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Summary: This study has developed a method for simultaneous quantification of chlorhexidine and
nipazole in oral rinse by reversed-phase HPLC. The method was performed on a CI8 column (4.6 mm x
250 mm, 5 um), using a mobile phase of a mixture of phosphate buffer pH 3.0 — acetonitrile with a gradient
program. The injection volume was 50 uL. The UV detector was set at 256 nm. The developed method was
validated for the requirements of specificity, system suitability, linearity, accuracy, precision (repeatability and
intermediate precision) of both active ingredients and limit of quantification (LOQ) of nipazole according
to ICH guidelines-(Q2R2). The validation results indicated that the developed procedure is suitable for the
simultaneous quantification of chlorhexidine and nipazole in the oral rinse under study and can be applied in
the laboratory.
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Tém tit: Nghién ciru da xdy dung dwoc phwong phdap dinh lweong dong thoi clorhexidin va nipazol trong
nueée siic miéng bang HPLC pha ddo. Phuwong phdp diwoc thue hién trén cot C18 (4,6 mm x 250 mm, 5 um), sir
dung pha dong la hon hop dung méi gom dém phosphat pH 3,0 va acetonitril chay chicong trinh gradient. Thé
tich tiém la 50 uL. Pau do UV dwoc dat ¢ burée song 256 nm. Phwong phdp da xdy dung dwoc tham dinh vé do
dac hiéu, do thich hop hé thé'ng, do tuyén tinh, do dung, do chinh xac (do lap lai va do chinh xac trung gian)
ciia ca 2 hoat cht va gioi han dinh lwong (LOQ) ciia nipazol theo hwéng dan ciia ICH-(Q2R2). Két qud thiam
dinh chi ra rang quy trinh da xdy dwng phit hop dé dinh lwong dong thoi clorhexidin va nipazol trong nude siic
miéng nghién ciiu va cé thé dwoc dp dung trong phong thi nghiém.

Tir khoa: Dinh lvong déng thoi, clorhexidin, nipazol, nudc siic miéng, HPLC.

1. DAT VAN DE

Clorhexidin 1a mot bisbiguanid khang khuan va khir
khuan phé rong, c6 hiéu qua trén ca cac vi khuan Gram
duong va Gram am, ndm men, ndm da va céac virus ua
lipid. Clorhexidin thuong dugc st dung trong nudc sic
miéng dé phong ngira viém nudu, viém nha chu, siu ring
[1]. Dé dam bao do 6n dinh va an toan, cong thirc thuong
phdi hop thém chat bao quan nipazol. Kiém soat ham
luong dong thoi cua hai thanh phan nay ¢ ¥ nghia quan
trong trong dam bao cht luong ché pham. Tuy nhién,
Duoc dién Viét Nam va cac Duge dién tham chiéu chua
¢6 quy trinh dinh lwong ddng thoi cho 2 chat nay [2 — 7].
Ciing chua c6 bai bao vé quy trinh dinh luong ddng thoi 2
chit nay duoc cong bo.

Do do, ching t6i tién hanh nghién ctru xdy dung
phuong phép dinh Iwvong ddng thoi clorhexidin va nipazol
trong nudc sic miéng bang sic ky long hiéu ning cao
(HPLC). Phuong phap da dugc thim dinh theo hudng dan
hién hanh cta ICH va AOAC [9, 10].

2. THUC NGHIEM
2.1. Thiét bi, dung cy, héa chat, chit chuén
2.1.1. Thiét bi, dung cu

Céc thiét bi, dung cu di dwoc hiéu chuan, dap tng
yéu cau ctia ISO/IEC 17025 va GLP, bao gdm: Hé thong
sic ky long hiéu ning cao Waters két ndi detector PDA;
May do pH Excellent Mettler Toledo; Can phan tich
Mettler MS105, d6 chinh x4c 0,01 mg; may l3c siéu am,
micropipet 200 pL, 1000 uL va 5000 pL, cac dung cu
thuy tinh chinh xéc class A.

2.1.2. Héa chat, chit chudn

- Chat chuan: clorhexidin ~ hydroclorid
(C,H,,CLN, .2HCI) ham lugng: 99,7%, SKS: BCCN,
NSX: Sigma-Aldrich; p-cloroanilin ham lwong 99,7%
(C¢H(CIN), SKS: 1-F-13E ctia CATO Research Chemical
Inc. va propyl paraben (nipazol) (C, H,,0;), ham lugng:
10

100,3%, SKS: C0423138 cua Vién Kiém nghiém Thudc
Trung wong (VKNTTW).

- Hoa chat, dung méi: triethylamin, acid phosphoric
(Scharlau), natri dihydrophosphat (Supelco), acetonitril
(HPLC) (J.T.Baker), nuéc RO (VKNTTW).

2.2. P6i twong va phwong phap nghién ciu
2.2.1. Déi twgng nghién ciru

- Mau nudc stic miéng nghién ciru chita clorhexidin
gluconat 20% (CL) 2,52 g; nipazol (Nip) 0,06 g va ta dugc
(gom: sorbitol, menthol, PEG-40 hydrogenated castor
oil, propylen glycol, saccharin, xilitol, tinh dau bac ha,
ethanol, mau, glycerin, nudc) trong vira di 400 mL nude
stc mi¢ng.

- Cac mau placebo dugc chuén bi tuong tu mau thir
nhung khong ¢ chit phan tich: Placebo 1 khong co
clorhexidin, nipazol, Placebo 2 khong c6 clorhexidin,
Placebo 3 khong c6 nipazol.

2.2.2. Phuwong phdp nghién ciru

2.2.2.1. Phwong phdp chudn bi mau

- Dung mdi pha mau: Dung dich dém phosphat pH
3,0 — Acetonitril (70 : 30). Dung dich dém phosphat pH
3,0: Hoa tan 27,6 g natri dihydrophosphat vao 1,5 L nudc,
thém 10 mL triethylamin, chinh pH vé& 3,0 bang acid
phosphoric, thém nudc vira du 2 L.

- Cac dung dich chuan gdc: Pha riéng biét 03 dung dich
chuan gbc, dung dich chuin gdc clorhexidin hydroclorid
(0,3 mg/mL), dung dich chuan gdc p-cloroanilin (0,1 mg/
mL) va dung dich chuan gdc nipazol (0,75 mg/mL) trong
dung moi pha mau.

- Dung dich chuan clorhexidin: Pha lodng 10 lan
dung dich chuan clorhexidin gbc trong dung méi pha
mau.

- Dung dich chuan p-cloroanilin: Pha loang 100 ldn
dung dich chuin p-cloroanilin gdc trong dung méi pha
mau.
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- Dung dich chuan nipazol: Pha lodng 100 lan dung
dich chuén nipazol gbc trong dung méi pha mau.

- Dung dich chuan hén hop: Hut chinh x4c lan luot
2500 pL dung dich chuan clorhexidin gbc, 250 uL dung
dich chuan p-cloroanilin gbc va 250 pL dung dich chuén
nipazol gdc vao binh dinh mirc 25 mL, thém dung méi pha
mau vira da dén vach, lic déu thu duge dung dich chuén
hén hop c6 nong do clorhexidin hydroclorid 30 pg/mL,
p-cloroanilin 1 ng/mL, nipazol 7,5 png/mL.

- Dung dich thir: Hiit 1,0 mL ché pham vao binh dinh
murc 20 mL, thém dung méi pha miu vira da dén vach,
lc déu.

- Cac dung dich placebo dugc chuén bi tuong ty nhu
dung dich thi.

Cac dung dich dugc loc qua mang loc 0,45 um trudce
khi tiém vao hé thong sic ky.
2.2.2.2. Phuong phap phan tich

Str dung sic ky 16ng pha déo véi cot sic ky C18 (250
X 4,6 mm; Sum); pha dong 1a hdn hop acetonitril va dung
dich dém phosphat pH 3,0 & 0,05.

Kiém tra tinh thich hop ciia hé thong: Tién hanh sic
ky voi dung dich chuan hdn hop; yéu cau do phan giai
gitra pic clorhexidin va p-cloroanilin khong nhé hon 3,0;
d6 léch chuén tuong dbi cua dién tich pic clorhexidin,
p-cloroanilin va nipazol tir 6 1an tiém 1ap lai dung dich
chuén hdn hop 1an luot khéng duoc 16n hon 0,73%; 5,0%
va 2,0%.

Tiém 50 pL cac dung dich placebo, dung dich chuén
hén hop va dung dich thir vao hé thong sic ky. Ghi lai

sic ky do va dap tng cua cac pic chinh trong dung dich
chuén hén hop va dung dich thur.
3.KET QUA
3.1. Lwa chon diéu kién sic ky
3.1.1. Lwa chon ct sic ky

Qua nghién ctru céc tai liéu Vé dinh hrorng clorhexidin
va n1pazol cling cac dic diém vé tinh chit 1y hoa va cong
thirc cu tao clia cac cht, véi diéu kién hlen c6 cua phong

thi nghiém, tién hanh khao sat v6i cot sic ky C18 (4,6 x
250 mm, 5 pm).
3.1.2. Lwa chon pha déng, toc d dong

Qua cac tai liéu nghién ctu duogc két hop voi su
phd bién ciia hoéa chét, dung méi hién co ciia phong
thi nghiém, nhom nghién ctru lya chon pha dong gdom
acetonitril (ACN) va dém phosphat pH 3,0 dé tién hanh
khao sat ban dau. Cac chuong trinh pha dong da dugc
khao sat gom:

+ Chuong trinh A: Chuong trinh dinh luong clorhexidin
trong chuyén luén “Chlorhexidine Gluconate Oral rinse”
Duoc dién My (USP), pha dong gdbm dung dich A va
acetonitrile theo chuong trinh gradient.

Dung dich A: Hoa tan 27,6 g natri phosphat monobasic
va 10 mL triethylamine trong 1,5 L nudc. Diéu chinh t6i
pH 3,0 bang acid photphoric va pha lodng bang nudc dén
2000 mL. Tron déu dung dich thu dugc véi acetonitrile
theo ty 1€ 70 : 30.

Chuong trinh pha dong theo USP duogc trinh bay trong
Bang 1:

Bdng 1. Chuong trinh gradient pha déng theo USP

Thoi gian (phut) Téc do dong (mL/phut) Dung dich A (%, tt/tt) Acetonitirl (%, tt/tt)
0-9 1,5 100 0
10-15 1,5 45 55
2621 1,5 100 100

+ Chuong trinh B: ACN — Dém phosphat pH 3,0 ty 18 30 : 70; tbc do dong 0,8 mL/phut
+ Chuong trinh C: Duya trén két qua chay theo chuong trinh A va chuong trinh B dé x4y dyng chuong trinh C, duoc

thé hién trong Bang 2:
Bdng 2. Chuong trinh gradient pha dong C
Thoi gian (phut) Téc d9 dong (mL/phit) | Dém phosphat pH 3,0 (%, tt/tt) | Acetonitirl (%, tt/tt)
0-16 0,8 70 30
16 —22 1,5 70 -20 30-80
22 -28 0,8 70 30
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Két qua thu dwoc thé hién trong Hinh 1, Bang 3.
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Hinh 1. Cdc sdc ky do khi chay theo cdc chwong trinh pha dong khac nhau
(4) Chuong trinh pha dong A, (B) Chuwong trinh pha dong B; (C) Chuong trinh pha dong C
Bing 3. Két qud khao sdt hra chon pha déng
Hé sb dbi xirng
Pha dong D¢ phan giai
Pic clorhexidin | Pic p-cloroanilin Pic nipazol
Chuong trinh A 1,04 - - -
Chuong trinh B 1,44 1,17 1,12 6,02 & 27,63
Chuong trinh C 1,44 1,13 1,12 5,85 & 27,73

Két qua cho thdy, chuong trinh pha dong A (theo USP) véi toe do dong 1,5 mL/phit, ty 18 ACN — dém phosphat pH
3,0 ban dau 1a 30 : 70 chi xuat hién 1 pic, khi giam toc d6 dong xubng 0,8 mL/phiit (chuong trinh B), xut hién 2 pic
clorhexidin va p-cloroanilin. Do d6, chuong trinh theo USP pic clorohexidin va p-cloroanilin da bi gop thanh 1 pic. Tuy
nhién, khi chay chuong trinh B, pic nipazol ¢6 thoi gian luu dai, nén nhom nghién ciru da tién hanh khao sat chuong
trinh gradient (C) bang cach ting téc do dong 1én 1,5 mL/phut sau khi pic p-cloroanilin dugc rira giai, dong thoi ting
ty 1€ ACN — dem phosphat pH 3,0 thanh 80 : 20 theo chuong trinh gradient tuyén tinh, két qua thu duoc pic mpazol co
thoi gian luu ngan hon, pic gon hon. Do d6, chuong trinh gradient (C) dugc lya chon dé tiép tuc khao sat va tham dinh.

3.1.3. Lya chgon budc song phat hién
Thuyec hién quét phd UV mau chuan don cta hai chét & dai bude song 200 — 400 nm. Két qua dugc thé hién trén Hinh 2.
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Hinh 2. Phé UV ciia dung dich chudn clorhexidin (a) va nipazol (b)

30000 32000 340.00 360.00 360.00 20000 22600 26000 260.00 280,00 32000 34000 6000 38000




—

TAP CHI KIEM NGHIEM DUGC VA MY PHAM < $6 4 Tap 23 Nsm 2025

Két qua cho thiy clorhexidin va nipazol c6 cuc dai hap
thy tai bude song khoang 256 nm. Do d6 nhoém nghién
ctru chon budc song 256 nm 14 budc song dé xay dung
phuong phéap dinh lugng dong thoi clorhexidin va nipazol.

Sau khi khao sat va danh gia cac chuong trinh, ching
toi Iyra chon chuong trinh phan tich sau:

Diéu kién sic ky:

- Cot sdc ky Phenomenex C, (4,6 mm x 250 mm, 5
um); Nhiét do cot: 40°C

- Pha dong: Acetonitril - dém phosphat pH 3,0 chay
chuong trinh gradient nhu myc 3.1.2

- Budc song: 256 nm. Thé tich tiém: 50 pL
3.2. Thim dinh phwong phap phén tich

Theo huéng dan ciia ICH va AOAC, phuong phéap
phan tich can dugc tham dinh cac chi tiéu: B dac hicu, do
thich hop hé thng, d6 tuyén tinh, d6 chinh x4c, d6 dung
va khoang xac dinh trén ca 2 chat va LOQ v&i nipazol.
3.2.1. D dac hiéu

Tién hanh tiém vao hé thong sic ky lan lugt cac dung
dich placebo; dung dich thir va dung dich chuén hdn hop.
Két qua duoc trinh bay trong Bang 4.

Bing 4. Két qua danh gia dg déic hiéu dung dich placebo, chudn, thie

£ 1 oA Thoi gian luu (tg) cia | Thoi gian luu (ty) cua Anh huéng cia
Sac ky do Lugng pic clorhexidin (phiit) pic nipazol (phit) placebo

Chuan hdn hop 1.1
Clorhexidin 15,78 mg
Nipazol 13,52 mg 11,553 21,082
p-cloroanilin 10,03 mg
Thir 1 1 mL 11,549 21,087
Placebo 1 I mL Khong cé Khong cé Khong anh hudng
Placebo 2 1 mL Khoéng c6 21,059 Khoéng anh hudng
Placebo 3 1 mL 11,564 Khoéng cé Khong anh hudng

So sanh ph6 dung dich thir trén véi phd cac chuan clorhexidin, nipazol thu dwoc két qua nhu Hinh 3:

(a)

Clorhexidi
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(b)

Nipazol
Match #1 Angle 0.033 Nipazol

T T T T T T T T
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Hinh 3. Chong phé dinh tinh clorhexidin (a) voi hé $6 Match Angle = 0,488 va Match Threshold = 1,010,
nipazol (b) voi hé so Match Angle = 0,033 va Match Threshold= 1,066

Két qua cho thdy phuong phép c6 tinh dic hiéu dé dinh tinh va dinh luong dong thoi clorhexidin va nipazol trong

ché pham.

3.2.2. Bg thich hop hé thong

Tiém ldp lai 06 1an chuén hén hop chira clorhexidin hydroclorid (30 pg/mL), p-cloroanilin (khoang 1 pg/mL) va
nipazol (7,5 pg/mL) vao hé théng sic ky theo chuong trinh da dwoc lua chon & trén. Két qua danh gia do thich hop cua

hé thdng duoc trinh bay & Bang 5:
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Bing 5. Két qua danh gia dg thich hop hé thong

Pic clorhexidin Pic p-cloroanilin Pic nipazol
STT te Dién tich ty Di¢n tich | P9 phan giai~ te Dién tich
(phut) (nAU.s) (phit) (nAU.s) (phit) (nAU.s)
Trung binh 11,581 6506465,8 13,957 81398,0 5,84 21,084 1105723.5
RSD (%) 0,05 0,07 0,02 0,76 0,01 0,11

Heé thong thich hop dé dinh luong dong thoi clorhexidin
va nipazol.

3.2.3. g tuyén tinh

Tir cac dung dich chudn gbe clorhexidin hydroclorid
(0,3 mg/mL) va nipazol (0,75 mg/mL), pha lodng bang
dung moi pha miu dé thu duoc 05 dung dich chuan hén
hop co néng dd clorhexidin chinh x4c khoang 15, 24,

30, 36 va 45 pg/mL, tuong ung voi 50%, 80%, 100%,
120%, 150% so voi néng do dinh luogng, n@)ng do
nipazol khoang 0,75 pg/mL, 3,75 ug/mL, 7,5 pg/mL,
11,25 pg/mL, 18,75 ng/mL twong tng véi 10%, 50%,
100%, 150%, 250% so voi néng d6 dinh luong. Tién
hanh sic ky theo diéu kién phén tich da chon. Két qua
dugc trinh bay trong Bang 6.

Bing 6. Két qua danh gia do tuyén tinh

Tén hoat chit

Clorhexidin

Nipazol

Phuong trinh hoi quy

y =212085,48x — 108520,62

y =160821,46x + 12000,55

H¢ s6 twong quan

r=1,0000 (> 0,998)

r=0,99998 (> 0,998)

% HE s6 chan

1,66

1,08

Két qua cho thdy c6 sy tuong quan tuyén tinh chat
ché giira dién tich pic va ndng do ting chit phan tich
trong khoang ndng d6 khao sat véi hé s tuong quan
r>0,998.

3.2.4. D¢ lap lai va dp chinh xdc trung gian

Chuan bi mau chuan va mau thir theo quy trinh phan
tich, tién hanh 2 ngay khac nhau, mdi ngay tién hanh dinh
Iuong trén 06 thtr doc 1ap. Két qua dugc trinh bay trong
Bang 7.

Bing 7. Két qua danh gid dg ldp lai va dg chinh xdc trung gian

Tén hop chit b lap lai (n = 6) D¢ chinh xac trung gian (n = 12)
Ham lwgng so véi Ham lwgng so véi
nhan (%) RSD nhan (%) RSD
Clorhexidin 94,83 0,68% (< 2%) 94,65 0,60% (< 3%)
Nipazol 107,08 0,50% (< 2%) 106,96 0,38% (< 3%)
Két qua cho thay phuong phap c6 do lap lai, d6 chinh Bing 8. Két qua dé lap lai tai LOQ cua nipazol
xac trung gian t()t~ v6i ca 2 hoat chat (RSD cﬁfi ham luqr}g STT Dién tich pic nipazol
céc chat trong mau khong 16n hon céc gid tri tham chiéu 1 60206
heo huéng dan ciia AOAC) [10].
theo hudng dan cia AOAC) [10] 5 61544
3.2.5. Gidi han dinh luong (LOQ) ciia nipazol 3 60837
Pha loang dan dung dich chuén nipazol goc bang dung 4 55099
dich placebo 3 (khong co nipazol), tién hanh sic ky dé tim 3 55398
gi6i han dinh luong (LOQ) ma tai ndng d6, pic nipazol ¢6 6 55641
gdwiSN~10. Trung binh 58120,83
Khi pha loang dén nong d6 khoang 0,75 pg/mL, pic RSD (%) (n = 6) 5,23

nipazol thu dugc c6 gia tri S/N khoang 10, do d6, co thé
coi LOQ = 0,75 pg/mL. Tiém lip lai 6 1an dung dich nay,
két qua do 1ap lai tai LOQ cua nipazol dugc trinh bay
trong Béang 8.

14

RSD ctia dién tich pic 1a 5,23% < 7,3%.
Gidi han dinh luong (LOQ) cua nipazol 1a néng do
0,75 pg/mL twong duong 10% ndng d6 dinh luong.
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3.2.6. Dj diing 03 mau doc 1ap.

Chuan b cic miu tyr tao bang cach thém chinh xac thé Tién hanh xir Iy miu va sic ky theo cac diéu kién da
tich dung dich chudn gdc ciia chat cAn phén tich vao cac  chon. Tinh lugng thu hdi cta céc chat phan tich. Két qua
binh dinh mirc 20 mL chira 1,0 mL mau placebo, thém  duoc trinh bay trong Bang 9.
dung moi vura du, lic déu. O mdi muc néng d6 chuén bi

Bing 9. Két qua danh gi¢ dg diing ciia phwong phdp

Do diung trong dinh lwgng clorhexidin
TT Mirc Lwong chuin thém | Dién tich pic | Lwong tim lai | P thu hoi | Trung binh | RSD
nong do vao* (ug) (nAU.s) (ng) (%) (%) (%)
80% 624,89 5293616 635,51 101,70
80% 648,65 5378819 645,73 99,55 100,82 1,12
3 80% 625,28 5271539 632,86 101,21
Yéu cau 90-107 | <53
100% 781,11 6533778 784,39 100,42
100% 810,81 6767053 812,39 100,20 100,09 0,38
100% 781,61 6489080 779,02 99,67
Yéu cau 90-107 | <53
120% 937,33 7821993 939,04 100,18
2 120% 972,97 7933080 952,38 97,88 99,01 1,16
120% 937,93 7731532 928,18 98,96
Yéu cau 90-107 | <53
Do ding trong dinh lwgng nipazol
TT Mirc Lwong chuin thém | Dién tich pic Lugng tim lai | D thu hoi Trung binh | RSD
nong do vao * (ug) (nAU.s) (ng) (%) (%) (%)
LOQ 16,90 115014 17,63 104,33
LOQ 16,89 115163 17,65 104,54 105,15 1,18
LOQ 16,99 118100 18,10 106,58
Yéu cau 80-110 | <73
1 50% 84,50 573087 87,85 103,97
50% 84,44 554883 85,06 100,74 102,14 1,62
50% 84,94 563560 86,39 101,71
Yéu cau 90-107 | <53
100% 169,00 1113877 170,76 101,04
100% 168,88 1104172 169,27 100,23 100,49 0,48
100% 169,88 1110249 170,20 100,19
Yéu cau 90-107 | <53
150% 253,50 1693766 259,65 102,43
2 150% 253,31 1733034 265,67 104,88 102,01 3,05
150% 254,81 1640746 251,53 98,71
Yéu cau 90-107 | <53

* Luong chudn thém vao dugc tinh toan tir luong can chuan, ham lwong chuan
va thé tich hut dung dich chudn goc thém vao mau placebo



™ KIEm
uummm

—

TAP CHI KIEM NGHIEM DUGC VA MY PHAM < S6 4 Tap 23 Nsim 2025

Két qua & trén cho thy, phuong phap dat yéu ciu vé
d6 dung v6i phan trim ty 18 thu hdi, RSD ¢ mdi muc ndng
d6 déu nam trong khoang yéu cau AOAC [10]. Do do,
dam bao cho viéc dinh lugng clorhexidin va nipazol trong
ché pham.

3.2.7. Khodng xdc dinh

Tir két qua khao sat do tuyén tinh va do ding, suy ra
khoang xac dinh cua quy trinh dinh lwong da xay dung
la tir 24 — 36 pg/mL clorhexidin va 0,75 — 11,25 pg/mL
nipazol.

4. BAN LUAN

O Viét Nam ciing nhu thé gidi chua c6 cong bd vé quy
trinh dinh lugng déng thoi clorhexidin va nipazol, ma chi
¢6 cac quy trinh dinh luong riéng clorhexidin trong mot sd
duoc dién [3 — 7], quy trinh dinh luong cac paraben [8].
Tuy nhién, cic quy trinh cong bd con chua thuc sy phi
hop véi nhu cau phan tich mau (nén mau khac, mau chi
¢6 1 thanh phan), diéu kién dic biét. Vi véy, ching t6i da
tién hanh khao sat dé xay dung phuong phap phtt hop voi

mau phan tich va diéu kién phong thi nghiém. Trong quy
trinh ndy, ching t6i da diéu chinh ty 18 pha dong, toc do
dong, bude song phat hién dé dat dugc két qua phén tich
tot nhat. Quy trinh xtr Iy mau, diéu kién sac ky don gian
nhung c6 kha nang phan tich hiéu qua vdi do phan giai ciia
cac pic trén 3, thoi gian phan tich phu hop (28 phut/miii
tiém, rat ngén 12 phit/miii so voi thoi gian can thiét néu
chay theo phuong phéap tham khao), do tuyén tinh cao, do
dung va do lap tot.

5.KET LUAN

Qua thyc nghiém, chung t6i da xay dung dugc phuong
phép dinh lugng ddng thoi clorhexidin va nipazol trong
dung dich xtic miéng bang phuong phap HPLC véi diéu
kién sic ky don gian co thé ap dung rong rdi & cac phong
thi nghiém c6 may HPLC. Phuong phéap dugc thim dinh
datyéu cau theo huéng dan ctia ICH [9] va AOAC [10], ¢6
d6 chinh xac cao, d§ dung tot, khoang myén tinh rdng dé
¢6 thé phan tich dong thoi clorhexidin va nipazol trong cac
ché phim nudc stic miéng dang luu hanh trén thi truong.
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