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(54) CHE PHAM DIET KHUAN DUNG CHO DA

(57) Sang ché dé cap dén ché pham long diét khuan giup c6 thé dé dang xac dinh vi tri boi
trong viéc diét khuan da tién phiu thuat va cong viéc tuong tu, trong d6 ché pham 16ng nay
thu dugc bang cach tao mau cho dung dich nuéc olanxidin gluconat 1a chit 1ong khong
mau va trong su6t. Ché pham long diét khuan gém olanxidin gluconat, chat tao mau nhu
mau vang cam (Sunset Yellow FCF), alkyl dimetylamin oxit nhu lauryl dimetylamin oxit,
va tily ¥ mot hodc nhiéu chat hoat dong bé mat khong phai 14 alkyl dimetylamin oxit nhu
polyoxyetylen alkyl ete bao gdém lauromacrogol va polyoxyetylen polyoxypropylen alkyl
ete gom polyoxyetylen(20) polyoxypropylen(4) xetyl ete. Ché pham long diét khuan gitp
c¢6 thé dé dang xac dinh vi tri boi trong viéc diét khuan da tién phau thuat va cong viéc
tuong tu.
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Linh vwc k§ thuit dwoc dé cap

Sang ché d& cap dén chét 1ong diét khuén chira olanexidin gluconat va c6 thé dé
dang xé4c dinh vi tri bdi trong viéc diét khuan da tién phiu thuat va trong cong viée twong

tu.
Tinh trang ky thuit ciia sang ché

Olanexidin, c6 tén héa hoc 1a 1-(3,4-diclobenzyl)-5-octylbiguanide, 1 hop chit
¢6 hoat tinh diét khué&n manh. Céc nghién ctru d dugc thuc hién trén céc chét diét khuén
chira hydroclorua ctia olanexidin 1am thanh phén hoat tinh (xem, vi dy, tai liéu phi sang
ché 1). Olanexidin va hydroclorua ciia né 14 cuc ky khong tan trong nuéc. Dung dich
nuée duge didu ché bang cach hoa tan olanexidin chi c6 thé c6 hoat tinh diét khuin yéu
va gy két tia ty theo moi trudng. Nghién ctru gin déy tiét 16 rang gluconat cua
olanexidin c6 do tan trong nuéc phit hop, phd diét khuin rong, boc 16 tac dung diét
khuén nhanh va hoat tinh diét khudn cua n6 kéo dai hon, va do d6 gluconat ¢ vai trd

lam chét diét khuan y t& hitu ich (xem tai liéu sang ché 1).

Dung dich nudc olanexidin gluconat néu trén la chat 16ng khong mau va trong
sudt. Nguoc lai, povidon-iot, dugc sit dung dé diét khuén da tién phau thuat, 1a chét 1ong
mau nau hoi den va do d6 viéc xac dinh vi tri boi bang mat c6 thé dé dang thuc hién.
Clorhexidin-rugu, cling dugc st dung dé diét khuén da tién phau thuat, 13 chét 16ng vén
khong mau va trong sudt, nhung nhiing chit ¢6 mau nhe thudc nhudm ciing c6 ban trén
thi truong (vi dy, "Dung dich rugu Hexizac 0,5%", do Yoshida Pharmaceutical Co., Ltd.

san xuét).
Tai liéu sdng ché
Tai liéu sang ché 1
Pon sang ché Nhat Ban chua xét nghiém s cong bb 2005-289959
Tai liéu phi sang ché
Tai liéu phi sang ché 1
NAGALI Isao, et al., KankyoKansen, 15(3), 220(2000)

Ban chit k§ thuit ciia sang ché
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Déi twong cin giai quyét

Muc dich cta sang ché 1 d& xuét chét 16ng diét khuén gitip c6 thé xac dinh dé
dang vi tri boi trong viéc diét khuan da tién phau thuat va cong viéc tuong ty, trong d6
chit 16ng thu dugc bing cich tao mau cho dung dich nude olanexidin gluconat 1a chét
long khong mau va trong sudt.

Giai quyét van dé

Céc tac gia sang ché trudc tién da thir bd sung mot vai chat tao mau vao dung
dich nuéc olanexidin gluconat, nhung dung dich lai tao két ta do d6 dugc thiy 1a khong
thich hop dé sir dung trong thuc té. P& ngan su két tla, cAc tAc gia sdng ché b6 sung tiép
mot s6 chét hoat dong bé mit vao dung dich va danh gia tinh hiéu qué diét khuén trén 8
loai vi khudn thir nghiém: Staphylococcus aureus ATCC29213; Enterococcus faecalis
ATCC15606; Staphylococcus epidermidis ATCC12228; Serratia marcescens
ATCC14756; Acinetobacter baumannii ATCC19606; Escherichia coli ATCC25922;
Pseudomonas aeruginosa ATCC27853; Candida albicans ATCC90028. Két qua cho
thdy rang tinh hiéu qua diét khudn cta olanexidin gluconat dbi véi céc vi khuén thir
nghiém, Candida albicans ATCC90028, bi gidm. Céc tac gia sang ché da nghién ciru
siu hon dbi véi cac chat hoat dong bé mit can bd sung va nhan thdy rang viéc bd sung
alkyl dimetylamin oxit c6 thé ngan su két tia ma khong lam gidm tinh hiéu qua diét
khuén cua olanexidin gluconat. Ngoai ra, cac tac gia sang ché ciing nhén thiy ring viéc
bd sung alkyl dimetylamin oxit c6 thé ngan viéc giam tinh hiéu qua diét khuin cua
olanexidin gluconat do cac chét hoat dong bé mit khac giy ra, va cudi cing dat duoc
giai phép cua sang ché.

Do d6, sang ché gdm cac dbi tuong sau day:

(1) Ché phim diét khuan ding cho da chira olanexidin gluconat, chét tao mau, va alkyl

dimetylamin oxit.

(2) Ché pham diét khudn dung cho da theo muc (1) & trén, trong d6 olanexidin gluconat

¢6 ndng d6 nam trong khoang ttr 0,01 dén 20 % (trong lwong/thé tich).

(3) Ché phdm dung diét khuén da theo muc (1) hodc (2) & trén, trong d6 chét tao mau 13

thudc nhudm nhya than d4 hop 18.

(4) Ché phim diét khuén dung cho da theo muc (3) & trén, trong do thudc nhudém nhya
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than d4 hop 1€ 1a mau vang cam (Sunset Yellow FCF).

(5) Ché phdm diét khudn ding cho da theo theo muc bét ky trong s6 cac muc tir (1) dén
(4), trong d6 alkyl dimetylamin oxit c6 ndng dd 16n hon hoic bing 0,01% (trong
lwong/thé tich).

(6) Ché phim diét khudn ding cho da theo theo muc bét ky trong sb cac muc tir (1) dén
(5), trong d6 ché phim nay con chira polyoxyetylen alkyl ete.

(7) Ché phém diét khuin ding cho da theo muc (6) néu trén, trong d6 ty 1¢ gitra ndéng do
alkyl dimetylamin oxit so v&i tbng ndng d6 cua alkyl dimetylamin oxit va polyoxyetylen
alkyl ete 16n hon hozc bang 0,18.

(8) Ché pham diét khudn ding cho da theo theo muc bét ky trong sb cac muc tir (1) dén
(5), trong d6 ché phdm nay con chira polyoxyetylen polyoxypropylene alkyl ete.

(9) Ché phém diét khuin ding cho da theo muc (8) néu trén, trong do ty 1¢ gitra ndng do
cua alkyl dimetylamin oxit so voéi tbng ndng dd cia alkyl dimetylamin oxit va
polyoxyetylen polyoxypropylene alkyl ete 16n hon hodc bang 0,12.

(10) Ché pham diét khuin dung cho da theo theo muc bét ky trong s6 cac muc tir (1) dén
(5), trong d6 ché phidm nay con chira polyoxyetylen alkyl ete va polyoxyetylen
polyoxypropylen alkyl ete.

(11) Ché pham diét khuén ding cho da theo muc (10) néu trén, trong d6 ty 1¢ gitra ndng
do alkyl dimetylamin oxit so voi tbng ndéng do cta alkyl dimetylamin oxit,
polyoxyetylen alkyl ete va polyoxyetylen polyoxypropylen alkyl ete I6n hon hodc bang
0,28.

(12) Ché pham diét khuén ding cho da theo theo muc bét ky trong s cac muc tir (1) dén
(11), trong d6 alkyl dimetylamin oxit 1a alkyl dimetylamin oxit ¢c6 nhom alkyl co tir 10
dén 16 nguyén tit cacbon.

(13) Ché pham diét khudn dung cho da theo muc (12) néu trén, trong do alkyl
dimetylamin oxit dugc chon tir lauryl dimetylamin oxit, dexyl dimetylamin oxit,
myristyl dimetylamin oxit, va cocoalkyl dimetylamin oxit;

(14) Ché phém diét khuén ding cho da theo muyc bét k¥ trong s6 cac muc tir (6) dén (7)
va (10) dén (13), trong d6 polyoxyetylen alkyl ete 14 lauromacrogol.

(15) Ché pham diét khuan dung cho da theo muc bat ky trong s6 cac muc tir (8) dén (14),
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trong d6 polyoxyetylen polyoxypropylen alkyl ete la polyoxyetylen(20)
polyoxypropylen(4) xetyl ete.

Hiéu qua cta sang ché

Theo ché phim ctia séng ché, ché phim co thé gitp xé4c dinh d€ dang vi tri bdi
chit 1ong diét khuén trong viéc diét khuan da tién phiu thuat va cong viéc tuong tu, va

do d6 gitp c6 the diét khuan hoan toan véi do tin cdy cao va trong thoi gian ngén.
MO ta van tat cac hinh vé

Fig.1 13 bang thé hién hiéu qua diét khudn cia ché phim long diét khuan

Olanedine c¢6 mau trong vi du 1 chira lauromacrogol lam chét hoat dong bé mit.

Fig.2 12 bang thé hién mrc giam tinh hiéu qua diét khuén theo Log ctia ché phdm
16ng diét khuan Olanedine c6 mau trong vi du 1 ma chira lauromacrogol lam chit hoat

dong bé mit.

Fig.3 la bang thé hién hiéu qua diét khudn cta ché phdm long diét khuén

Olanedine ¢6 mau trong vi du 2.

Fig.4 1a bang thé hién mtrc giam tinh hiéu qua diét khuén theo Log ctia ché pham

10ng diét khudn Olanedine c6 mau trong vi du 2.

Fig.5 1a bang thé hién hiéu qua di¢t khudn cta ché phdm long diét khuén

Olanedine c6 mau trong vi du 3.

Fig.6 1a bang thé hién mérc giam tinh hiéu qua diét khuén theo Log ctia ché phim

16ng diét khuin Olanedine ¢6 mau trong vi du 3.

Fig.7 13 bang thé hién hiéu qua diét khudn cia ché phim léng diét khuin
Olanedine c6 mau trong vi du 4 chira, du6i dang chéit hoat dong bé& mit, mot minh lauryl
dimetylamin oxit (thtr nghiém s6 1 dén 3), lauryl dimetylamin oxit va lauromacrogol

(thtr nghiém sb 4 dén 17), va mot minh lauromacrogol (thir nghiém s6 18).

Fig.8 la bang thé hién murc giam tinh hiéu qua diét khuén theo Log ctia ché phim
long diét khudn Olanedine c6 mau trong vi du 4 chira, dudi dang chét hoat dong bé mat,
mdt minh lauryl dimetylamin oxit (thir nghiém sb6 1 dén 3), lauryl dimetylamin oxit va
lauromacrogol (tht nghiém s6 4 dn 17), va mot minh lauromacrogol (thtr nghiém sb

18).
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Fig.9 la bang thé hién hiéu qua diét khudn cta ché phim léng diét khuan
Olanedine ¢6 mau trong vi dy 4 chtra, duéi dang chat hoat dong bé mit, lauryl

dimetylamin oxit va polyoxyetylen(20) polyoxypropylen(4) xetyl ete.

Fig.10 13 bang thé hién mirc giam tinh hidu qua diét khudn theo Log cla ché
phém 16ng diét khuén Olanedine c6 mau trong vi du 4 chita, duéi dang chét hoat dong

bé mat, lauryl dimetylamin oxit va polyoxyetylen(20) polyoxypropylen(4) xetyl ete.

Fig.11 12 bang thé hién hidu quéa diét khudn céia ché pham long diét khuén
Olanedine ¢6 mau trong vi du 3 chtta, duéi dang chit hoat dong bé mait, lauryl

dimetylamin oxit, lauromacrogol va polyoxyetylen(20) polyoxypropylen(4) xetyl ete.

Fig.12 12 bang thé hién mirc giam tinh hidu qua diét khuén theo Log cua ché
phém l6ng diét khudn Olanedine c6 mau trong vi du 4 chira, duéi dang chét hoat dong
bé mit, lauryl dimetylamin oxit, lauromacrogol va polyoxyetylen(20)
polyoxypropylen(4) xetyl ete.

MO t4 chi tiét sang ché

Sang ché dé cap dén ché phim diét khuén ding cho da chtta olanexidin gluconat,
chit tao mau, va alkyl dimetylamin oxit. Chat tao mau c6 thé 1a chét tao mau bét ky
mién 13 chiing c6 thé ding cho da va cé thé 1a chét tao mau ty nhién hodc chét tao mau
tbng hop. Tét hon néu sir dung thudc nhudém nhua than d4 hop 1& (legal tar dye) ma c6
thé dung dugc trong y té, v.v. dua theo céc didu khoan tai Pidu 56(7) ctia Luat Su vu
Dugc Nhit Ban (the Japanese Pharmaceutical Affairs Law) (bao gbm khi ap dung cho
Diéu 60 va Didu 62) (Luat s6 145 nam 1960). Vi du vé thudc nhuém nhya than d4 hop
16 bao gdbm amaranth (mau do s6 2), New Coccine (mau dé s6 102), cam II (mau cam
s6 205), Sunset Yellow FCF (mau vang s6 5), Tartrazine (mau vang sb 4), Erythrosine
(mau d6 sb 3), Phloxine B (mau dé s6 104), Rose Bengal (mau dé s6 105), d6 axit (mau
d6 s6 106), Fast Green FCF (mau Xanh luc s6 3), Brilliant Blue FCF (mau Xanh lam s6
1), Indigo Carmine (mau Xanh lam s6 2), Eosine YS (mau D6 s6 230(1)), Uranin (mau
Vang s6 202(1)), Quinoline Yellow WS (mau Vang s6 203), Alizarine Xyanine Green F
(mau Xanh luc s 201), Pyranine Conc (mau Xanh lyc s6 204), Alphazurine FG (mau
Xanh lam s6 205), Lithol Rubine B (mau D6 s6 201), Lithol Rubine BCA (mau D¢ s6
202), Lake Red C (mau Do s6 203), Lake Red CBA (mau D6 s6 204), do Lithol (mau
D6 s 205), @ Lithol CA (mau D6 sb 206), d6 Lithol BA (mau Dé s6 207), dé Lithol
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SR (mau D6 sb 208), Rhodamin B (mau D6 s6 213), Rhodamin B Axetat (mau D6 s6
214), Rhodamin B Stearat (mau Do sb 215), Tetraclotetrabromofloresxein (mau Do sb
218), Brilliant Lake Red R (mau Do sb 219), Deep Maroon (mau Do sb 220), d6
Toluidine (mau Do s 221), Tetrabromofloresxein (mau Do s6 223), Sudan ITI (mau Po
s6 225), Helindone Pink CN (mau D¢ s6 226), Fast Acid Magenta (mau D6 s6 227), do
Permaton (mau Do sé 228), Phloxine BK (mau D6 s6 231), Rose Bengal K (mau Do s6
232), Dibromofluorescein (mau Cam s6 201), cam Permanent (mau Cam s6 203),
Benzidine Orange G (mau Cam s6 204), Diiodofloresxein (mau Cam s 206),
Erythrosine Yellowish NA (mau Cam s6 207), Floresxein (mau Vang s6201), Quinoline
Yellow SS (mau Vang s§ 204), Benzidine Yellow G (mau Vang s6 205), Quinizaline
Green SS (mau Xanh luc s6 202), Light Green SF Yellowish (mau Xanh luc s6 205),
Indigo (mau Xanh lam s6 201), Patent Blue NA (mau Xanh lam s6 202), Patent Blue
CA (mau Xanh lam sb 203), xanh Carbanthrene (mau Xanh lam s6 204), Resorcin
Brown (mau Nau s 201), Alizurine Purple SS (mau Tim s6 201), Violamin R (mau Do
s6 401), Brilliant Fast Scarlet (mau D6 s6 404), Permanent Red F5R (mau D6 s6 405),
Scarlet Red NF (mau D6 s 501), Ponceau 3R (mau Dé s6 502), Ponceau R (méau Do sb
503), Ponceau SX (mau D6 sb 504), Oil Red XO (mau D6 s 505), Fast Red S (mau Do
s6 506), Hanza Orange (mau Cam 6 401), Orange I (mau Cam s6 402), Orange SS (mau
Cam sb 403), Hanza Yellow (mau Vang s6 401), Polar Yellow 5G (mau Vang s6 402),
Naphthol Yellow S (mau Vang s6 403(1)), Yellow AB (mau Vang s 404), Yellow OB
(mau Vang s 405), Metanil Yellow (mau Vang s6 406), Fast Light Yellow 3G (mau
Vang s 407), Naphtol Green B (mau Xanh lyc s6 401), Guinea Green B (mau Xanh luc
s6 402), Sudan Blue B (mau Xanh lam s4 403), xanh Phtaloxyanin (mau Xanh lam s
404), Alizurol Purple (mau Tim s6 401), Naphthol Blue Black (mau Pen s 401), Eosine
YSK (mau D6 sb 230(2)) va Uranine K (mau Vang s6 202). Ngoai ra, tot hon néu st
dung Sunset Yellow FCF (mau Vang 56 3).

Nong d6 cua olanexidin gluconat khong bi giéi han mién 13 dem lai hiéu qua
diét khuén thich hop. Néng dd nay co thé, vi du, nim trong khoang tr 0,01 dén 20%
(trong luong/thé tich), tot hon nita 1a ndm trong khoang tir 0,1 dén 10% (trong lwong/thé
tich), tbt hon nira 12 nim trong khoang tir 1 dén 5% (trong lugng/thé tich).

Theo sang ché, alkyl dimetylamin oxit dugc b sung d& trc ché sy két tia do

viéc bo sung chat tao mau gy ra va/hodc dé ngan su gidm tinh hiéu qua diét khuan cia
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olanexidin gluconat do viéc bd sung chat hoat dong bé mit khong phai 13 alkyl
dimetylamin oxit gdy ra. Alkyl dimetylamin oxit ma c6 thé duoc sir dung theo sang ché
¢6 thé bao gdm oleyl dimetylamin oxit, stearyl dimetylamin oxit, isostearyl dimetylamin
oxit, palmityl dimetylamin oxit, myristyl dimetylamin oxit, lauryl dimetylamin oxit,
capryl dimetylamin oxit, cocoalkyl dimetylamin oxit, octyl dimetylamin oxit, nonyl
dimetylamin oxit, dexyl dimetylamin oxit, undexyl dimetylamin oxit, dodexyl
dimetylamin oxit, isododexyl dimetylamin oxit, tridexyl dimetylamin oxit, tetradexyl
dimetylamin oxit, pentadexyl dimetylamin oxit, hexadexyl dimetylamin oxit,
heptadexyl dimetylamin oxit, octadexyl dimetylamin oxit. Tét hon 13, alkyl dimetylamin
oxit ¢6 nhém alkyl c6 tir 10 dén 16 nguyén tit cacbon, va cu thé 13, lauryl dimetylamin
oxit, dexyl dimetylamin oxit, myristyl dimetylamin oxit, va cocoalkyl dimetylamin oxit

c6 thé dugc bao gdm mdt cach thich hop.

Nong d6 alkyl dimetylamin oxit c6 thé, vi du, 16n hon hoic bang 0,01% (trong
lwong/thé tich), 16n hon hoic bang 0,02% (trong lwong/thé tich), 16n hon hoic bang
0,05% (trong luong/thé tich), tbt hon 1a 16n hon hogc bang 0,1% (trong luong/thé tich),
16n hon hogc bang 0,2% (trong lugng/thé tich), 16n hon hogc bang 0,5% (trong lugng/thé
tich), tbt hon nita 1a 16n hon hodc bang 1,0% (trong lugng/thé tich), 16n hon hogc bang
1,5% (trong hrqng/thé tich), con tot hon nita 12 16n hon hoic bang 2,0% (trong luqng/thé
tich), 16n hon hoic bing 2,5% (trong luong/thé tich), 16n hon hodc bang 3,0% (trong
1uqng/thé tich), va giéi han trén ¢ thé 13, khong nhim giéi han cu thé, vi du, thép hon
hodc bang 25% (trong lwong/thé tich), ot hon 14 thip hon hodc bang 20% (trong
lwong/thé tich), tot hon nita 1a thip hon hodc bang 15% (trong luong/thé tich).

Ché phdm theo sang ché con c6 thé bao gdm mot hodc nhiéu chat hoat dong bé
mit khong phai 12 alkyl dimetylamin oxit. Cac chit hoat dong bé mat khong phai 12 alkyl
dimetylamin oxit cé thé bao gém, vi du, este cia sorbitan axit béo, este cua
polyoxyetylen sorbitan axit béo, polyoxyetylen alkyl ete, polyoxyetylen
polyoxypropylen alkyl ete, polyoxyetylen polyoxypropylen glycol, este cua
polyglyxeryl axit béo, dAu thdu dau ctimg polyoxyetylen va este clia sucroza axit béo, va
cu thé 13 polyoxyetylen alkyl ete va polyoxyetylen polyoxypropylen alkyl ete dugc wu
tién. Polyoxyetylen alkyl ete ¢ thé bao gdm polyoxyetylen xetyl ete, polyoxyetylen
oleyl ete va polyoxyetylen lauryl ete, va cu thé 1a polyoxyetylen lauryl ete

(lauromacrogol) dugc uu tién. Polyoxyetylen polyoxypropylen alkyl ete c6 thé bao gdbm
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polyoxyetylen(20) polyoxypropylen(4) xetyl ete, polyoxyetylen(30)
polyoxypropylen(6) dexyl tetradexyl ete va polyoxyetylen(25) polyoxypropylen(25)
lauryl ete, va cu thé 12 polyoxyetylen(20) polyoxypropylen(4) xetyl ete duoc uu tién.

Khi ché phém theo sang ché con chira mot hodc nhiéu chét hoat dong bé mit
khong phai 13 alkyl dimetylamin oxit, ty 1€ gitta ndng do cia alkyl dimetylamin oxit so
v6i tdng ndng do ctia chét hoat dong bé mit mong mudn 14 thip hon ty 1& dinh trudc dé
ngdn sy giam tinh hi¢u qua diét khuén cua olanexidin gluconat. Ty 1& dinh trude c6 thé,
vi du, tdt hon 12 16n hon hodc bing 0,08, t5t hon nita 1a 16n hon hogc bang 0,12, t6t hon

nita la 16n hon hoac béng 0,28, va dac biét tot hon 14 16n hon hoidc bﬁng 0,5.

Khi ché phdm theo sang ché chua polyoxyetylen alkyl ete, ty 1€ gifta ndng do
cua alkyl dimetylamin oxit voéi tong ndng dd cta alkyl dimetylamin oxit va
polyoxyetylen alkyl ete co thé, vi du, tét hon 14 16n hon hodc bang 0,12, t6t hon nita 1a

16n hon hoac b%mg 0,18, va con tdt hon nita 12 16n hon hoic béng 0,5.

Khi ché phim theo sang ché chira polyoxyetylen polyoxypropylen alkyl ete, ty
16 gifta ndng d6 cia alkyl dimetylamin oxit véi tbng ndng do ctia alkyl dimetylamin oxit
va polyoxyetylen polyoxypropylen alkyl ete ¢ thé, vi dy, tét hon 13 16n hon hoic bing
0,12, tbt hon nita 13 16n hon hoic b'flng 0,18, va con tdt hon nita 14 16n hon hoic béng

0,5.

Khi ché phim theo séng ché chira polyoxyetylen alkyl ete va polyoxyetylen
polyoxypropylen alkyl ete, ty 1€ gitta ndng d6 cia alkyl dimetylamin oxit vé&i tong ndng
d6 cta alkyl dimetylamin oxit, polyoxyetylen alkyl ete va polyoxyetylen
polyoxypropylen alkyl ete c6 thé, vi dy, t&t hon 12 16n hon hoic bing 0,08, tbt hon nita
1a 16n hon hodc béng 0,28, va con tot hon nita 12 16n hon hoiic béng 0,5.

Ché pham theo sang ché c6 thé duoc st dung cho bé mit bt ky can dugc diét
khuin, bing phuong phép va phuong tién da biét bat ky. Vi du, ché phdm c6 thé dugc
st dung cho bé mit cua vai, bong thdm, gac, bot bién, khin giéy lau mit, giéy v€ sinh
hodc tuong tu, hodc cé thé duoc lam lan rong ra trén bé mat nay, hodc co thé duoc bdi
1én bé mit bing dung cu bdi da biét bat ky.

Vi du thye hién sang ché
Sau d4y, sang ché s& duge mo ta chi tiét boi cac vi du. Tuy nhién, pham vi k§

thuat ciia sang ché khong bi giéi han & do.
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Vidul
1. Danh gia hi¢u qua diét khun ctia ché phdm 16ng diét khuan Olanedine c6 mau

Céc téc gia sang ché da xac nhan tir thir nghiém so bd rang viéc bd sung Sunset
Yellow FCF (mau Vang s6 5) vao dung dich Olanedine 1,5% (dung dich chira olanexidin
gluconat 1,508% (trong luc_)‘ng/thé tich), dugc san xuit boi Otsuka Pharmaceutical
Factory, Inc.) gdy ra sy két tia. P& hoa tan két taa do viée bd sung Sunset Yellow FCF
(mau Vang sb 5) gay ra, ché phdm c6 mau (ché pham long diét khuén Olanedine c6
mau) chira lauromacrogol lam chit hoat dong bé mit c6 néng dod cubi 2% (trong

lwong/thé tich) dugc didu ché, va ché phim nay dugc kiém tra tinh hiéu qua diét khuén.
1-1 Chét phan ting va moi trudng nudi chy

Luogng tao ra dugc thay dbi thy vao luong st dung, trong d6 lugng chét phan
ng, moi truong nudi ciy va dung moi dugc ting va giam & ty 1& khong dbi.
1-1-1 Chét trung hoa

Can 14y 10,0g polysorbate 80, bd sung vao d6 khoang 80mL nudc catval,17g
lexithin d4u twong, va hdn hop dugc gia nhiét va khudy. B6 sung vao hdn hop, 1,01g
dinatri hydro phosphat, 0,04g kali dihydro phosphat, 0,5g natri thiosulfat hydrat, va 1,0g
Tamol (nhan hiéu da dang ky) NN 8906, va hén hop thu dugce duge gia nhiét va khudy
cho dén khi ching hoa tan. Sau khi hoa tan, dung dich dugc lam ngudi dén nhiét do
trong phong, va diéu chinh dén d6 pH ndm trong khoang tir 7,8 dén 7,9 bang dung dich
nudc natri hydroxit hodc axit clohydric. Nugc cit duge bd sung vao dung dich dén lugng
tdng 1a 100mL va dung dich thu dugc dugc dem di i€t trung bang hoi 4p suét cao (121°C,
20 phut).

1-1-2 Mbi trudng nudi cdy SABLP

73,0g thach aga Sabouraud-Dextrose ciing véi moi trudng nudi chy Lexithin &
Polysorbate (SABLP), gdm c6 40,0g/L dextroza, 10,0g/L pepton, 15,0g/L thach aga,
1,0g/L lexithin, va 7,0g/L polysorbate 80, dugc can vao binh thuy tinh Erlenmeyer.
1000mL nude tinh khiét duge bd sung vao méi trudng nay, va hdn hop duoc khudy bang
méy khudy. Mai trudng thu duge duge dem di tiét trung bing hoi & ap suét cao (121°C,

20 phut), sau d6 dugc bao quén trong bé néng & 47°C cho dén khi str dung.

1-1-3 Chét thir nghiém
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Lugng vét cia Sunset Yellow FCF (mau Vang sb 5) va lauromacrogol & ndng
d6 cudi 12 2% (trong lwong/thé tich) duogc bd sung vao 1,5% (trong lwong/thé tich)

olanexidin gluconat dé tao ra chét thir nghiém.
1-2 Quy trinh tht nghiém
1-2-1 Diéu ché dung dich vi khudn thir nghiém

Khudn lac cua 8 loai vi khuan thi nghiém: Staphylococcus aureus ATCC29213;
Enterococcus faecalis ATCC15606; Staphylococcus epidermidis ATCC12228; Serratia
marcescens ATCC14756; Acinetobacter baumannii ATCC19606; Escherichia coli
ATCC25922; Pseudomonas aeruginosa ATCC27853; Candida albicans ATCC90028
phat trién trén moi trudong nudi ciy SABLP dugc gom bang que cdy platin dang vong
va bd sung nudc cit vao cac khuan lac nay dé thu dugc dung dich vi khuin McFarland

5. Dung dich thu dugc duge str dung lam dung dich vi khuén thir nghiém.
1-2-2 Po s6 luong té bao séng ban du

Cho 150puL dung dich vi khuan thtr nghiém vao 3mL nuéc cat, va tron k§. Ngay
sau d6, bd sung 0,5mL dung dich vi khudn d3 tron vao 4,5mL chét trung hoa, va tron k.
Dung dich thu dugc dugc st dung lam dung dich pha loang 10" 14n. Sau d6, bd sung
0,5mL dung dich pha loang 10! 1in vao 4,5mL chit trung hoa dé pha lodng dung dich
thém 10 1an. Viéc pha lodng dugc 1dp lai theo cuing mot quy trinh dé tao ra cac dung dich
pha lodng 10 1an lién tiép (gdm tdng cong 5 mirc dung dich pha lodng nim trong khoang
tir 10" dén 10° 1An). Mdi trong sb cac dung dich pha lodng 10° dén 10° 14n dugc phan
phéi thanh céc phan 1mL vao dia petri, va khoang 15mL mdi truong nudi cdy SABLP
duoc bao quan trong bé néng duge bd sung vao mdi dia dé tao ra cac dia d6. Sau khi
doéng rén, cac dia db nay dugc 1on ngugc lai va dugce nudi céy hiéu khi & nhiét @6 35 +
2°C trong 2 ngay. S6 lwong khuén lac moc trén céc dia dd nay dwoc dém bing mit
thuong. Quy trinh nay duoc ldp lai ba lan.
1-2-3 Po sb luong té bao séng sau tdc dong cua chét thu nghiém

Cho 150uL dung dich thir nghiém vi khuén vao 3mL mdi chét thir nghiém, va
tron k§. Dung dich thu dugc dugc dung 1am dung dich phén ung. Phén tmg dugc tién
hanh & nhiét 6 trong phong (23,0 + 3,0°C). Sau khi phan ting duoc 30 va 60 gidy, thém
0,5mL dung dich phan ing vao 4,5mL chét trung hoa va tron k§. Dung dich thu dugc
dugc st dung 1am dung dich pha loang 10! 1an. Sau d6, bd sung 0,5mL dung dich pha
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loang 10! 14n vao 4,5mL chét trung hoa dé pha loang dung dich thém 10 l4n. Dung dich
thu dugc duoc sir dung lam dung dich pha loang 102 1an. Mdi trong s6 cac dung dich
pha loang 10! va 10? 1an duoc phan phdi thanh céc phén 1mL vao dia petri, va thém vao
dia khoang 15mL mdi trudng nudi cdy SABLP bao quan trong bé néng dé tao ra cac dia
db. Sau khi dong rén, cac dia db nay dugc 1on ngugce lai va duge nudi ciy hiéu khi ¢
nhiét d§ 35 + 2°C trong 2 ngay. S lugng khuén lac moc trén cac dia d6 nay dugc dém
bing mét thudong. Quy trinh nay dugc 13p lai ba lan.
1-2-4 Tinh ty 1€ gidm theo Log

Sé lugng té bao sdng ban diu (CFU/mL) theo gia tri logarit chung va gia tri
trung binh cta né duge xac dinh. Gid tri trung binh nay va gi4 tri trung binh cua sd luong
té bao sbéng sau tac dong ctia chét thir nghiém véi mdi giai doan (CFU/mL) theo gia tri
logarit dugc st dung dé tinh mac giam theo Log bdi cong thire sau:
Miic gidm theo Log=B - C
B: Gi4 tri trung binh ctia s6 lugng té bao séng ban dau (gi4 tri logarit chung)
C: Gia tri trung binh cua s6 lugng té bao séng sau tac dong ctia mdi chét thtr nghiém
(gia tri logarit chung)
1-3 Két qua

Két qua duge thé hién trén céc Fig. 1 va 2. Theo Fig.1, hinh tron (o) chi ché
phém ¢é tinh hi¢u qua diét khudn (ché phém c6 cung s6 luong khuin lac moc trén dia
b nhu ctia ché phim I6ng diét khun Olanedine khong mau trong myc "1-2-3 Do luong
té bao sbéng sau tac dong clia chét thir nghiém"). Fig.2 thé hién muc giam theo Log ctia
tinh hiéu qua diét khudn cua ché phém long diét khuin Olanedin c¢6 mau. Déi vé6i vi
khuén thtt nghiém khong phai 1a Candida albicans ATCC90028, ché pham 16ng diét
khuén Olanedine c6 mau c6 tinh hiéu qua diét khudn tuong tu véi cua ché phim long
diét khudn Olanedine khong mau thong thuong, trong khi d6i voi Candida albicans
ATCC90028, tinh hiéu qua diét khuén caa ché phém long diét khuin Olanedine c¢6 mau
bi giam trong 30 gidy.
Vidu2
2. Nghién ctru 1 d6i v6i chit hoat dong bé mit

Vi du 1 chiing minh réng viéc st dung lauromacrogol lam chét hoat dong bé
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miit 1am giam tinh hiéu qua diét khuin dbi v6i Candida albicans ATCC90028 cua ché
pham 1ong diét khuén Olanedine c6 mau. Trong thir nghiém nay, nhiéu chét hoat dong
bé mit khac nhau duoc sit dung dé tao ra ché phém long diét khudn Olanedine c¢6 mau,

va tinh hidu qua diét khuan d6i v6i Candida albicans ATCC90028 dugc kiém tra.
2-1 Quy trinh thtr nghiém

Quy trinh thr nghiém 1a gidng nhu trong vi du 1, trir viée chét thir nghiém 1a
dung dich nuGc olanexidin gluconat 1,5% (trong lwong/thé tich) chtra lwong vét cla
Sunset Yellow FCF (mau Vang sb 5)va chét hoat dong bé mit duge mo ta trén Fig. 3 va

4, vavi khuén thir nghiém 1a Candida albicans ATCC90028.
2-2 Két qua
Két qua dugc thé hién trén céc Fig. 3 va 4.

Trén Fig.3, hinh tron (o) chi ché phdm c6 hiéu qua diét khudn (ché pham co
cing s luong khuén lac moc trén dia db nhu cta ché pham 1ong diét khuén Olanedine
khong mau trong muc "1-2-3 Do lugng té bao sdng sau tac dong clia chét thir nghiém").
Ché phim sir dung lauryl dimetylamin oxit 2,4% (trong lwong/thé tich) 1am chét hoat
dong bé mat khong thé hién sy giam tinh hidu qua diét khuén trong 30 va 60 gidy, trong
khi ché phim sir dung lauromacrogol 2% (trong luong/thé tich) thé hién sw giam tinh
hi€u qua diét khudn chi & 60 gidy, va ché phdm st dung polyoxyetylen(20)
polyoxypropylen(8) glycol 3,6% (trong luong/thé tich) va dau thau diu dong rin
polyoxyetylen 60 6% (trong lwong/thé tich) thé hién su gidm tinh hi€u qua diét khuén &
ca 30 va 60 giay.

Fig.4 thé hién mirc gidm theo Log cia ché phim léng diét khuin Olanedine
khong mau dang st dung, va mic giam theo Log cua ché phdm 16ng diét khuin
Olanedine c6 mau st dung lauromacrogol 2% (trong lwong/thé tich), polyoxyetylen(20)
polyoxypropylen(8) glycol 3,6% (trong lwong/thé tich), diu thiu diu déng rin
polyoxyetylen 60 6% (trong lwgng/thé tich), hodc lauryl dimetylamin oxit 2,4% (trong
lwong/thé tich) 1am chét hoat dong bé mit. Ché phim léng diét khuén Olanedine c6 mau
st dung lauryl dimetylamin oxit 2,4% (trong lwong/thé tich) thé hién mac giam theo
Log tuong duong v6i do giam cla ché phim 16ng diét khudn Olanedine khong mau dang
st dung. Trong khi ché pham 1éng diét khuan Olanedine c6 mau st dung céc chit hoat

dong bé mit khac thé hién su giam theo Log thap hon so v6i clia ché pham 1ong diét
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khuén Olanedine khong mau dang st dung.
Vidu3
3. Nghién ctru 2 d6i v6i chit hoat dong bé mit

Vi du 2 chimg t6 ring khi lauryl dimetylamin oxit ma 14 alkyl dimetylamin oxit
duoc st dung lam chét hoat dong bé mit, ché phém long diét khuin Olanedine c6 mau,
¢6 tinh hiéu qua diét khuin twong tu véi ché phdm long diét khuén Olanedine khong
mau dang st dung, cé thé dugc tao ra. Trong thir nghiém nay, alkyl dimetylamin oxit
khong phai 1 lauryl dimetylamin oxit dugc sir dung d8 tao ra ché pham long diét khuan

Olanedine ¢6 mau, va cac ché phém duoc kiém tra tinh hiéu qua diét khuén.
3-1 Quy trinh thr nghiém

Quy trinh thr nghiém la gidng nhu trong vi du 1, trir viée chat thir nghiém 14
dung dich nuégc olanexidin gluconat 1,5% (trong lugng/thé tich) chta lugng vét cua
Sunset Yellow FCF (mau Vang s6 5) va chat hoat dong bé mit dugc mo ta trén Fig. 5 va
6 va vi khudn thir nghiém 14 Candida albicans ATCC90028.

3-2 Két qua
Két qua duoc thé hién trén Fig. 5 va 6.

Trén Fig.5, hinh tron (o) chi ché phdm c6 hiéu qua diét khuén (ché pham c6
cung sb luong khuén lac moc trén dia dd nhu cta ché phém long diét khuin Olanedine
khong mau trong muc "1-2-3 Do luong té bao séng sau tac dong cla chét thir nghiém").
Ché phim sir dung dexyl dimetylamin oxit 2,5% (trong lwong/thé tich), myristyl
dimetylamin oxit 2,5% (trong lwong/thé tich) hodc cocoalkyl dimetylamin oxit 2,5%
(trong lwgng/thé tich), khong cho thdy sy giam tinh higu qua diét khudn & 30 va 60 gidy,
tuong tu nhu khi st dung lauryl dimetylamin oxit 2,5% (trong lwong/thé tich).

Fig.6 thé hién mic giam theo Log cua ché phdm 16ng diét khuin Olanedine
khong mau dang st dung, va mirc giam theo Log cula ché phim long diét khuén
Olanedine c6 mau st dung lauryl dimetylamin oxit 2,5% (trong lwong/thé tich), dexyl
dimetylamin oxit 2,5% (trong lwong/thé tich), myristyl dimetylamin oxit 2,5% (trong
luong/thé tich) hoic cocoalkyl dimetylamin oxit 2,5% (trong lwong/thé tich) lam chét
hoat dong bé mat. Ché phém long diét khudn Olanedine st dung chét hoat dong bé mit

bét ky trong sb cac chét hoat dong bé mit duge thir nghiém trong vi du thé hién mirc
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giam theo Log tuong ty v6i cua ché phim 16ng diét khuén Olanedine khong mau dang

st dung.
Vidu4
4. Nghién ctru 3 d6i v6i chét hoat dong bé mat

Vi du 2 chimg t6 ring khi st dung lauryl dimetylamin oxit lam chét hoat dong
b& mit, c6 thé tao ra ché phém long diét khuén Olanedine c6 mau cé tinh hiéu qua diét
khuén tuong tu véi clia ché pham 1ong diét khudn Olanedine khong mau dang st dung.
Trong thir nghiém nay, lauryl dimetylamin oxit két hop véi cac chét hoat dong bé mit
khéac duoc st dung dé didu ché ché phém long diét khuin Olanedine c6 mau, va céc ché

phim dugc kiém tra tinh hiéu qua diét khuén.
4-1 Quy trinh thtr nghiém

Quy trinh thr nghiém la gidng nhu trong vi du 1, trir viéc chit thir nghiém 1a
dung dich nugc olanexidin gluconat 1,5% (trong lwong/thé tich) chia lugng vét cla
Sunset Yellow FCF (méau Vang sb 5) va chat hoat dong bé mat duge mo ta trén cac Fig.
7 dn 12 va vi khuén thir nghiém 13 Candida albicans ATCC90028. Theo céc Fig. nay,
LDAO Ia lauryl dimetylamin oxit, chét hoat dong bé mit cation, va POE(20) POP(4)
cxetyl ete 12 polyoxyetylen(20) polyoxypropylen(4) xetyl ete.

4-2 Két qua

Két qua duoc thé hién trén cac Fig. 7 dén 12. Trén cac Fig. 7, 9 va 11, hinh tron
(o) chi ché pham c6 tinh hiéu qué diét khuan (ché phadm c6 cling s6 luong khuén lac
moc trén dia db nhu ctia ché phim 1éng diét khuin Olanedine khong mau trong muc "1-

2-3 Do lugng té bao séng sau tac dong cla chét thir nghiém").
4-2-1 Tinh hiéu qua diét khuén cta ché pham khi bd sung LDAO

Két qua duoc thé hién trén cac Fig. 5 va 6 & cac thir nghiém s6 1 dén 3. Ché
phim khong thé hién sy giam tinh hiéu qua diét khudn ¢ 30 va 60 gidy di c6 lugng bd
sung cia LDAO. Thir nghiém s§ 1 chung t6 ring két tia gy ra boi viec bd sung chét
tao mau vao olanexidin gluconat 1,5% (trong luqng/thé tich) dugc hoa tan béng cach s
dung lauryl dimetylamin oxit 2,0% (trong lwong/thé tich). Két qua nay goi y ring két
taa do viée bd sung chét tao mau vao olanexidin gluconat 0,01% (trong luong/thé tich)

gdy ra co thé duoc hoa tan bing cach st dung lauryl dimetylamin oxit 0,013% (trong

-15-



32408

lwgng/thé tich).
4-2-2 Tinh hiéu qua diét khuan cta ché phdm khi bd sung LDAO va lauromacrogol

Két qua dugc thé hién trén Fig. 7 va 8 & cc thir nghiém sb 4 dén 18. Ché pham
chira m6t minh lauromacrogol cho thiy swr gidm tinh higu qué diét khuin ¢ 30 gidy (Fig.7,
thir nghiém s 18). Trong khi, ché phdm chira lauromacrogol va LDAO, & ty 1¢ cua ndng
d6 ciia LDAO v6i tdng ndng d6 ctia lauromacrogol va LDAO 16n hon hodc bang 0,18,

khong cho thiy su gidm tinh hiéu qué diét khuén & 30 va 60 gidy.

4-2-3 Hidu qua diét khudn ciia ché pham khi bd sung LDAO va POE(20) POP(4) xetyl

cte.

Két qua duoc thé hién trén cac Fig. 9 va 10. Ché pham chita mot minh POE(20)
POP(4) xetyl ete cho thdy sy giam tinh hiéu qua diét khuan & 30 va 60 giy. Trong khi,
ché phim chira POE(20) POP(4) xetyl ete va LDAO, & ty 1€ ctia ndng do cia LDAO véi
tbng ndng d6 ctia POE(20) POP(4) xetyl ete va LDAO 16n hon hogc bang 0,12, khong
cho thiy sy giam tinh hiéu qua diét khuan & 30 va 60 giy.
4-2-4 Hiéu qua diét khuén ctia ché phdm khi bd sung LDAO, lauromacrogol va POE(20)
POP(4) xetyl ete

Két qua dugc thé hién trén cac Fig. 11 va 12. Ché pham ¢ ty 18 ndéng do cia
LDAO vdi tdng ndng dd ciia LDAO, lauromacrogol va POE(20) POP(4) xetyl ete 16n
hon hodc bing 0,06, khong cho thdy c6 sy giam tinh hiéu quéa diét khuén & 60 gidy, va
ché phdm & ty 1& 16n hon hodc bang 0,28 khong cho thdy c6 sy gidm tinh hiéu qua diét
khuén & 30 va 60 giay.

Kha nang Gng dung trong cong nghiép

Ché pham theo séng ché gitip ¢6 thé d& dang st dung olanexidin gluconat trong
viéc diét khuén da va tuong tu, trong d6 olanexidin gluconat c6 phé diét khuin rong, thé
hién tac dung diét khuan nhanh va hoat tinh diét khudn kéo dai hon cia né. Do do, ché

pham theo séng ché c6 kha nang 4p dung cong nghiép trong linh vuc y té.
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YEU CAU BAO HO
1. Ché phém diét _khuén dung cho da chtra olanexidin gluconat, chit tao mau, alkyl
dimetylamin oxit, va 0 dén 4% (trong luong/thé tich) polyoxyetylen alkyl ete, trong d6
ty 16 giita ndng do cua alkyl dimetylamin oxit v6i tdng ndng do cua alkyl dimetylamin
oxit va polyoxetylen alkyl ete 1a 16n hon hodc bing 0,18.
2. Ché phdm diét khuan diing cho da theo diém 1, trong d6 olanexidin gluconat c6 ndng
d6 ndm trong khoang tir 0,01 dén 20% (trong lwong/thé tich).
3. Ché phdm diét khudn ding cho da theo diém 1, trong d6 chét tao mau 1a thubc nhudm
nhya than da hop 1€.

4. Ché phim diét khuin ding cho da theo diém 3, trong d6 thudc nhuém nhya than déa

hop 1€ 12 mau vang cam (Sunset Yellow FCF).

5. Ché pham diét khuén dung cho da theo diém 1, trong d6 alkyl dimetylamin oxit c6
ndng d6 16n hon hodc bing 0,01% (trong lugng/thé tich).

6. Ché phdm diét khuin ding cho da theo didm 1, trong d6 ché phdm nay chua
polyoxyetylen alkyl ete.

7. Ché phim diét khuan dung cho da theo diém 1, trong d6 ché pham nay con chira
polyoxyetylen polyoxypropylen alkyl ete.

8. Ché pham diét khudn ding cho da theo diém 7, trong d6 ty 1¢ gitra ndéng do cia alkyl
dimetylamin oxit véi tbng ndng do cta alkyl dimetylamin oxit va polyoxyetylen
polyoxypropylen alkyl ete 16n hon hoéc bang 0,12.

9. Ché phim diét khuan dung cho da theo didm 6, trong d6 ché pham nay con chira
polyoxyetylen polyoxypropylen alkyl ete.

10. Ché pham diét khudn ding cho da theo diém 9, trong d6 ty 1¢ gilta ndng do cua alkyl
dimetylamin oxit voi tdng ndng do cia alkyl dimetylamin oxit, polyoxyetylen alkyl ete

va polyoxyetylen polyoxypropylen alkyl ete 1én hon hodc bing 0,28.

-17-



32408

11. Ché phim diét khuin dung cho da theo diém 1, trong d6 alkyl dimetylamin oxit 13

alkyl dimetylamin oxit c6 nhém alkyl c6 tir 10 dén 16 nguyén tir cacbon.

12. Ché phim diét khuan ding cho da theo diém 11, trong d6 alkyl dimetylamin oxit
dugc chon tir lauryl dimetylamin oxit, dexyl dimetylamin oxit, myristyl dimetylamin
oxit, va cocoalkyl dimetylamin oxit.

13. Ché phim diét khuan ding cho da theo diém 1, trong d6 polyoxyetylen alkyl ete 1a
lauromacrogol.

14. Ché phdm diét khuén ding cho da theo diém 7, trong d6 polyoxyetylen
polyoxypropylen alkyl ete 1a polyoxyetylen(20) polyoxypropylen(4) xetyl ete.

15. Ché phim diét khuin ding cho da theo diém 2, trong d6 chét tao mau 1a thuéc nhudm
nhua than d4 hop 1€.

16. Ché phdm diét khuin ding cho da theo diém 2, trong d6 alkyl dimetylamin oxit c6
ndng do6 16n hon hozc bang 0,01% (trong luong/thé tich).

17. Ché pham diét khudn ding cho da theo diém 3, trong d6 alkyl dimetylamin oxit c6
ndng do 16n hon hoic bang 0,01% (trong luong/thé tich).

18. Ché phim diét khuén ding cho da theo diém 4, trong d6 alkyl dimetylamin oxit c6
ndéng do 16n hon hoic bing 0,01% (trong lugng/thé tich).

19. Ché phdm diét khuin ding cho da theo diém 15, trong d6 alkyl dimetylamin oxit c6

ndng do 16n hon hozc bang 0,01% (trong lwong/thé tich).
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[Fig.1]
Tinh hiéu qué diét khuén
Vi khudn thir nghiém
30 gidy 60 gidy
Staphylococcus aureus ATCC29213 0 @
Enterococcus faecalis ATCC15606 o @)
Staphylococcus epidermidis
o o
Ché phém long | AT CC12228
diét khuén Serratia marcescens ATCC14756 o) o
Olanedine co
mau* Acinetobacter baumannii ATCC19606 o) o
Escherichia coli ATCC25922 o o
Pseudomonas aeruginosa ATCC27853 o o
Candida albicans ATCC90028 X o

* lauromacrogol 2% dugc bd sung
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[Fig.2]
S6 Muc giam theo
Vi khuén thtr | luong té Log
nghiém bao ban
diu | 30 gidy | 60 giay
Ché phdm 16ng diét khuan
: Staphylococcus >3,1 >3,1
Olanedine khong mau phylo
aureus 1061
Ché phdm 16ng diét khuin
P & it ATCC29213 551 |51
Olanedine ¢6 mau*
Ché phdm 16ng diét khuan
) Ent >5.5 >5,5
Olanedine khong mau nterococcus
faecalis 1063
Ché phAm 16ng diét khuan
p & s ATCC15606 555 |55
Olanedine c6 mau*
Ché pham 16ng diét khuan
. Staphylococcus >5,1 >3,1
Olanedine khdng mau py
epidermidis 108!
Ché phim 16ng diét khudn
P & dis ATCC12228 551 |51
Olanedine ¢ mau*
Ché pham léng diét khuin
. Serrati >4.6 >4,6
Olanedine khong mau Crratia
marcescens 106
Ché phAm 16ng diét khuin
Olanedine ¢6 mau*
Ché phém 16ng diét khuan
. Acinetobacter >4,3 >4,3
Olanedine khong mau ©
baumannii 1033
Ché pham 16ng diét khuin
Olanedine c6 mau*
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Ché phim 16ng diét khun is is
> > > b
Olanedine khong mau Escherichia coli 1053
Ché pham 1éng diét khuin ATCC25922 i i
> b > >
Olanedine c6 mau*
Ché pham 1éng diét khuén
Olanedine khong mau Pseudomonas 32 732
aeruginosa 1042
Olanedine ¢6 mau* ’ ’
Ché phdm long diét khuin 3 -
> b > >
Olanedine khong mau Candida albicans o
Ché pham Iéng diét khuin ATCC90028 33 -
b > >
Olanedine c6 mau*

* Jauromacrogol 2% dugc bd sung
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[Fig.3]

32408

Chét hoat dong bé mat

[lwong bd sung]

Hiéu qua diét khuan

30 gidy 60 gidy
Ché phim 16ng diét khuan
Lauromacrogol [2%] X 0
Olanedine c6 mau 1
., . |Polyoxyetylen(20
Ché pham 1éng diét khuan YORYEY )
. polyoxypropylen(8) glycol X X
Olanedine c6 mau 2
[3,6%]
Ché phdm l6ng diét khudn |DAu thau diu dong rén
X X
Olanedine c6 mau 3 polyoxyetylen 60 [6%]
Ché phim long diét khuén |Lauryl dimetylamin oxit
o o
Olanedine c6 mau 4 [2,4%]
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[Fig.4]
S6  |Muc giam theo Log
Chét hoat dong bé mit |luong té
[lwong bd sung] bao ban 30 gidy | 60 gidy
dau
Ché pham 1éng diét khuin
- >3.7 >3,7
Olanedine khong mau
Ché ph&m 16ng diét khuan
Lauromacrogol [2%] 3.3 >3.7
Olanedine c6 mau 1
104,7
. _ . | Polyoxyetylen(20)
Ché pham Iéng diét khuan
polyoxypropylen(8) 1,7 2,7
Olanedine c6 mau 2
glycol [3,6%]
Ché ph&m 16ng diét khudn |Polyoxyetylen dong rin 14 -
Olanedine c6 mau 3 dau thau dau 60 [6%)] ’ ’
S6 |Muc giam theo Log
Chét hoat dong bé& mit| luong té
[lwong bd sung] bao ban 30 gidy | 60 gidy
dau
Ché ph&m 16ng diét khuin
- >4.0 >4.0
Olanedine khong mau
1030
Ché pham 16ng diét khuén |Lauryl dimetylamin oxit
>4.,0 >4.0
Olanedine ¢6 mau 4 [2,4%]
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[Fig.5]

32408

Chét hoat dong bé mit [lugng bd

Hiéu qua diét

sung] khuin
30 gidy | 60 gidy
Ché phdm 1éng diét khuén | Lauryl dimetylamin oxit o o
Olanedine c6 mau A [2,5%]
Ché phdm 16ng diét khuin | Dexyl dimetylamin oxit o o)
Olanedine c6 mau B [2,5%]
Ché pham 1éng diét khuén | Myristyl dimetylamin oxit @ o)
Olanedine c6 mau C [2,5%]
Ché phim 16ng diét khuin | Cocoalkyl dimetylamin oxit o o
Olanedin c6 mau D [2,5%]
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[Fig.6]
, Murc giam theo
. \ SO luong
Chat hoat dong bé mat| Log
. te bao
[luong bd sung] N
ban dau | 3 giay | 60 giy

Ché phim l6ng diét khuin >3,7 23,7
Olanedine khong mau
Ché phém l6ng diét khudn |Lauryl dimetylamin oxit >3,7 >3,7
Olanedine c6 mau A [2,5%]
Ché pham léng diét khuin | Dexyl dimetylamin oxit >3,7 >3.7
Olanedine c6 mau B [2,5%] LA
Ché phim léng diét khuin |Myristyl dimetylamin >3,7  |>3,7
Olanedine c6 mau C oxit

[2,5%]
Ché phim long diét khuén | Cocoalkyl dimetylamin >3,7 >3.7
Olanedine c6 mau D oxit

[2,5%]
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[Fig.7]
Thu :§hiém LDAO Lauromacrogol | Ty 1¢ LDAO | 30 gidy | 60 gidy
0 2,00 0,0 1,00 o o
5 2,40 0,0 1,00 o o
3 2,91 0,0 1,00 o ©
4 1,07 1,0 0,52 0 o
5 1,44 15 0.49 0 o
6 1,07 1,6 0,40 o ©
7 0,64 1,5 0,30 © ©
g 0,80 2,0 0,29 0 o
9 0,64 2,0 0,24 ° i
10 0,48 2,0 0,19 o o
1 0,45 2,0 0,18 ° ?
12 0,40 2,0 0,17 x o
13 0,32 2,0 0,14 : i
14 0,64 4,0 0,14 x o
15 0,21 1,6 0,12 : )
16 0,21 2,0 0,10 * °
17 0,21 4,0 0,05 x x
8 0,00 2.0 0,00 x 0
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[Fig.8]
Sb Mtrc gidm theo
_ , Lauromacr | Ty 1€ lwong té Log
Thir nghiém s6 LDAO
ogol LDAO | bao ban
diu 30 gidy | 60 gidy
Ché pham léng diét
khuén Olanedine - - - >39 >3.9
khong mau 1049
1 2,00 0,0 1,00 >3.,9 >3.9
18 0,00 2,0 0,00 2,3 >3.9
S6 Muc gidm theo
_ , Lauromacr | Ty I¢ luong té Log
Thtr nghiém s6 LDAO
ogol LDAO | bao ban
dAu 30 gidy | 60 gidy
Ché phim 1ong diét
khuén Olanedine - - - >4.2 >4,2
khong mau
3 2,91 0,0 1,00 >4.2 >4.2
4 1,07 1,0 0,52 >4.2 >4.2
105,2
6 1,07 1,6 0,40 >4.2 >4.2
7 0,64 1,5 0,30 >42 >4,2
15 0,21 1,6 0,12 3,9 >4.2
16 0,21 2,0 0,10 3.4 >4,2
17 0,21 4,0 0,05 1,8 3,6
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S6 Mitc giam theo
) , Lauromacr | Ty 1é |luong té Log
Thtr nghiém so LDAO
ogol LDAO | bao ban
dAu 30 gidy | 60 gidy
Ché pham léng diét
khuin Olanedine - - - >4,0 >4.,0
khong mau
2 2,40 0,0 1,00 >4,0 >4.,0
105,0
5 1,44 1,5 0,49 >4.,0 >4.0
11 0,45 2,0 0,18 >4.0 >4.,0
12 0,40 2,0 0,17 3,8 >4.,0
S6 Muc giam theo
. , Lauromacr | Ty 1é |lugng té Log
Thr nghiém so LDAO
ogol LDAO | bao ban
diu 30 gidy | 60 gidy
Ché pham 16ng diét
khuin Olanedine - - - >4.,0 >4.0
5,0
khong mau 10
8 0,80 2,0 0,29 >4.0 >4.0
S6 Mtc giam theo
, Lauromacr | Ty 1¢ |lugng té Log
Th nghiém sd LDAO
ogol LDAO | bao ban
du 30 gidy | 60 gidy
Che’pham long diét i i i 1050 4.0 4,0
khuan Olanedine
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khong mau
9 0,64 2,0 0,24 >4.,0 >4.0
10 0,48 2,0 0,19 >4.0 >4.0
13 0,32 2,0 0,14 3,5 >4,0
14 0,64 4,0 0,14 2,0 >4.,0
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[Fig.9]
Th nghiém POE(20) POP(4)
] LDAO Ty 16 LDAO | 30 gidy | 60 gidy
sO xetyl ete
1 0,80 3,6 0,18 o 0
2 0,48 3,6 0,12 o o
3 0,00 3,6 0,00 X X
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[Fig.10]
S6 | Mic giam theo
POE(20) ,
. , Ty 1€ |lugngté Log
Thir nghiém s6 | LDAO | POP(4) xetyl
LDAO |bao ban
ete gy | 30 gidy | 60 gidy
Ché phim long diét
khuén Olanedine - - - >32 | >3.2
khong mau L0
1 0,80 3,6 0,18 >32 >3.2
2 0,48 3,6 0,12 >3.2 >3.2
S6 Muc giam theo
POE(20) ,
Tylé |lugngté Log
LDAO | POP(4) xetyl
LDAO |bao ban
ete dhy | 30 gidy | 60 gidy
Ché phim léng diét
khuin Olanedine - - - >3.7 >3.7
A \ 1047
khong mau
3 0,00 3,6 0,00 1,7 2,7
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[Fig.11]
th Lauromacrog POE(20) Ty 1€
nghi;f:m LDAO ol POP(4) xetyl ete | LDAO 30.gidy | 60 gidy
sO
1 1,60 1,0 1,0 0,44 o o
2 1,44 1,5 2,0 0,29 o o
3 0,96 1,5 1,0 0,28 o) o
4 0,80 2,0 1,0 0,21 X ¢
5 0,64 1,0 2,5 0,15 X o
6 0,32 1,0 2,5 0,08 o o
7 0,21 2,0 1,0 0,07 X o
8 0,21 2,0 L5 0,06 X o
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[Fig.12]
POB(0) g6 |Murc giam theo
) Lauromacro Ty 1& |lugng té Log
Thir nghiém s6 | LDAO POP(4)
gol LDAO |baoban| 3 60
xetyl ete N
dau | oigy | giay
Ché pham léng
diét khuan
- - - >44 | >44
Olanedine
khong mau 1054
1 1,60 1,0 1,0 0,44 >4.4 | >4.4
3 0,96 1,5 1,0 0,28 >4.4 | >4.4
g4 |Muc giam theo
POE(20) , L
_ ) Lauromacro Ty 1& |lugng te 0g
Thtr nghiém s6 | LDAO POP(4)
gol LDAO|baoban| 3 60
xetyl ete N
dau | oiay | gigy
Ché pham 1éng
diét khun
. - - - >32 | >3,2
Olanedine
khong mau
2 1,44 1,5 2,0 0,29 >32 | >3,2
4 0,80 2,0 1,0 | 021 | 10% | 27 | >32
5 0,64 1,0 2,5 0,15 24 | >3,2
6 0,32 1,0 2,5 0,08 >3,2 | >3,2
7 0,21 2,0 1,0 0,07 2,1 | >3,2
8 0,21 2,0 1,5 0,06 2,9 | >3,2
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