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VIEN NEN ACID URSODEOXYCHOLIC

ty 1€ dién tich pic acid ursodeoxycholic va epiandrosteron
thu dwgc tir 6 lan tiém Iip lai khéng 16m hon 1,0 %.

Tinh ham lugng phin trim acid ursodeoxycholic,
C,4H4004, trong ché pham dya vao ty 1€ dién tich pic acid
ursodeoxycholic va epiandrosteron thu dugc trén séic ky
dd cua dung dich thir, dung dich chudn va ham lrong
C,4H.400, cua acid ursodeoxycholic chuin.

Bdo quén
Trong d6 dung kin.

Loai thude
Nhém acid mat va dan xuét.

Ché phim
Vién nén, nang, hon dich uéng.

VIEN NEN ACID URSODEOXYCHOLIC

La vién nén chira acid ursodeoxycholic.
Ché pham phai dap img cic yéu cau trong ghuyén ludn
“Thuoc vién nén” (Phu luc 1.20) va cic yéu cau sau day:

Ham luwong acid ursodeoxycholic, C,;H4,04, tir 90,0 %
dén 110,0 % so véi lrgng ghi trén nhan.

Dinh tinh

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

Ban mong: Silica gel (day 0,25 mm), hoat héa truéc &
105 °C trong it nhit 4 h (Silica gel 60 - Merck la phu hop).
Dung méi khai trién: Hon hop Cloroform - aceton - acid
acetic (7 : 2 : 1) dé phan 16p, lay 16p dudi.

Thuéc thir hién mau: Hoa tan 2,5 g acid phosphomolybdic
(TT) trong 50 ml acid acetic bang (TT), thém 2,5 ml acid
sulfuric (TT) va tron déu.

Dung dich doi chiéu: Dung dich chira 1 mg/ml acid
ursodeoxycholic chuin trong methanol (TT).

Dung dich thir. Can mdt luong bdt vién tuong {mg vai
25 mg acid ursodeoxycholic vao binh nén, thém 25 ml
methanol (TT), lic 20 min. Ly tim & 4000 rpm trong 10 min
va lay 16p dich trong phia trén.

Cdch tién hanh: Cham riéng biét 1én ban mong 25 ul mi
dung dich trén. Trién khai sic ky t6i khi dung méi di duge
3/4 chiéu dai ban méng. Phun nhe nhang thuéc thir hién
mau, sau d6 sy ban mong ¢ 105 °C trong 7 min. Vét chinh
trén sic ky @5 cua dung dich thir phai glong vé mau sic
(mau charn) 1a gia tri R¢ voi vét chinh trén sic ky 6 cua
dung dich dbi chiéu.

DP§ hoa tan (Phuy luc 11.4)
Thiét bi: Kiéu canh khudy.
Moi truwomg hoa tan: 900 ml dung dich dich rudt gia khéng
cé pancreatin dugc chuén bji nhu sau: Hoa tan 6,8 g kali
dihydrophosphat (TT) trong 250 ml nudc, thém 77 ml dung
dich natri hydroxyd 0,2 M (TT) va 500 ml nwge. Diéu chinh
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dén pH 8,0 bing dung dich natri hydroxyd 0,1 M (TT) hoic
dung djch acid hydrocloric 0,1 M (TT). Pha lodng véi nwroc
vira du 1000 ml.

Téc dj quay: 75 r/min,

Thoi gian: 45 min.

Cdch tién hanh:

Phwong phap sic ky long (Phu luc 5.3).

Pha dong: Methanol - nudc - acid phosphoric (77 : 23 : 0,6).
Dung dich thir: Sau thoi gian hoa tan quy dinh, 1iy mét
ph?m dich hoa tan va lgc.

Dung dich chuan: Dung dich chira acid ursodeoxycholic
chuin trong mdi truéng hoa tan c6 ndng do acid
ursodeoxycholic twong duong trong dung dich thir.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugce nhdi pha tinh B
(5 pm). )

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

Tbc ¢ dong: 1 ml/min.

Thé tich tiém: 25 pl.

Kiém tra tinh phti hop cia hé théng: Trén sic ky db
ciia dung dich chuén, s6 dia Iy thuyét tinh trén pic acid
ursodeoxycholic khéng nhé hon 1600; hé sb ddi ximg ciia
pic acid ursodeoxycholic khéng 16m hon 2,0 va d¢ léch
chuin twrong déi cua dién tich pic acid ursodeoxycholic
thu dugc tir 6 [an tiém lap lai khong 16m hon 2,0 %.

Tinh lugng acid ursodeoxycholic, Cy3H4qO4, dugc hoa
tan dya vao dién tich pic acid ursodeoxycholic trén sic
ky d6 ciia dung dich chuén, dung dich thir va ham lugng
Ca4HyO; clia acid ursodeoxycholic chuan,

Yéu cdu: Khong it hon 80 % (Q) lugng acid ursodeoxy-
cholic, C34H404, so v6i lugng ghi trén nhan dugce hoa tan
trong 45 min.

P ddng déu dom vi lidu (Phu luc 11.9)
Dép {mg yéu cau cia phu luc 11.9.

Tap chét lién quan

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

Bdn mong: Silica gel (day 0,25 mm,; Silica gel 60 - Merck
1a pht hop).

Dung méi khai trién: Cloroform - acid acetic béng - nueéc
(85:: 15':0,5)

Dung méi pha mdu: Aceton - nweéc (9 : 1).

Dung dich thir: Can mot lugng bt vién twong Umg vdi
400 mg acid ursodeoxycholic vao binh nén, thém 10,0 ml
dung médi pha méu, lic 20 min. Ly tim & 4000 rpm trong
10 min va lay 16p dich trong phia trén.

Dung dich doi chiéu (1): Dung dich chira 200 pg/ml acid
ursodeoxychohc chuin trong dung méi pha mau.

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

Dung dich déi chiéu (3): Dung dich chira 600 pg/ml acid
chenodeoxycholic trong dung méi pha mau.

Cdch tién hanh: Chim riéng biét 1én ban mong 10 ul mbi
dung dich trén. Trién khai séc ky téi khi dung méi di dugc
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khoang 3/4 chiéu dai ban mong. P& kh6 ban mong ngoai
khéng khi. Phun dung dich acid phosphomolybdic 20 %
trong ethanol (TT), sdy & 105 °C trong 5 min. Quan sat
dudi dnh sang thudmg.

Gidi han: Trén sic ky d6 cia dung dich thir:

Vét tap chit c6 R, trong {mg vét chinh trén sic ky db cta
dung dich d6i chiéu (2) khong dugc c6 kich thuéc Iém hon
hodic d4m mau hon vét chinh trén sic ky db cia dung dich
dbi chiéu (2 (acid lithocholic khong qua 0,1 %)

Vét tap chit c6 R,- tuong Umg vét chinh trén sic ky db cia
dung dich d6i chiéu (3) khéng dugc c6 kich thude 16m hon
hoéc dam mau hon vét chinh trén sic ky dd cua dung dich
d6i chiéu (3) (acid chenodeoxycholic khéng qua 1,5 %).
Céc vét tap chat khac khong dugc c6 kich thudc 16n hon
hodc ddm mau hon vét chinh trén séc ky db cua dung dich
d6i chiéu (1) (0,5 %).

Dinh lrgng

Phuong phép sic ky long (Phu luc 5.3).

Pha dgng: Methanol - nudc - acid phosphoric (77 : 23 : 0,6).
Dung dich chuan néi: Dung dich chira 3,75 mg/ml
propylparaben trong pha dgng.

Dung dich chudn: Dung dich chira 3,75 mg/ml acid
ursodeoxycholic chuén trong dung dich chuén ndi.

Dung dich thir: Can 20 vién, tinh khéi lugng trung binh va
nghién thanh bot min. Can chinh x4c mét lugng bot vién
twong ung voi 37,5 mg acid ursodeoxycholic vao binh
nén cé nit mai. Thém 10,0 ml dung dich chuén ndi, lic
bang may lic co hoc trong 15 min. Siéu 4m & 40 °C trong
15 min va loc.

Diéu kién sdc ky:

Cét kich thudc (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm). '

Detector chi so khic xa & nhiét 46 40 °C.

Toc 46 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phi hop ciia hé théng: Trén sic ky dé cia
dung dich chuén, thdi gian lwu twong dbi so véi acid
ursodeoxycholic cua propylparaben 1a 0,73; d5 phén
gidi gilra pic acid ursodeoxycholic va pic propylparaben
khong nhé hom 3,0; sé dia ly thuyét tinh trén pic acid
ursodeoxycholic khéng nho hon 1600; hé s§ dbi ximg
cua pic acid ursodeoxycholic khéng 1ém hon 2,0 va d¢
léch chuin twong dbi cua ty 1& gifta dién tich pic acid
ursodeoxycholic va dién tich pic chuén ndi thu dugc tir 6
lan tiém 13p lai khong 16m hon 2,0 %.

Tinh hiam lugng phin trim acid ursodeoxycholic,
C,4H4404, trong ché phim dya vao ty 1é giira dién tich pic
acid ursodeoxycholic va dién tich pic chuén ndi trén sfic
ky d6 cua dung dich thir, dung dich chuin va ham luong
C,4H40, ciia acid ursodeoxycholic chuén.

Bio quén
Trong dd dyng kin, & nhiét d¢ phong,

ADEFOVIR DIPIVOXIL

Loai thudc
Nhém acid mét va dan xuét.

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

ADEFOVIR DIPIVOXIL
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Adefovir dipivoxil 12 diester cua acid [[2-(6-amino-9H-
purin-9-yl)ethoxy]methyl]phosphonic va hydroxymethyl
pivalat, phai chaa tir 97,5 % dén 102,0 % C5oH3,N5O3P,
tinh theo ché phim khan va khéng c6 dung méi.

Tinh chat
Bt két tinh mau tring hoic gan nhu tring. DE tan trong
ethanol va thuc t€ khong tan trong nudec.

Dinh tinh

A. Hoa tan khoang 50 mg ché phdm cing 3 - 5 giot aceton
(TT) trong cdi ma ndo. Sau khi diu xuét hién do dung méi
bay hoi, nghién bing chay @én khi xuét hién két tha mau
trang, lam khé tia duéi dén hong ngoai trong 15 min. Phd
hap thu hong ngoal (Phu luc 4.2) cua tia thu dugc phai
phu hop véi phd hap thy héng ngoax cua adefovir dipivoxil
chuan duqc chun bj trong cung diéu kién.

B. Phd hép thu tir ngoai (Phu luc 4.1) cta dung dich ché
phém néng d6 20 pg/ml trong dung dich acid hydrocloric
0,1 M (TT) cho cuc dai hép thu & budc séng 259 nm.

C. Trong phéin Pinh luong, pic chinh trén sic ky db cua
dung dich thir phai ¢6 théi gian luu twong ing véi thoi
gian lwu cta pic chinh trén sic ky d6 cta dung dich chuén.
D. Tron déu khoang 0,1 g ché phim va 1 g natri carbonat
khan (TT) trong chén sir, 1am néng chay hdn hop, dé ngudi
va thém 20 ml nirde dé hoa tan va loc. Trung hoa djch lgc
bang dung dich acid nitric (TT), dung dich thu dugc phai
cho phén img cia ion phosphat (Phu lyc 8.1).

Dj trong va mau sic cia dung dich
Hoa tan 0,1 g ché pham trong 10 ml methanol (TT). Dung
dich thu dugc phai trong (Phu luc 9.2) va khong mau (Phy
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