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DUGQC PIEN VIET NAM VI

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.

641




https://nhathuocngocanh.com/

VIEN NEN KETOCONAZOL

Cdch tién hanh:

Tién hanh séic ky lan lugt voi dung dich chudn va dung
dich thur.

Tinh ham lugng (%) ketoconazol, C,H,3CLLN,O,, so v§i
lugng ghi trén nhin dya vdo dién tich pic thu dugc tir sic
ky d6 cua dung dich thir, dung dich chuin va ham luong
C,H15C1,N,0, trong ketoconazol chudén.

Bdo quén
Trong bao bi kin, noi khé mat, trAnh 4nh séng.

Loal thuoc
Chong nim.

Ham lwgng thudng ding
2 %.

VIEN NEN KETOCONAZOL

La vién nén c6 chita ketoconazol.
Ché pham phai dap \mg cac yéu céu trong chuyén luén
“Thudc vién nén” (Phu luc 1.20) va cic yéu ciu sau day:

Ham lrong ketoconazol, C,xH,3CI,N,O,, tir 95,0 % dén
105,0 % so voi lugng ghi trén nhan.

Pinh tinh

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

Badn mong: Silica gel GFs,.

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

Dung dich thir: Lic mdt lugng bot vién twong tmg véi
khoang 50 mg ketoconazol vdi 50 ml cloroform (TT) va loc.
Dung dich doi chiéu: Dung dich ketoconazol chuin 0,1 %
trong cloroform (TT).

Cdch tién hanh:

Chém riéng biét 10 pul mbi dung dich trén. Trién khai sic ky
dén khi dung méi di dugc 15 cm. Liy ban mong ra dé khd
& nhiét 46 phong. Quan sat dudi anh sang tir ngoai & budc
song 254 nm.

Vét chinh trén sic ky d6 cua dung dich thir phai trong ting
vé vi tri va mau sic véi vét chinh trén sic ky db ciia dung
dich dbi chiéu.

B. Trong phén DPinh lugng, pic chinh trén sic ky do cua
dung dich thir phai c6 thoi gian luu trong (ng vdi thoi gian
luu ctia pic ketoconazol trén sic ky d6 ctia dung dich chuén.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Méi truomg hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Téc d6 quay: 50 r/min,

Thoi gian: 30 min.

Cdch tién hanh:

Liy mot phan dung dich méi trromg da hoa tan mau thir,
loc, bo dich loc dau. Pha loang dich loc v&i dung dich
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acid hydrocloric 0,1 M (TT) dé dugc dung dich c6 ndng d§
thich hop (néu cén).

Po do hép thu (Phu luc 4.1) cta dung dich thu dugc & budc
song 270 nm, dung dung dich acid hydrocloric 0,1 M (TT)
lam mau tréng. So sanh v6i dung dich chuén ketoconazol
¢6 ndng dd twong duong pha trong méi truémng hoa tan.
Tinh ham lugng ketoconazol, C,H,3CI,N,4O,, dugc hoa
tan dya vao do hap thu ciia dung dich thir, dung dich chuin
va ham lugng cia ketoconazol chuén.

Yéu cau: Khong dugce it hon 80 % (Q) ketoconazol so véi
lwong ghi trén nhén duge hoa tan trong 30 min.

Dinh luvong

Phuong phap séc ky long (Phy luc 5.3)

Pha déng: Methanol - dung dich dém amoni acetat 1,0 %
(90 : 10). Thay d4i ty 1¢ dung méi néu can.

Dung dich chudn: Hoa tan 30 mg ketoconazol chudn trong
40 ml methanol (TT), lic cho tan, thém methanol (TT) vira
da 50,0 ml. Liy 5,0 ml dung dich ndy pha loang thanh
100,0 ml véi pha dong.

Dung dich thi: Can 20 vién, tinh khéi lugng trung binh va
nghién thanh bét min. Can chinh xic mét lrgng bét vién
da nghién min trong tmg véi khoang 30 mg ketoconazol
cho vao binh dinh mirc 50 ml. Thém 40 ml methanol (TT),
lic siéu 4m trong 10 min, thém methanol (TT) t6i dinh
mire, lac déu. Loc qua gidy loc, loai bo 20 ml dich loc dau.
Liy chinh x4c 5,0 ml dich loc pha lodng thanh 100,0 ml
v6i pha dong.

Diéu kién sdc ky :

Cbt kich thuéce (25 cm x 4,6 mm) dugce nhdi pha tinh C
(10 pm) (Lichrosob RP18 1a thich hop).

Detector quang ph tir ngoai dat & budc séng 244 nm.
Téc do dong: 1,0 ml /min,

Thé tich tiém: 20 pl.

Cdch tién hanh: ' ) , )
Kiém tra tinh phi hop cuia hé thong sac ky: Tién hanh séc
ky dbi v0i dung dich chuin, phép thir chi ¢c6 gia tri khi do
1éch chudn twong dbi cia dién tich pic cua 6 lan tiém lap
lai khong dugc 16n hon 2 %.

Tién hanh sic ky 14n lugt véi dung dich chuin va dung
dich thur.

Tinh ham lugng ketoconazol, C,sH,3Cl,N,O,, c6 trong
vién dya vao dién tich pic trén sic ky dd cua dung dich
thir, dung dich chudn va ham lugng CasH,yCL,N,O, trong
ketoconazol chuan.

Bdo quéan
Trong bao bi kin, noi khé mat, trdnh édnh sang.

Loai thudc
Chong nam.

Ham lugng thwdéng diung
200 mg.



