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TOM TAT
Dt van dé: Viém am hg - am dao 1a bénh phy khoa rat pho bién hién nay. Mgt so nghién
cieu duoc thyc hién cho thay phoi hop thuoc khang nam véi tinh dau c6 kha nang cai thién tac dong
trén vi sinh vat gay bénh. Muc tiéu nghién cizu: Khao sat hogt tinh khang khudn va khang nam cuia
ché pham gel chiza hoat chat clotrimazol phéi hep Véi tinh ddu hwong nhu tring dwoc diéu ché
trong phong thi nghiém. Péi twong va phwong phdp nghién ciru: Khao sat hogt tinh khang khudn,
khang nam cua ché pham gel phu khoa bang phuwong phdp khuéch tan va phicong phdp pha lodng
trong moi truong long theo huéng dan cua Vién tiéu chuan Phong thi nghi¢m va Lam sang (Clinical
and Laboratory Standards Institute - CLSI). Két qud: Ché pham gel cé kha nang ¢ chée sy phéat
trién cua 4 chung vi khudn va 5 ching vi nam ther nghiém véi dwrong kinh vong izc ché vi sinh vat
trong khodng 18-26 mm va gié tr; MIC trong khodng 125-250 pg/mL (tinh theo khdi lirong ché
pham). Két lugn: Ché pham gel diéu ché durgc ¢6 kha ning khdng khuan va khang nam tot.
_Tir khoa: Clotrimazol, gel, hogt tinh khang khuan, hogt tinh khang nam, tinh dau hwong
nhu trang.

ABSTRACT

EVALUATING ANTIBACTERIAL AND ANTIFUNGAL ACTIVITIES
OF GEL PRODUCT CONTAINING CLOTRIMAZOLE
AND OCIMUM GRATISSIMUM ESSENTIAL OIL

Dinh Thi Thanh Vy?!, Tran Mong To Tam'*, Vo Hoai Hieu?,
Pham Thi Hoang Yen?, Le Thi Loan?, Nguyen Dinh Nga?
1. Yersin Da Lat University

2. University of Medicine and Pharmacy at Ho Chi Minh city

Background: Vulvovaginitis is a very common gynecological disease at present. Some
researches showed that the combination of antifungal drugs and essential oils can improve the
activity on pathogenic microorganisms. Objectives: To survey the antibacterial and antifungal
activities of gel products containing the combination of clotrimazole and Ocimum gratissimum
essential oil compounded in the laboratory. Materials and method: Surveying the antibacterial and
antifungal activities of gynecological gel products by agar diffusion method and broth dilution
method according to guidelines of the Clinical and Laboratory Standards Institute (CLSI). Results:
The gel product had the ability to inhibit the growth of 4 bacterial and 5 fungal strains with the
diameter of microorganism inhibitory zone about 18-26 mm and MIC value about 125-250 pg/mL
(calculated to product weight). Conclusion: The compounded gel products had good antibacterial
and antifungal activities.
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I. PAT VAN PE

Viém 4m ho - 4m dao 1a bénh phu khoa rat thudng gip cha yéu do vi khuin
Gardnerella vaginalis va nAm Candida albicans gay ra [1]. Bén canh d6, mot s vi khuan
khac nhu Eubacterium, Fusobacterium, Prevotella sp., Mobiluncus sp., Mycoplasma
homini, cac loai Candida non albicans nhu Candida glabrata, Candida tropicalis, Candida
krusei hay trung roi Trichomonas vaginalis cling la tac nhan gay bénh [2].

Clotrimazol 1a loai thuéc khang ndm duoc st dung phd bién trong diéu tri viém
nhiém phu khoa do vi nim, dic biét 1a nAm Candida albicans. Thudc thudng duoc dung tai
chd dang vién dit 4m dao, kem bdi ngoai trong cac ché pham don thanh phan hozdc phdi hop
voi cac thude khang khuan, khang ndm khéc. Clotrimazol c6 tac dung khang nhiéu loai nim,
udng hip thu tét, nhung gy réi loan tiéu hoa ning nén khong duoc dung dé diéu tri nhiém
nam toan than [3]. Pong thoi clotrimazol khong cé tac dung tot d6i véi cac loai vi khuan
gy viém am ho - 4m dao nén chi dugc st dung gidi han trong diéu tri viém nhiém do nam.
Dé hd tro va ngin ngira tinh trang viém nhiém, céc loai tinh dau da duoc st dung va nhiéu
loai ¢6 tac dung kha t6t. Tinh dau c6 nhiéu tac dung d6i voi sirc khoe, da duogce str dung tir
lau trong dan gian. Mot s loai dd dugc nghién ctru chirng minh ¢ tac dung sinh hoc in
vitro cling nhu hiéu qua lam sang. Bén canh do, nhiéu loai méi duge quan tam st dung nén
chwa c6 nhiéu ching ctr khoa hoc vé tac dung. Tinh dau hwong nhu tring e ché ¢ hiéu
qua cac chung vi khuan gay bénh Staphylococcus aureus, Escherichia coli, Salmonella
typhimurium va Salmonella typhi [4]. Tinh dau huong nhu tring ciing c6 kha ning trc ché
mot s vi ndm gdy bénh, Botryosphaeria rhodina, Rhizoctonia sp., Alternaria sp.,
Cryptococcus neoformans va nhiéu loai nim da [5].

Thube khéng ndm nhom imidazol, dic biét 1a clotrimazol van 1 uu tién hang dau
trong diéu tri viém 4m ho - 4m dao do Candida albicans. Tuy nhién sir dung clotrimazol
duong 4m dao c6 thé gy mot sd phan tng tai chd nhu bong nhe, kich tmg cuc bo, ngira [3].
Dé cai thién kha ning tac dung khang khuan cta ché pham phu khoa, ting cuong kha ning
diéu tri viém 4m ho - 4m dao, nhom tac gia da thuc hién nghién clru phéi hop clotrimazol
v6i tinh dau trong ciing mot ché pham. Viéc phdi hop clotrimazol véi tinh diu hudng dén
muc tiéu tac dong trén cac chung Candida non albicans, giam ham lugng clotrimazol st
dung va han ché tinh trang tai phat. Nghién ctru khao sat hoat tinh khang khuan, khdng nim
ctia clotrimazol va 5 loai tinh dau cua tac gia cho két qua phdi hop clotrimazol véi tinh dau
hwong nhu tring c6 hiéu qua t6t nhat trén cac chung vi sinh vat gay viém am ho - 4m dao
[6]. Tir d6 nhom tac gia tién hanh diéu ché trong phong thi nghiém ché pham gel phu khoa
chira hoat chat ph01 hop clotrimazol véi tinh dau huong nhu trang Trong nghién ctru nay,
nhom tac gia tiép tuc khao sat hoat tinh khang khuan va khang nam ctia ché phim gel da
diéu ché d6i véi cac chung vi sinh vat 1a tdc nhan gay viém am h¢ - &m dao dé xac dinh kha
nang mo rong phé tac dung cta ché phém trén vi sinh vat, dic biét 1a cac loai vi khuan.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciéu

Nghién ctru dugc thyc hién trén ché phém gel phu khoa dugc diéu ché trong phong
thi nghiém. Thanh phan hoat chat ctia ché pham 1a phoi hop clotrimazol - tinh dau huong
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nhu tring (thanh phan chinh 13 eugenol) véi cong thirc ctia ché pham duogc didu ché trong
phong thi nghiém nhu sau:

Clotrimazol 0,5¢g
Tinh diu huong nhu tring 0,15¢
Ta dugc (propylen glycol, hydroxypropyl methyl

cellulose, polyethylen glycol 4000, benzyl alcohol, ta vira du 100 g

dugc 6n dinh)

Nghién ctru khao sat hoat tinh khang khuan va khang nim cta ché pham diéu ché
dugc trén 9 ching vi sinh vat bao gom Escherichia coli ATCC 25922, Pseudomonas
aeruginosa ATCC 27853, Staphylococcus aureus ATCC 29213, Streptococcus faecalis
ATCC 29212, Candida albicans ATCC 10231, Candida glabrata ND 31, Candida glabrata
ND 32, Candida glabrata 961, Candida tropicalis PNT 31. Cac ching duoc cung cap boi
phong thi nghiém Vi sinh - Ky sinh tring, khoa Dugc, Pai hoc Y Dugce Thanh phd H6 Chi
Minh. Chiing duoc giit trong ti dong -80 °C va cdy hoat hoa trudc khi st dung.

Thanh phan cac loai méi trudng duoc sir dung trong thir nghiém bao gom:

- Mbi truong MHA: Mbi truong Mueller Hinton 38 g, nuGe cit 1 lit.

- Mbi truong SDA: Pepton casein 10 g, glucose 20 g, agar 15 g, nude cat 1 lit.

- Mbi truomg TSB: Casein soya 30 g, nude cit 1 lit.

- Mbi truong TSA: Casein soya 30 g, agar 15 g, nudc cat 1 lit.

2.2. Phwong phap nghién ctru

Hoat tinh khang khuan va khang ndm cta ché phim gel duoc thir nghiém bang
phuong phap khuéch tan qua giéng thach va phuong phap pha lodng trong méi truong long
theo hudng dan ctiia CLSI [7], [8], [9], [10].

Phuong phdp khuéch tan qua giéng thach:

Cho vao moi dia petri 25 mL m6i truong thich hop. Dung méi truong MHA dbi voi
vi khudn, méi truong MHA bd sung glucose va xanh methylen dbi vOi vi ndm.

Chuén bj vi sinh vat thir nghiém: DBdi véi vi ndm, tién hanh cay hoat hda vi nAm trén
mdi trudng thach SDA, u 37 °C trong 48 gio. Phan tan 5 khom nim vao nuwdc mubi sinh 1y
¢6 0,05% Tween 80. Diéu chinh mat do vi ndim dén ODs30 = 0,08-0,12, twong duong 1-5 x
10 CFU/mL. Déi v6i vi khuan, tién hanh cay hoat hoa vi khuan trén méi truong thach TSA,
1 37 °C trong 24 gio. Cay chuyen 5 khém vi khuan vao moi truong TSB trong khoang 5
gio. Didu chinh mat d6 vi khuan dén ODg2s = 0,08-0,12, tuong duong 1-5 x 10® CFU/mL.

Dung que bong v6 khuén trai huyen dich vi khuan, vi ndm 1én bé mat thach, dé kho
mit thach. Dung 1 éng dong vo khuan duong kinh 6 mm duc 16 trén moi trudng da trai vi
sinh vat, cho vao timg giéng 25 pL ché pham thir. U cac dia & 37 °C trong 48 gioy d6i v6i vi
nim va 24 gio di v6i vi khudn. Hoat tinh khang khuan, khang ndm duoc danh gia bang
cach do duong kinh vong trc ché vi khuan va vi nAm (mm). Thir nghiém duogc lap lai 3 lan,
lay két qua trung binh.

Phiwrong phdp pha lodng trong moi truong long:

Chuén bj vi sinh vat thir nghiém tuong tu phuong phap khuéch tan.

Chuan bi dung dich thu: Hoa tan mau ché pham gel trong DMSO v&i nong do cao
hon ndng dd cao nhét trong diy ndng do thir nghiém 100 lan (dung dich me), pha loing
dung dich me trong méi truong lién tiép ' thanh day ndng d6 (ndng d6 DMSO cudi cling
1-2%).
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Mbi nong d6 huat 100 L chat thir phdi hop véi 900 uL moi trudng chira vi sinh vat
0 nong do 10° CFU/ml trong ong nghiém. Tién hanh thir trén 4 loai vi khuan va 5 loai vi
nam. Thuc hién song song mau ching dm chira 1 ml moi tru:orng va chung duong chura 1
mL moi truong 0 vi sinh vat. U 37 °C tu 24-48 g10’ doc két qua. MIC 1a nong do thap nhat
cua chat thir rc ché sy phat trién vi khudn va vi ndm quan sat dugce bang mat thuong. Trong
mdi dng ngh1em khong quan sat thay ¢6 vi sinh vat phat trién (cac 6 ong nghiém c6 nong do
chat khang vi sinh vat cao hon 6ng MIC), hat 100 uL dich trai trén bé mat dia thach TSA
d6i voi vi khuan va SDA d6i véi vi ndm. U céc dia thach ¢ 37 °C trong thoi gian thich hop.
Pém sb khuan lac trong mdi dia thach. MBC/MFC 1a ndng do thip nhit cua chét thir diét
duoc 99% sb lugng vi khuan/vi ndm (néng do & dia thach dém duoc < 10 khuan lac).

Céc thtr nghiém duoc ldp lai 3 1an, 1y két qua trung binh. Sé liéu duoc xir Iy bang
phan mém Microsoft Excel 2019.

I1l. KET QUA NGHIEN CUU

3.1. Phuong phap khuéch tan
Két qua thr hoat tinh khang khuin va khang nam cua gel trén 9 ching vi sinh vat
gy bénh bang phuong phap khuéch tan thé hién bang duong kinh vong @c ché vi sinh vat
duogc trinh bay trong bang 1.
Bang 1. Puong kinh vong trc ché vi sinh vat ctia ché pham gel

Chung vi sinh vat Puong kinh (nm)
Escherichia coli ATCC 25922 22,67 £ 0,65
Pseudomonas aeruginosa ATCC 27853 25,00 +1,13
Staphylococcus aureus ATCC 29213 21,17 £ 0,86
Streptococcus faecalis ATCC 29212 20,90 + 0,97
Candida albicans ATCC 10231 22,07 £ 1,14
Candida glabrata ND 31 21,60 + 0,74
Candida glabrata ND 32 18,50 + 0,79
Candida glabrata 961 22,50 £ 0,57
Candida tropicalis PNT 31 19,37 £ 0,62

Nhan xét:

Két qua cho thay gel ¢6 hoat tinh khang ddi vdi 4 chung vi khuan va 5 ching vi nim
thir nghiém kha t6t, thé hién ¢ duong kinh cac vong trc ché ndm trong khoang 18,5-25,0
mm. Gel c6 tac dung manh nhét trén ching Pseudomonas aeruginosa ATCC 27853 va tac
dung yéu nhét trén chung Candida glabrata ND 32.

3.2. Phuong phap pha loang

Két qua thir hoat tinh khang khuan, khang ndm ctia ché pham trén 9 ching vi sinh
vat bang phuong phap pha lodng dugc trinh bay trong cdc bang 2 va bang 3.
Bang 2. Gi4 tri MIC, MBC (ug/mL) ctia ché pham trén vi khuan

Vi khuin MIC (pg/mL) MBC (ng/mL)
Escherichia coli ATCC 25922 125 250
Pseudomonas aeruginosa ATCC 27853 125 250
Staphylococcus aureus ATCC 29213 250 500
Streptococcus faecalis ATCC 29212 250 500
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Nhan xét: Két qua tir bang 2 cho thiy gel c6 tac dung khang cac vi khuan thir nghiém
v6i ndng do MIC trong khoang 125-250 pg/mL, tac dung trén cac chung Escherichia coli
ATCC 25922 va Pseudomonas aeruginosa ATCC 27853 t6t hon. Pdng thoi gel ¢6 kha ning
diét khuan ¢ nong do t6i thiéu gap 2 1an nong do we ché.

Bang 3. Gia tri MIC, MFC (pg/mL) ctia ché pham trén vi nAm

Vinam MIC (ng/mL) MFC (pg/mL)
Candida albicans ATCC 10231 125 125
Candida glabrata ND 31 125 125
Candida glabrata ND 32 250 500
Candida glabrata 961 125 250
Candida tropicalis PNT 31 250 500

Nhan xét:

Két qua tir bang 3 cho thay gel c¢6 tac dung @c ché vi nAm thir nghiém twong tu vi
khuén, véi cac gia tri MIC 125-250 pg/mL. Tac dung t6t hon trén Candida glabrata 961 va
Candida tropicalis PNT 31. Gel c¢6 kha niang diét nAim Candida albicans ATCC 10231,
Candida glabrata ND 31 & ndng db tbi thiéu twong duong MIC va gip 2 lan MIC dbi véi
cac chung nidm con lai.

IV. BAN LUAN

Céc ché pham dang dung dich rtra phu khoa trong nuwée hién nay dugc str dung chi
yéu nham 1am sach, khtr mui vung kin, chi mot s6 it ché phém co tac dung dac tri ddi voi
nim Candida nhu Amigyno, Camisept v&i thanh phan chinh 13 clotrimazol. Ché phém gel
phu khoa duoc diéu ché trong nghién ctru nay chira clotrimazol phéi hop vai tinh dau huong
nhu tring hudéng dén mé rong phd tac dung trén vi sinh vat, giam ham lugng clotrimazol
duogc str dung va ngin ngira tinh trang tai phat. Sau khi diéu ché, gel duogc thir nghiém hoat
tinh khang khuan, khiang nim trén 9 chung vi sinh vat gdy bénh bing phuong phap khuéch
tan. Két qua duong kinh vong trc ché vi khuan va vi nim thu duogc cho thiy gel trc ché duoc
tat ca cac chung vi sinh vat thir nghiém. Gel trc ché t6t chung Candida albicans ciing nhu
cac ching Candida non albicans va e ché rat tét dbi v6i cac chung vi khuan. Tuy nhién
thtr nghiém bang phuong phap khuéch tan khéng xac dinh duoc chinh xac gia tri MIC cua
ché pham. Pé xac dinh gia tri MIC, MBC/MFC cua ché pham tiép tuc tién hanh thir nghiém
bang phuong phép pha lodng trong moi truong long. Két qua gia tri MIC cua ché pham d6i
vo1 cac chung vi sinh vét thir nghiém khong qua 0,5 mg/mL. Hai phuong phap khuéch tan
va pha loang déu cho két qua gel co tac dung khang cac chung nim Candida ciing nhu cac
ching vi khuén t6t. Nhu vdy, thanh phan tinh dau dugc phdi hop cung clotrimazol trong
cong thirc d cai thién dang ké tac dung e ché mot s6 loai vi khuan, mé rong phd tac dung
ctia ché pham.

Viée str dung tinh dau trong thanh phan ché pham phu khoa tai Viét Nam twong ddi
it. M6t nghién ctru cua Nguyen Ngoc Yén va cong sur (2021) didu che gel v¢ sinh phy nit
chira tinh ddu Huong thao ndng do 0,5%. Khao sat tac dung trén ndm Candida albicans
bang phuwong phap khuéch tan trong thach qua dia gidy 6 mm cho thay hi¢u qua trc ché trén

90% [11]. Tuong tu, trén thé gidi, cac nghién ciru sir dung tinh diu trong ché phim vé sinh
phu nir khong nhiéu. Nghién ctru cua Pandey va cong sy (2010) st dung dich chiét duoc
liéu va tinh dau diéu ché san pham rira phu khoa dang gel va khao sat tac dung wrc ché mot
s0 loai vi khuan va vi ndm. Két qua duong kinh vong trc ché vi sinh vét twong tmg 15-23
mm ddi véi Saphylococcus aureus, 18-22 mm ddi véi Escherichia coli, 15-25 mm dbi v6i

5
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Aspergillus niger va 14-20 mm dbi voi Candida albicans. MIC cua ché pham dbi voi hau
hét cac ching thir nghiém déu duéi 20 mg/mL [12]. Mot nghién ctru khac ciia Neves va
cong su (2009) khao sat kha nang trc ché vi nAm Candida gdy viém am h - am dao cua gel
chira tinh dau Thymus vulgaris nong do 1% (khdi luong/khm luong) trén 4 chung Candida.
Két qua cho thay gel thé hién dugc hoat tinh khang nam ¢ moi truong pH tuong duong voi
pH am dao [13]. Ngoai ra, viéc phdi hop thuéc khang nim v&i thanh phan thao dugc cho
tac dung tot dbi véi bénh nhan thuong xuyén tai phat. Masoudi va cong sy (2017) tién hanh
so sanh hiéu qua diéu trj cua gel chira metronidazol phéi hop véi chiét xuat Huong dao
(Myrtus communis) 2% va gel chi c6 thanh phan metronidazol. Két qua cho thdy ché pham
phdi hop ¢o tac dung diéu tri tot hon (p < 0,05), bénh nhan khong tai phat trong khi bénh
nhan sir dung ché pham chi chira metronidazol c6 ti 18 tai phat dén 30% [14]. Nhu vay, cac
ché pham chira thanh phan tinh dau c6 kha ning trc ché mot sé loai vi sinh vét 1a tac nhan
gay viém nhiém phu khoa, dong thoi nang cao kha ning chéng tai phat bénh. Pay 1a nghién
ctru dau tién phdi hop clotrimazol véi tinh dau hwong nhu tring trong ché pham dung dich
v¢ sinh phy nir dang gel. Vi cac két qua ghi nhan duoc, c6 thé thay ché pham thuc su co
tiém nang trong viéc e ché cac loai vi khuan va vi nim gy viém &m h¢ - m dao. Tuy
nhién, can c6 cac nghién ctru thém trong diéu kién in vitro dé cung c6 kha niang diéu tri va
¢6 co s& phat trién ché pham thanh san pham thwong mai.

V. KET LUAN

Nghién ctru da xac dinh dugc hoat tinh khang ndm Candida va khang khuan cua gel
chira clotrimazol va tinh dau huwong nhu tréng trén 9 chung vi sinh vat gady viém am hg - am
dao thuong gap theo phuong phap khuéch tan va phuong phap pha loang. Ché pham gel
diéu ché duoc c6 kha ning trc ché tbt su phat trién ctia 4 chung vi khudn va 5 chung vi nam
thir nghiém.
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TOM TAT

Dt vin dé: Ung thu buong tring la ung thur phu khoa phé bién thiz hai ¢ phu nir, 1a mgt
trong nhung bénh ung thw nguy hiém gay tir vong hang dau ¢ phy nit. Muc tiéu nghién ciru: Xac
dinh gia tri cua hai xét nghiem CA125, HE4 va chi so ROMA test (Risk of Ovarian Malignancy
Algorithm Test) trong chan dodn ung thi buéng trimg tai Bénh vién Quoc té Phuwong Chdu. Déi
twong va phuwong phdp nghién ciru: Nghién cizu md td cdt ngang trén 244 phu nir diroc chan dodn
khoi u buong triing thuc thé tir 03/2019 dén 09/2023 tai Bénh vién Quéc té Phirong Chau. Két qud:
Xeét nghi¢m CA125 c6 do nhay dat 61,5%, do dac hiéu dat 67,1%, gia tri tién dodn duong la 9,5%,
gia tri tién doan am la 96,9%. Xét nghiém HE4 c6 do nhay dat 53,8%, d¢ dac hiéu dat 97,8%, gié
tri tién doan dwong la 58,3%, gia tri tién dodan dm la 97,4%. Chi s6 ROMA test ¢ dé nhay dat
53,8%, do dac hiéu dat 93,1%, gia tri tién dodn dicong la 30,4%, gid tri tién dodn dm la 97,3%. Két
lugn: Trong hai xét nghiém CA125, HE4 va chi s6 ROMA test thi xét nghiém HE4 ¢ gia tri ti wu
nhat Vi vdy c6 thé thay thé cho cdc truong hop khéng dii diéu kién dé thuc hién cac xét nghiém két
hop trong chan dodn phdn biét ung thw buong trimg ¢ phu nit duoc chdan dodn khoi u buong triing
thuc thé.

Tur khoéa: Ung thu buéng trung, CA125, HE4, ROMA test.
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