va tinh nhay cam véi thudc
khang ndm thuong xuyén sé€ gitp cung cdp
bang chiing trong viéc xem xét, diéu chinh cac
huéng dan st dung thudc an toan, hop ly va
hiéu qua.

Céc bao cdo gan day cho thay, ty 1& luu
hanh bénh ndm da tai Han Qudc tir 2,18%
(1979) tang lén 521% (2013), cha yéu do
Trichophyton rubrum gay ra®. Bén canh d¢, van
dé diéu tri bénh ndm da cling dién bién phtic
tap. Tai An D¢, theo nghién cttu cua Indira
(2014)® tién hanh trén 119 bénh nhan nhiém
ndm da dang diéu tri, gid tri MIC cuaa
terbinafin la thdp nhat so véi ketoconazol,
itraconazol, griseofulvin va fluconazol. Tt d9,
tac gia danh gia hiéu qua cua terbinafin cao
hon so v6i ketoconazol va cac thudc khac cing
nhom dwoc ly.

Tai Viét Nam, ty 1é nhiém ndm da chiém
42,4-51,8%
nghiém®©?, phan 1én thudc chi Trichophyton

nhitng bénh nhan duoc xét

sp., tap trung & chung T. rubrum, mot s6 thudc

chi Microsporum sp., trong cac bao cao nay chi

56

c6 duy nhdt 1 truong hop nhiém
Epidermophyton floccosum®. Mttc do nhay cam
voéi thudce diéu tri cting thay d6i, khoang MIC
cua ketoconazol dich chuyén tir 0,125-4 ug/ml
(2009) lén 2-16 pg/ml (2014)©. Dabi voi
terbinafin, 82,8% bénh nhan cho két qua am
tinh vdi ndm da sau 2 tuan va tat ca cidc bénh
nhan quay lai tai kham sau 4 tuan déu khoi
hoan toan chiing to terbinafin cho dap tng tot
trong diéu tri.
POITUONG-PHUONG PHAPNGHIEN CUU
Déi tuong nghién ciru
boi tuong

165 mau bénh pham da, téc tir bénh nhan
dén kham tai Bénh vién Da Liéu TP.H6 Chi
Minh ttr thang 11-12/2017.
Chat khing ndm

Ketoconazol = (Himedia, ham luong
99,63%), terbinafin (Sigma Aldrich, ham lwong
99,9%).
Moi truong thir nghiém

Thach sabouraud (SDA) (Merck), moéi
treong chon loc ndm da (dermatophyte test
medium - DTM), bromocresol purple-milk
(BCP-MS-G),
dextrose agar (CMDA), thuéc nhudém nam
lactophenol cotton blue (LPCB), Christensen’s
urease agar (CUA), moi treong chdo hoa (rice
medium - RM).

solid-glucose agar cornmeal
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Phuwong phap nghién cttu
Thiét ké' nghién ciiu

Cit ngang mo ta (11/2017-12/2017).
Phan lgp nam da

Bénh pham (vdy da hodc toc) tir bénh nhan
duoc xtt ly voi KOH 15% va quan sat trén kinh
hién vi tim hinh anh sgi ndm khéng mau, c6
vach ngdn, phan nhanh hay dat khuc thanh
chudi bao t&r d6t. Mau bénh pham c6 két qua
soi twoi duong tinh dwgc cay vao chai mau
chita moéi treong DTM, 1 ¢ nhiét d6 phong tir
10-20 ngay, néu moi truong chuyén tir vang
sang do thi ndm gay bénh nghi ngo 1a ndm da.
Cac chung ndm da phan lap duoc tiép tuc
dugc dinh danh bang cac phuong phéap hinh
théi va sinh hod dé€ xac dinh ndm da va phéan
biét loai®.
Dinh danh hinh thdi hoc
Dic diéin khém ndm

Cay cac chung nam da phan lap trén thach
SDA, sau 7 ngay, do duong kinh khém nam
dé€ xac dinh tdc d6 phat trién va mo ta dac
diém khom nam.
Dic diém hién vi

Nhudm vi ndm v6i thudc nhudém LPCB,
quan sat dudi kinh hién vi, xac dinh dac diém
va hinh thé€ cta sgi ndm va co quan sinh san.
Phan iing sinh hod va maéi truong phin biét

Thuc hién phan tng urea trén moi treong
Christensen’s urease agar (CUA); phan biét T.
rubrum va T. mentagrophytes bang sac t3 trén
moi truong CMDA, bang phan tng tao kiém
trén moi truong BCP-MS-G; kich thich biéu
hién bao tit dinh 16n Microsporum sp. bang moi
treong chao hoa.

CUA duong

mentagrophytes, Trichophyton tonsurans va

tinh véi  Trichophyton
Trichophyton terrestre cho mau hong tim
sau 2-4 ngay, am tinh véi Trichophyton
rubrum va Trichophyton verrucosum. Trén

CMDA, T. rubrum sé cho sic t8 do ruou

Chuyén Dé Duogc
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dam o mat trdi ctda khom trong khi T.
mentagrophytes sé cho nhiéu mau sic khac
nhau t&r khong mau cho dén nau do. Trén
BCP-MS-G, T. mentagrophytes tang trudng
nhanh, lam méi treong d6i mau xanh tim dam
trong khi T. rubrum bi ttcc ch€ nén tang truong
yéu va khong lam thay d6i mau mdi truong.
RM kich thich hinh thanh bao t& dinh 16n o
Microsporum sp., dac biét la Microsporum canis.
Xdc dinh tinh nhay cam cia ndm da vGi
ketoconazol va terbinafin

Mtc d§ nhay cam véi thudc khang nam
duoc xac dinh bang phuong phap dia giay
khuéch tan theo huéng dan ctia CLSI M44-A2
dwoc diéu chinh bdi Nweze va cs. (2010)78).

Vi ndm thir nghiém

Cay hoat héa ndm trén SDA & 28°C trong
14 ngay. Bao t ndm duwoc phan tan trong
dung dich NaCl 0,85% bd sung tween 80
0,05%. Huyén dich vi ndm duoc pha loang va
diéu chinh vé do truyén qua tir 65-82%.

Chat khang ndm

bia gidy 6 mm duogc tam ketoconazol
(15 pg/dia) va terbinafin (2 ug/dia).

Puong kinh vong tc ché€ (IZD) theo
milimet dwoc xac dinh sau 4-5 ngay u ¢ 28°C.
Trong thtt nghiém nay, tat ca chung ndm da
duoc thye hién lap lai 3 lan d€ xac dinh gia tri
trung binh IZD va dd léch chuan (SD). Tiéu
chudn vé mtc d6 nhay cam véi thudc khang
ndm theo Bang 1 sau®:

Bang 1: Tiéu chudn mirc dg nhay cam vdi thudc
khang niam theo Pakshir va cs. (2009)®

Pwéng kinh vong khang
Chét khang | Néng do nam (mm)
nam (ug/dia) | Nhay | Trung | Khang
(S) |gian() | (R)
Ketoconazol 15 230 | 23-29 | =22
Terbinafin 30 220 | 12-19 <M
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KETQUA
Pinh danh nim da
Bang 2: Két qua dinh danh nidm da
Tén nam da S6 lwong Tyle
T. mentagrophytes 18 32,73%
T. rubrum 20 36,36%
T. tonsurans 8 14,55%
T. violaceum 2 3,64%
T. verrucosum 2 3,64%
M. canis 3 5,45%
M. gypseum 2 3,64%
Téng 55 100%

Trong 165 mau bénh pham da va téc c6 104
mau bénh phdm da va téc cia bénh nhan dén
kham tai bénh vién Da liéu TP. H6 Chi Minh,
duong tinh khi soi twoi thi chi c6 55 mau phét
trién trén moi truong DTM, tit d6, ly trich

dwoc 55 chting ndm da thuan chting. Mbi mau
da chi ly trich dugc mét chung ndm da, do d9,
khong c6 sy nhiém nhiéu ching trén cing mot
bénh nhan. Két qua dinh danh nhu sau:
Mtc d0 nhay cam cta ndm da véi thudc
khang nim

Két qua khao sat tinh nhay cam voi
ketoconazol cho thdy ¢6 52,73% chung nam da
con nhay cam, mot s chung chi dap tng
trung binh (21,82%) va da c6 chung dé khang
(25,45%), trong 46 T.mentagrophytes va
M. canis khong con chuing nao nhay cam voi
ketoconazol, T. mentagrophytes chi€m dén
10/14 s6 truong hop dé khang ketoconazol.
V6i terbinafin, tat ca 55 mau déu nhay cam véi
terbinafin néng do6 2 pg/dia.
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Hinh 1: Phin bo mirc d§ nhay cam ciia ndm da voi ketoconazol theo loai (TM: T. mentagrophytes, TR: T.
rubrum, TT: T. tonsurans, TVi: T. violaceum, TVr: T. verrucosum, MC: M. canis va MG: M. gypseum;
1ZD (dé khing ketoconazol néu 12D < 22 mm)
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Badng 3: Murc d¢ nhay cam cuia ndm da véi ketoconazol va terbinafin

e Terbinafin (2 pg/dia) Ketoconazol (15 pg/dia)
en loal
K > + re i + re e 1
(sb chung) 12D + SD Phan bé Izp |[TI"h nhay 12D + SD Phan bé IZD | S5 chang |1 "hay
(mm) cam (mm) cam
25,54 + 2,75 20-30 8 |
™ (18 76,65 + 4,25 56-80 S : :
(18) 17,53 + 4,95 10-26 10 R
37,17 + 6,36 33-60 17 S
TR (20 + 74-80 S ‘ :
(20) 79,38 £1,40 26,22 + 1,31 24-28 3 [
40,38 £+ 5,77 27-50 7 S
TT (8 > > S . .
®) 80 80 18,33+ 1,25 17-20 1 R
TVi (2) >80 >80 S 46,00 + 2,94 41-51 2 S
TVr (2) >80 >80 S 38,67 £7,16 32-50 2 S
26,33+ 3,30 22-30 1 |
MC (3 77,89 + 2,02 75-80 S ’ :
3) ' ‘ 13,17 £+ 5,87 9-26 2 R
36,00 + 0,82 35-37 1 S
MG (2 + 72-7 ‘ :
¢@ 7533£149 6 s 18,00 + 2,45 15-21 1 R

Ghi chii: TM: T. mentagrophytes, TR: T. rubrum, TT: T. tonsurans, TVi: T. violaceum, TVr: T. verrucosum, MC: M.

canis va MG: M. gypseum.
BANLUAN

Trong nghién cttu nay, cac chung ndm da
c6 su phan bd tap trung 6 2 chi Trichophyton
sp. va Microsporum sp., khong co treong hop
nao nhiém Epidermophyton floccosum. Trong d6,
chi Trichophyton sp. van la chi ndm gay bénh
chiém wu thé vdéi ty 1€ la 90,91% vuot trdi so
véi chi Microsporum sp. la 9,09%. Cu thé nhu
sau: T. rubrum (36,36%), T. mentagrophytes
(32,73%), T. tonsurans (14,55%), T. violaceum
(3,64%), T. verrucosum (3,64%), M. canis (5,45%)
va M. gypseum (3,64%). Két qua nay phu hop
voi cac nghién cttu cua Indira (2014)® va Kim
va cs (2016)0.

D&i véi tinh hinh nhiém ndm cac khu vuc
trong nudc, két qua kha tuwong dong véi so
liu tr nghién ctru trong nudc nhung ti 1¢
nhiem T. rubrum thdp hon nghién ctu tién
hanh tai Khoa Da liéu Bénh vién Dai hoc Y
duwoc Hué€ (2010-2011)® (36,26%
58,01%); ty 1& nhiém T. rubrum va T. tonsurans
ciing thdp hon nghién ctu cua Nguyén Vi
Giang Béc va cs. (2014)© tién hanh trong cling
bénh vién (50,91% so véi 76,56%). Ty 1€ nhiem
T. mentagrophytes, T. violaceum va T. verrucosum

so voOi

Chuyén Dé Duogc

lai cao hon, 1an lwot 1a 32,73%, 3,64% va 3,64%
so v6i 12,5%, 2,76% va 1,1% (2013)0 hay
12,4%, 0 va 0,7% (2016)®. C6 thé do thoi gian
14y mau ngan va chua theo ddi nghé nghiép
cia bénh nhan nén ti 16 T. rubrum trong
nghién ctru thap hon y van va mot s6 nghién
ctru khac.

Vé két qua khao sat mirc d6 nhay cam véi
terbinafin, tat ca cdc chung ndm da phan lap
duoc déu nhay cam voi terbinafin cho thdy
terbinafin van con tac dung tdt trong tri liéu
ndm da, phu hgp v6i nghién cttu ctia Nguyen
Thai Dung (2016)©. Véi ketoconazol, chi
52,73% chung nam da con nhay cam, ddc biét
tat ca cac chung T. mentagrophytes va M. canis
phan 1ap dwoc khong con nhay véi thude nay.
K&t qua nay cho thay phan 16n cac loai ngudn
goc tir thu va dat tuwong d6i kém nhay véi
thudc hon cac loai nguén gdc tir nguoi. Tuy
nhién, su ting dan cdc chung nadm da bi dé
khang véi ketoconazol 1a dau hiéu cho thdy xu
hudng khang tri voi ketoconazol trong cOng
dong va nguy co dé khang chéo véi cac azol
khac. Két qua nghién ctu cho thdy can cd
nhiing khuyén cdo can thiét dén nhéan vién y
t€, ddc biét 1a bac si, duoc si nha thudc trong
viéc ké don, tu van st dung ketoconazol va
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terbinafin hop ly, tuan thu liéu luong va thoi
gian diéu tri nhdm trdnh phat sinh thém
chung khang thudc d6i voi 2 ché pham thong
dung nay.
KETLUAN

Hau hét cac chung ndm da thudc chi
Trichophyton, c6 52% chung nhay cam véi

ketoconazol va 100% chung nhay cam
terbinafin.
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