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KETOCONAZOL

Bdo quan
Trong bao bi kin, noi khé mat, tranh dnh sdng.

Ham lwgng thuong dung
0,5 %.

KETOCONAZOL

\CVC'
va dbng phan déi quang N

C26H28C12N404 Pt.l: 531 ,4

Ketoconazol la 1-acetyl-4-[4-[[(2RS,4SR)-2-(2,4-dicloro-
phenyl)-2-(1H-imidazol-1-ylmethyl)-1,3-dioxolan-4-yl]
methoxy]phenyl]piperazin, phai chira tir 99,0 % dén 101,0 %
C,6H,5CLLN,O,, tinh theo ché phdm da lam kho.

Tinh chit

Bot mau tring hay gin nhu tring. Thuc té khong tan trong
nudc, dé tan trong methylen clorid, tan trong methanol, hoi
tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mdt trong hai nhém dinh tinh sau:

Nhom I: A.

Nhém II: B, C, D.

A. Phd hép thu hong ngoai (Phu luc 4.2) ciia ché phim
phai phu hop véi phé hép thu héng ngoai ciia ketoconazol
chuén. Chuan bi mau do duéi dang dia nén.

B. Diém chay tir 148 °C dén 152 °C (Phu luc 6.7).

C. Phuong phap sic ky 16p méng (Phu luc 5.4).

Ban mong: Octadecylsilyl silica gel.

Dung méi khai trién: Dung dich amoni acetat - dioxan -
methanol (20 : 40 : 40).

Dung dich amoni acetat: Hoa tan 150 g amoni acetat (TT)
trong nuwoc, thém 3 ml acid acetic bdang (TT), thém nuoc
vira du 1000 ml.

Dung dich thir: Hoa tan 30 mg ché phim trong dung méi
khai trién va pha loang thanh 5 ml véi cling dung méi.
Dung dich déi chiéu (1): Hoa tan 30 mg ketoconazol
chuin trong dung méi khai trién va pha loang thanh 5 ml
vai cing dung méi.

Dung dich ddi chiéu (2): Hoa tan 30 mg ketoconazol chudn
vi 30 mg econazol nitrat chuén trong dung méi khai trién
va pha loang thanh 5 ml véi cung dung méi.

Cdch tién hanh:

Chim riéng biét 1én ban mong 5 pl mdi dung dich trén.
Trién khai sic ky dén khi dung mdi dx dugc khoang 15 cm.
Lim khé ban mong bing luong khi 4m trong 15 min, sau
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d6 dat vao binh bio hoa hoi iod dén khi hién vét. Quan sét
dudi 4nh sang ban ngay. )

Vét chinh trén sic ky d6 cua dung dich thir phi giéng vé
vi tri, mau sic va kich thude véi vét chinh trén sic ky dd
ciia dung dich di chiéu (1). Phép thir chi c6 gia tri khi sic
ky db cta dung dich di chiéu (2) cho 2 vét tach r rét.

D. L4y khoang 30 mg ché phdm vao chén nung sir, thém
0,3 g natri carbonat khan (TT). D6t trén ngon lira trong
10 min. Dé ngudi, hoa tan can bf’mg 5 ml dung dich acid
nitric loang (TT) va loc. Thém 1 ml nwoc vao 1 ml dich
loc. Dung dich thu dugc phai cho phan tng (A) cua clorid
(Phy luc 8.1).

Po trong va mau sic ciia dung dich

Dung dich S: Hoa tan 1,0 g ché phdm trong methylen
clorid (TT) va pha lodng thanh 10 ml v&i cing dung méi.
Dung dich S phai trong (Phu luc 9.2) va khéng dugc ddm
hon mau mau VN, (Phu luc 9.3, phuong phap 2).

Géc quay cue
Tir -0,10° dén +0,10° (Phu luc 6.4).
Dung dung dich S dé do.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dong A: Acetonitril (TT)) - dung dich tetrabutyl amoni
hydrosulfat 0,34 % (5 : 95).

Pha déng B: Acetonitril (TT,) - dung dich tetrabutyl amoni
hydrosulfat 0,34 % (50 : 50).

Dung dich thir: Hoa tan 0,100 g ché phém trong methanol
(TT) pha loang thanh 10,0 ml véi cing dung mdi.

Dung dich déi chiéu (1): Hoa tan 2,5 mg ketoconazol chuin
va 2,5 mg loperamid hydroclorid chuén trong methanol
(TT) va pha lodng thanh 50,0 ml véi cing dung méi.
Dung dich déi chiéu (2): Pha loang 5,0 ml dung dich thir
thanh 100,0 ml bing methanol (TT). Pha loing 1,0 ml dung
dich thu dugc thanh 10,0 ml bang methanol (TT) .

Diéu kién sdc ky:

Cot kich thuéc (10 cm x 4,6 mm) dugc nhdi pha tinh C
(3 pm). i

Detector quang pho tir ngoai dat & budc séng 220 nm.
Téc &6 dong: 2 ml/min.

Thé tich tiém: 10 pl.

Mau tring: Methanol (TT).

Céch tién hanh:
Tién hanh sic ky theo chuong trinh dung m6i nhu sau:
- Th(’nglan S Pha dqng_x a Pha dg;lg_h

(min) (% ti/tt) (% t/tt)
0-10 100—-0 0— 100

o 1w0-15 0 100

Tién hanh sic ky vGi dung dlCh thu dung dlch dm chleu

(1) va (2).

Thoi gian luu cia ketoconazol khodng 6 min; loperamid
khoang 8 min.
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Kiém tra tinh phd hop cia hé théng: Trén sic ky do
cia dung dich ddi chiéu (1), do phén giai giira pic cua
ketoconazol v6i pic ciia loperamid it nhét 14 15; néu cn thi
diéu chinh ndéng d6 acetonitril trong pha dong hodic didu
chinh thoi gian trong chwong trinh dung méi.

Gioi han:

Téng dién tich pic cua tat ca céc tap chit khong dugc lém
hon dién tich pic chinh trén sic ky db cua dung dich dbi
chiéu (2) (0,5 %).

Bo qua nhimg pic c6 dién tich nho hon hoic bing 0,1 1in
dién tich pic chinh trén sic ky db cua dung dich déi chidu
(2) (0,05 %).

Ghi chu:

Tap chit A: 1-acetyl-4-[4-[[(2RS,4SR)-2-(2,4-diclorophenyl)-2-
(1H-imidazol-1-ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]
1,2,3 4-tetrahydropyrazin.

Tap chat B: 1-acetyl-4-[4-[[(2RS,4SR)-2-(2,4-diclorophenyl)-2-
(1H-imidazol- 1-ylmethyl)-1,3-dioxolan-4-yl]methoxy]-3-[4-(4-
acetylpiperazin-1-yl)phenoxy]phenyl]piperazin.

Tap chit C: 1-acetyl-4-[4-[[(2RS,4RS)-2-(2,4-diclorophenyl)-2-
(1H-imidazol-1-ylmethyl)-1,3-dioxolan-4-ylJmethoxy]phenyl]
piperazin.

Tap chét D: 1-[4-[[(2RS.4SR)-2-(2,4-diclorophenyl)-2-(1 H-imidazol-
l—yimet'gyl)-l,3-dioxolan-4—yl] methoxy]phenyl]piperazin.

Tap chat E: [(2RS,45R)-2-(2,4-diclorophenyl)-2-(1 H-imidazol-
1-ylmethyl)-1,3-dioxolan-4-yl]methyl 4-methylbenzensulfonat.

Kim loai niing
Khoéng dugc qua 20 phan tri¢u (Phu luc 9.4.8).
Lay 1,0 g ché phim, t1en hanh theo phuong phép 4. Dung

2 ml dung dich chi méu 10 phan triéu Pb (TT) dé chuén bi
mau ddi chiéu.

Mit khoi lrgng do 1am khé
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g, 105 °C).

Tro sulfat
Khéng dugce qua 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh lwong

Hoa tan 0,200 g ché phim trong 70 ml hdn hop acid acetic
khan - methyl ethyl keton (1 : 7). Chuén dd bang dung dich
acid percloric 0,1 N (CD). )

Xac dinh diém két thuc bing phuong phap chuin do do
dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
26,57 mg Cp6H,5CLLN,O,.

Bdo quén
Trong bao bi kin, tranh anh sang.

Loai thudc
Chong nam.

Ché phim
Vién nén, kem boi ngoai da.

KEM KETOCONAZOL
KEM KETOCONAZOL

La thudc kem c6 chira ketoconazol.

Ché pham phai d4p {mg cic yéu ciu chung trong chuyén
luan “Thubc mém dung trén da va niém mac” (Phy luc
1.12) va céc yéu ciu sau day:

Ham lwgng ketoconazol, C,sH,;CI,N,O,, tir 90,0 % dén
110,0 % so véi lugng ghi trén nhan.

Tinh chat
Kem mau trang nga, dong nhat.

Pinh tinh

A. Phuong phép sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF .

Dung méi khai trién: n-Hexan - ethyl acetat - methanol -
nudc - acid acetic (42 : 40 : 15: 2 :1).

Dung dich thir: Lic mét luong kem trong {rng véi khoang
50 mg ketoconazol trong 50 ml cloroform (TT) va loc.
Dung dich déi chiéu: Dung dich ketoconazol chuin 0,1 %
trong cloroform (TT).

Céch tién hanh: Cham riéng biét 10 pl mbi dung dich trén.
Trién khai sic ky dén khi dung méi di dwoc 15 cm. Ly ban
mong ra dé khé & nhiét do phong Quan sat duoi anh sang
tir ngoai & budc song 254 nm. Vet chinh trén sic ky d6 cua
dung dich thu' phai tuong {rng v& vi tri va mau séc voi vét
chinh trén sic ky d6 cia dung dich déi chiéu.

B. Trong phan Pinh hrong, trén sic ky dd ciia dung dich thir
pic chinh phai c6 thoi gian Iuu twong mg vi thoi gian lueu
ciia pic ketoconazol trén séc ky d6 cia dung dich chuén,

Pinh lwong

Phuong phap sic ky 16ng (Phu luc 5.3).

Pha dong: Methanol - dung dich amoni acetat 1 % (90 : 10).
Thay dbi ty 1& dung méi néu cin.

Dung dich chudn: Cén chinh xac khoang 30 mg ketoconazol
chuin, hoa tan trong methanol (TT) va pha lodng thanh
100,0 ml véi cing dung méi. Liy 5,0 ml dung dich nay
pha lo@ng v&i pha dong thanh 50,0 ml.

Dung dich thir: Can chinh xic mét lugng ché pham tuong
ung vadi khodng 30 mg ketoconazol, thém 40 ml methanol
(TT), dat trén céch thily khudy cho tan, dé lanh trong nudc
da it nhat 30 min. Gan va lgc qua gidy loc da thdm wot
bing methanol (TT). Tiép tuc chiét nhu trén 2 1an nira,
mdi 1an véi 20 ml methanol (TT). Rira cbc va gidy loc
béng methanol (TT). Tap trung dich loc va dich rira, thém
methanol (TT) vira &a 100,0 ml. LAy 5,0 ml dich loc thu
dugc pha loang thanh 50,0 ml v6i pha dong.

Piéu kién sdc ky :

Cot kich thuée (25 cm x 4,6 mm) duoc nhdi pha tinh C
(10 pm) (cdt Lichrosorb RP18 la thich hop).

Detector quang ph tir ngoai dit & budc song 244 nm.

Téc @6 dong: 1 ml/min.

Thé tich tiém: 20 pl.
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