VIEN NEN ACID URSODEOXYCHOLIC

La vién nén chira acid ursodeoxycholic.
Ché pham phai dap &ng cac yéu cau trong chuyén luan “Thuéc vién nén” (Phu luc 1.20) va cac yéu ciu
sau day:

Ham lwong acid ursodeoxycholic, CasH004, ttr 90,0 % dén 110,0 % so v&i lwong ghi trén nhan.

Dinh tinh

Phwong phap séc ky.16p méng (Phu luc 5.4).

Ban méng: Silica_gel (day 0,25 mm), hoat hoéa trwéc & 105 °C trong it nhat 4 h (Silica gel 60 - Merck la
phu hop).

Dung méi khai trién: Hén hop Cloroform - aceton - acid acetic (7 : 2 : 1) dé phan 16p, 14y 1&6p dwdi.
Thudc thir hién mau: Hoa tan 2,5 g acid phosphomolybdic (TT) trong 50 ml acid acetic bdng (TT), thém
2,5 ml acid sulfuric (TT) va tron déu.

Dung djch déi chiéu: Dung dich chira 1 mg/ml acid ursodeoxycholic chuan trong methanol (TT).

Dung djch thir. Can mét lwgng bot vién twong rng véi 25 mg acid ursodeoxycholic vao binh nén, thém
25 ml methanol (TT), l&c 20 min. Ly tdm & 4000 rpm trong 10 min va lay 1&p dich trong phia trén.

Céch tién hanh: Cham riéng biét 1&én ban mang 25 ul méi dung dich trén. Trién khai s&c ky t&i khi dung
méi di dwoc 3/4 chiéu dai ban méng. Phun nhe nhang thubc thir hién mau, sau d6 sdy ban méng & 105
°C trong 7 min. Vét chinh trén s&c ky dé cia dung dich thir phai gibng vé mau séc (mau cham) va gia
tri R v&i vét chinh trén sac ky dd ctia dung dich di chiéu.

Do hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Méi truong hoa tan: 900 ml dung dich dich rudt gid khéng cé pancreatin dwoc chun bi nhw sau: Hoa
tan 6,8 g kali dihydrophosphat (TT) trong 250 ml nwoc, thém 77 ml dung dich natri hydroxyd 0,2 M (TT)
va 500 ml nwéc. Diéu chinh dén pH 8,0 bang dung dich natri hydroxyd 0,1 M (TT) hodc dung dich acid
hydrocloric 0,1 M (TT). Pha loang v&i nwée vira da 1000 ml.

Téc dé quay: 75 r/min.

Thoi gian: 45 min.

Céch tién hanh:

Phwong phap séc ky 16ng (Phu luc 5.3).

Pha déng: Methanol - nudc - acid phosphoric (77 : 23 : 0,6).

Dung dich thd Sau thdi gian hoa tan quy dinh, &y mét phan dich hoa tan va loc.

Dung dich chuén: Dung dich chira acid ursodeoxycholic chuan trong méi trwdng hoa tan c6 ndéng do
acid ursodeoxycholic twong dwong trong dung dich thi.

Diéu kién sac ky:

Cot kich thwdc (25 cm x 4,6 mm) dwoc nhdi pha tinh B (5 um).

Detector chi sé khic xa & nhiét dd 40 °C.

Tbc d6 dong: 1 ml/min.

Thé tich tiém: 25 pl.

Kiém tra tinh pht hop ctia hé thdng: Trén séc ky dd ctia dung dich chuén, sé dia ly thuyét tinh trén pic
acid ursodeoxycholic khéng nhé hon 1600; hé sb dbi xirng clia pic acid ursodeoxycholic khéng Ién hon
2,0 va do léch chuan twong déi cta dién tich pic acid ursodeoxycholic thu duwoc tir 6 lan tiém lap lai
khéng I&n hon 2,0 %.

Tinh lwegng acid ursodeoxycholic, C2:H4004, dwgc hda tan dwa vao dién tich pic acid ursodeoxycholic
trén séc ky dd cla dung dich chuan, dung dich thtr va ham lwong C24H4004 clia acid ursodeoxycholic
chuén.

Yéu cdu: Khdng dwoc it hon 80 % (Q) lwong acid ursodeoxycholic, Cz4Ha004, S0 V&I lwgng ghi trén
nhan dwoc hda tan trong 45 min.
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Do dong déu don vi liéu (Phuy luc 11.9)
Dap (ng yéu cau cla phu luc 11.9.

Tap chét lién quan

Phwong phap sac ky I&p méng (Phu luc 5.4).

Ban mdng: Silica gel (day 0,25 mm) (Silica gel 60 - Merck la phu hop).

Dung méi khai trién: Cloroform - acid acetic bang - nuéc (85 : 15 : 0,5).

Dung méi pha méu: Aceton - nuée (9 : 1).

Dung dich th&. Can mét lwgng bét vién twong ng véi 400 mg acid ursodeoxycholic vao binh nén,
thém 10,0 ml dung'mdi pha mau, lac 20 min. Ly tdm & 4000 rpm trong 10 min va l4y I6p dich trong phia
trén.

Dung dich dbi-chiéu (1): Dung dich chira 200 ug/ml acid ursodeoxycholic chuan trong dung méi pha
mau.

Dung dichdéi chiéu (2): Dung dich chira 40 ug/ml acid lithocholic trong dung méi pha mau.

Dung dich déi chiéu (3): Dung dich chi¥a 600 pg/ml acid chenodeoxycholic trong dung méi pha mau.
Céch tién hanh: Cham riéng biét Ién ban méng 10 ul mdi dung dich trén. Trién khai sac ky t&i khi dung
moéi di dwoc khoang 3/4 chiéu dai ban méng. D& khd ban méng ngoai khéng khi. Phun dung dich acid
phosphomolybdic 20 % trong ethanol (TT), sy & 105 °C trong 5 min. Quan sat dwdi anh sang thuong.
Gi6i han: Trén sac ky d6 cia dung dich thu:

Vét tap chét co Rs twong tng vét chinh trén sac ky db cta dung dich dbi chiéu (2) khéng duoc cé kich
thudc Ion hon hodc dam mau hon vét chinh trén s&c ky dé cta dung dich dbi chiéu (2) (acid lithocholic
khong qua 0,1 %).

Vét tap chét c6 Rs twong tng vét chinh trén sac ky db cta dung dich dbi chiéu (3) khéng duoc cé kich
thwéc I6n hon hodc ddm mau hon vét chinh trén sic ky d6 cha dung dich dbi chiéu (3) (acid
chenodeoxycholic khéng quéa 1,5 %).

Cac vét tap chat khac khéng duoc cé kich thwédce I6n hon hodc dam mau hon vét chinh trén sac ky dé
clia dung dich déi chiéu (1) (0,5 %).

Dinh lwong

Phwong phap séc ky 16ng (Phu luc 5.3).

Pha déng: Methanol - nudc - acid phosphoric (77 : 23 : 0,6).

Dung dich chuén néi: Dung dich chira 3,75 mg/ml propylparaben trong pha dong.

Dung dich chuén: Dung dich chira 3,75 mg/ml acid ursodeoxycholic chuan trong dung dich chuén noi.
Dung dich thi» Can 20 vién, tinh khéi lwong trung binh va nghién thanh bét min. Can chinh xac mét
lvong bét vién twong wng véi 37,5 mg acid ursodeoxycholic vao binh nén cé nut mai. Thém 10,0 ml
dung dich chuén ndi, Idc bang may lac co hoc trong 15 min. Siéu &m & 40 °C trong 15 min va loc.

Diéu kién sac ky:

Cét kich thuwéc (25 cm x 4,6 mm) dwoc nhdi pha tinh B (5 um).

Detector chi sé khuic xa & nhiét d6 40 °C.

Tbc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Céch tién hanh:

Kiém tra tinh pht hop cla hé thdng: Trén sic ky db ctia dung dich chuan, thoi gian lwu twong ddi so
v&i acid ursodeoxycholic clia propylparaben la 0,73; d phan giai gilra pic acid ursodeoxycholic va pic
propylparaben khéng nhd hon 3,0; s6 dia ly thuyét tinh trén pic acid ursodeoxycholic khéng nhé hon
1600; hé sb dbi xirng cla pic acid ursodeoxycholic khéng I&n hon 2,0 va dd léch chuén twong dbi cta
ty 1é gilra dién tich pic acid ursodeoxycholic va dién tich pic chudn nodi thu dwoc tir 6 1an tiém lap lai
khong In hon 2,0 %.

Tinh ham lwong phan trdm acid ursodeoxycholic, C24H400s, trong ché phdm dwa vao ty & gitra dién
tich pic acid ursodeoxycholic va dién tich pic chuadn ndi trén sc ky dé cta dung dich thir, dung dich
chuén va ham lvgng C24H4004 clia acid ursodeoxycholic chuén.
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Bao quan

Trong d6 dwng kin, & nhiét d6 phong.

Loai thuéc
Nhom acid mat va dan xuét.

Ham lwong thwong dung
100 mg; 200 mg; 300.mg.
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