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FENOFIBRAT

Tmh ham lugng phan tram tap chit A trong ché pham,
néu c6, dua vao dién tich pic tap chat A trén sic ky d6 cua
dung dich thir, dung dich déi chiéu (3) va ndng do cua tap
chit A chuin trong dung dich déi chiéu (3).

Gidi han:

Tap chit A khong dugc qua 2,0 %.

Pinh lugng

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

Pha déng:. Acetonitril - methanol - dung dich dém
(2:1:2)

Dung dich dém: Dung dich natri dihydrophosphat (TT)
6,9 mg/ml duoc diéu chinh dén pH 3,0 £ 0,05 bing dung
dich acid phosphoric 1 M (TT).

Dung dich chudn gbc: Dung dich chira 2 mg/ml felodipin
chun trong methanol (TT).

Dung dich chudn: Pha loang dung dich chuin géc bang pha
dong dé thu duoc dung dich chira 0,02 mg/ml felodipin.
Dung dich thir: Can it nhit 10 vién, tinh khéi lugng trung
binh vién va nghién thanh bdt min. Can chinh xic mot
lurong bt vién twong ing véi khoang 10 mg felodipin vao
binh dinh mic 100 ml. Thém 40 ml acetonitril (TT) va
20 ml methanol (TT), si€éu 4m 5 min. Thém 30 ml dung
dich dém, lac co hoc 30 min, sau d6 & ngudi v& nhiét do
phong rdi thém dung dich dém dén vach, tron déu. Ly tAm
dung dich thu dugc & tc d6 cao trong 15 min. Pha lodng
10,0 ml dich trong thanh 50,0 ml bang pha dong. Loc
dung_dich thu duoc qua mang loc 0,5 pm, boé 4 ml dich
loc dau.

Diéu kién sdc kp:

Cot kich thugc (15 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Detector quang phd tir ngoai dit & budc song 362 nm.

Téc d6 dong: 1 ml/min.

Thé tich tiém: 40 pl.

Cach tién hanh:

Kiém tra tinh phu hop ciia h¢ théng: Trén séc ky do cia
dung dich chuan, s6 dia 1y thuyét tinh trén pic felodipin
khéng nhé hon 1500 va d6 1&ch chuén twong déi cia dién
tich pic felodipin thu dugc tir 5 lan tiém 13p lai khéng lén
hon 2,0 %.

Tinh ham lugng phan trim cia felodipin trong vién dua
vao dién tich pic felodipin trén sic ky b cua dung dich
thir, dung dich chuin va ham lugng C,gH,,Cl,NO, ciia
felodipin chuén.

Bdo quén
Trong d6 dung kin.

Loai thudc
Piéu trj ting huyét 4p.

Ham lw¢gng thwong dung
2,5 mg; 5 mg; 10 mg.
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Fenofibrat 1a  l-methylethyl ~2-[4-(4-clorobenzoyl)
phenoxy]-2-methylpropanoat, phai chira tir 98,0 % den
102,0 % C,H,,ClO,, tinh theo ché phim da 1am kho.

Tinh chit

Bot két tinh mau tring hodc gan nhu tring.

Thuc té khong tan trong nudc, rit dé tan trong methylen
clorid, kho tan trong ethanol 96 %.

Pinh tinh

A. Phé hép thy hong ngoai (Phu luc 4.2) cia ché phim phai
phit hgp v6i phd hip thu hdng ngoai cua fenofibrat chuén.
B. Piém chay (Phu luc 6.7): 79 °C dén 82 °C.

Do trong va mau sic cia dung dich

Hoa tan 0,50 g ché phim trong aceton (TT) va pha loang
thanh 10,0 ml v&i cung dung moi.

Dung dich phai trong (Phu luc 9.2) va khong dugc dim
mau hon mau mau VNg (Phu luc 9.3, phuong phap 2).

Giéi han acid

Hoa tan 1,0 g ché pham trong 50 ml ethanol 96 % (TT)
da duoc trung hoa trudc véi chi thi la 0,2 ml dung dich
phenolphtalein (TT,). Dung dich s& chuyén sang mau
héng khi thém khong qua 0,2 ml dung dich natri hydroxyd
0,1 N (CD).

Tap chit lién quan

Phwong phap sic ky long (Phu lyc 5.3).

Pha déng: Nudc dwoc acid héa dén pH 2,5 bang acid
phosphoric - acetonitril (30 : 70).

Dung dich thir: Hoa tan 0,100 g ché phim trong pha dong
va pha lo@ng thanh 100,0 ml v&i pha dong.

Dung dich doi chiéu (1): Hoa tan 25,0 mg fenofibrat chuin
trong pha djng va pha lodng thanh 25,0 ml véi pha dong.

Dung dich doi chiéu (2): Hoa tan 5,0 mg fenofibrat chudn,
5,0 mg tap chit A chuén cua fenofibrat, 5,0 mg tap chét
B chuin cua fenofibrat va 10,0 mg tap chit G chuan cua
fenofibrat trong pha dong va pha lodng thanh 100,0 ml voi
pha dong. Pha lodng 1,0 ml dung dich thu dugc thanh
50,0 ml véi pha dong.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4,0 mm) dugc nhdi pha tinh C
(5 pm). ]

Detector quang pho tir ngoai dit & budc song 286 nm.
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Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Céch tién hanh:

Tién hanh sic ky voi dung dich thir va dung dich déi
chiéu (2).

Tién hanh sic ky véi thoi gian gap 2 1an thoi gian hru cia
fenofibrat.

Sir dung sic ky 6 cua dung dich di chiéu (2) dé xac dinh
pic cia c4c tap chit A, Bva G.

Théi gian lwu tvong dbi so véi fenofibrat (thoi gian lwu
khoang 10 min): Tap chit A khoang 0,34; tap chit B
khoang 0,36; tap chat G khoang 1,35.

Kiém tra tinh phi hop cia hé thong: Trén sic ky do6 cua
dung dich d6i chiéu (2), dd phén giai giita pic cua tap chit
A va pic cia tap chét B it nhit 1a 1,5.

Gidi han: Trén sic ky dd cua dung dich thir:

Tap chét A, B: Véi mbi tap chit, dién tich pic khong dugc
16m hon 1,5 1in dién tich pic tuong tmg thu duoc trén sic
ky @5 cua dung dich déi chiéu (2) (0,15 %).

Tap chét G: Dién tich pic tap chit G khéng dwoc 16n hon
dién tich pic twong img thu dugc trén sic ky dd cua dung
dich d6i chiéu (2) (0,2 %).

Tap don khac: V&i mdi tap chat, dién tich pic khong duoc
16n hon dién tich pic fenofibrat trén sic ky d6 cia dung
dich d6i chiéu (2) (0,10 %).

Téng dién tich pic ciia tit ca cac tap chit khéng dugc 16n
hon 5 lan dién tich pic fenofibrat thu dwoc trén sic ky db
ctia dung dich d6i chiéu (2) (0,5 %).

Bo qua nhirng pic c¢6 dién tich nhé hon hodc bﬁng 0,5 l4n
dién tich pic fenofibrat thu dugc trén sic ky d6 cia dung
dich dbi chiéu (2) (0,05 %).

Ghi chu:

Tap chét' A: (4-clorophenyl)(4-hydroxyphenyl)methanon.

Tap chat B: Acid 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoic (acid fenofibric).

Tap chit C: (3RS)-3-[4-(4-clorobenzoyl)phenoxy]-butan-2-on.
Tap chat D: Methyl 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoat.

Tap chit E: Ethyl 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoat.

Tap ché‘l F: (4-clorophenyl)[4-(1-methylethoxy)-phenyl]methanon.
Tap chat G: 1-methylethyl 2-[[2-[4-(4-clorobenzoyl)-phenoxy]-
2-methylpropanoyl]oxy]-2-methylpropanoat.

Cic halogen biéu thj bing clorid

Khong dwogc qua 100 phén triéu (Phu luc 9.4.5).

Dung djch S: Hoa tan 5,0 g ché phim trong 25 ml nuée cdt
va lam néng & 50 °C trong 10 min.-P& ngudi va pha lodng
thanh 50,0 ml véi nwéc cdt. Loc.

Thém 10 ml nudc cdt vao 5 ml dung dich S va tién hanh thur,

Sulfat
Khong dugc qué 100 phan trigu (Phu luc 9.4.14).
Dung dung dich S dé thir.

NANG FENOFIBRAT

Mit khoi lwgng do 1am khé
Khéng dugc qua 0,5 % (Phuy lyc 9.6).
(1,000 g; chén khéng; 60 °C).

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

Pinh lugng

Phuong phép séc ky 16ng (Phu luc 5.3). Diéu kién sic ky
va cac dung dich nhu mé ta trong phin Tap chét lién quan.
Tién hanh sic ky voi dung dich thir va dung dich déi
chiéu (1).

Thé tich tiém: 5 pl.

Kiém tra tinh phdt hop cta hé théng: Trén sic ky db cua
dung dich di chiéu (1), d6 léch chuin twong déi cua dién
tich pic fenofibrat thu dwoc tir 6 14n tiém lip lai khong
dugc qua 1,0 %.

Tinh ham lrgng phin trim cua QOHZICIO4 trong ché
phém dwa vao dién tich pic thu dugc trén sic ky do coa
dung dich thir, dung dich déi chiéu (1) va ham lugng cua
C,oH,,ClO, trong fenofibrat chuan.

Bio quian

Tranh anh séng.
Lo‘a_ii thuéc

biéu hoa lipid mau.

Ché phim
Vién nén, nang.

NANG FENOFIBRAT

La nang cimg chira fenofibrat.
Ché pham phai dap mg cac yéu ciu trong chuyén ludn
“Thubc nang” (Phu luc 1.13) va céc yéu cau sau day:

Ham lwong fenofibrat, C,,H,,CIO,, tir 90,0 % dén
110,0 % so véi lugng ghi trén nhan.

Pinh tinh
Trong muc Pinh lwong, pic chinh trén sic ky d6 cua dung
dich thir phai cé thoi gian luu twong ung véi thoi gian luu
clia pic fenofibrat trén sic ky b ciia dung dich chuén.

Tap chéit lién quan

Phwong phap sic ky 16ng (Phy luc 5.3).

Pha dong va Piéu kién sic ky chudn bj nhu mé ta & muc
Pinh lugng.

Dung djch thir: Can chinh xéc mot lugng bét thude trong
nang tuong (mg v6i 40 mg fenofibrat vao binh dinh mirc
100 ml, thém 70 ml pha déng, lic siéu 4m 15 min, d& ngudi.
Thém pha dng vira du dén vach, lic déu, loc.

Dung dich d6i chiéu: Pha loang 1,0 ml dung dich thr thanh
100,0 ml v&i pha dfng.
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