FENOFIBRAT

Gidi han: Tap chat A khéng dugc qua 2,0 %.

Dinh lugng

Phuong phap sdic ky long (Phu lyc 5.3).

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

Dung dich d¢ém: Dung dich natri a’:kydrophasphar (TT)

6,9 mg/ml dugc diéu chinh dén pH 3,0 + 0,05 bing dung
dich acid phosphoric 1 M (TT).

Dung dich chudn géc: Dung dich chita 2 mg/ml felodipin

chuén trong methanol (TT).

Dung djch chudn: Pha lodng dung dich chuén goc

bang pha dong dé thu dugc dung dich chira 0,02 mg/ml

felodipin.

Dung dich thir: Can it nhit 10 vién, tinh khéi luong trung

binh vién va nghién thanh bdt min. Can chinh xac mét

lrong bt vién tuong ing voi khoang 10 mg felodipin vao

binh dinh mic 100 ml. Thém 40 ml acetonitril (TT) va

20 ml methanol (TT), siéu am 5 min. Thém 30 ml dung

dich dém, lic co hoc 30 min, sau d6 dé ngudi vé nhiét do

phong roi them dung dich dém dén vach. Ly tam dung dich

thu dugc ¢ tdc do cao trong 15 min. Pha loang 10,0 ml

dich trong thanh 50,0 ml bing pha déng. Loc qua mang loc

0,5 pm, bo 4 ml dich loc dau.

Diéu kién sac ky:

Cot kich thudc (15 cm x 4,6 mm) dugc nhdi pha tinh C

(5 pm). _

Detector quang phd tir ngoai dat ¢ budce song 362 nm.

Téc do dong: 1 ml/min.

Thé tich tiém: 40 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cua hé théng Trén séc ky d6 cia

dung dich chuan, s6 dia ly thuyét tinh trén pic felodipin

khong nho hon 1500 va d6 léch chuin tuong doi cua dién

tich pic felodipin tir 5 1an tiém lap lai khong 16n hon 2,0 %.

Tinh ham lurgng phan traim felodipin trong vién dya

vao dién tich felodipin trén sic ky dé cua dung dich

thir, dung dich chuin va ham lugng C;sH,sCLNO, cia

felodipin chuén.

Bédo quin
Trong d6 dyng kin.

Loai thudc
Dicu tri tang huyét ap.

Ham lrgng thwomg dung
2,5 mg; 5 mg; 10 mg.
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Fenofibrat 1a 1-methylethyl 2-[4-(4—c10r0benzoy|)
phenoxy]-2-methylpropanoat, phai chira tir 98,0 % dé
102,0 % C,,H,,C10,, tinh theo ché pham da lam khg,

Tinh chit

Bot két tinh mau triing hodc gan nhu trang.

Thuc té khéng tan trong nudc, rat dé tan trong methylen
clorid, kho tan trong ethanol 96 %.

Pinh tinh

A. Phé hép thu hong ngoai (Phu luc 4.2) cua ché phim phai
phu horp véi phd hip thy hong ngoai cua fenofibrat chuan,
B. Biém chay (Phu luc 6.7): 79 °C dén 82 °C.

D¢ trong va mau sic ciia dung dich

Hoéa tan 0,50 g ché phf.:lm trong aceton (TT) va pha loing
thanh 10,0 ml v4i cing dung moi.

Dung dich phai trong (Phu luc 9.2) va khong duge ddm mau
hon mau ctia mau mau VN, (Phu luc 9.3, phurong phap 2).

Gidi han acid

Hoa tan 1,0 g ché pham trong 50 ml ethanol 96 % (TT)
da duogc trung hoa trude véi chi thila 0,2 ml dung dich
phenolphtalein (TT,). Dung dich sé& chuyén sang mau
hong khi thém khéng qué 0,2 ml dung dich natri hydroxyd
0,1 N (CD).

Tap chét lién quan

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

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

Dung dich thir: Hoa tan 0,100 g ché pham trong pha dong
va pha loang thanh 100,0 ml véi pha dong.

Dung dich doi chiéu (1): Hoa tan 25,0 mg fenofibrat chuén
trong pha dong 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 chat A chuan cua fenofibrat, 5,0 mg tap chat
B chuan cua fenofibrat va 10,0 mg tap chét G chuén cua
fenofibrat trong pha dong va pha loang thanh 100,0 ml
voi pha dong. Pha lodng 1,0 ml dung dich thu dugc thanh
50,0 ml vgi pha dong.

Diéu kién sdc ky:

Cét kich thude (25 em * 4,0 mm) duge nhoi pha tinh C
(5 pm).

Detector quang phd tir ngoai dit & buée song 286 nm.
Toc do dong: 1 ml/min.
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Thé uch tiem: 20 pl.

Cach tién hanh:

T:en hanh sic ky véi dung dich thir va dung dich ddi
c]‘llcu (2) .

Tién hanh sdc ky voi thoi gian gap 2 lan thai gian luu cua
fenofibrat.

Sir dung sic ky d6 cua dung dich déi chiéu (2) dé xac dinh
pic cua tap chitA, B va G.

Thoi gian lru twong d6i so véi fenofibrat (thoi glall lru
khoang 10 min): Tap chit A khoang 0,34; tap chat B
khgang 0,36; tap chit G khoang 1,35.

Kiém tra tinh phi hop cta hé thong Trén sac ky dé cua
dung dich dbi chiéu (2), ¢ phan giai giira pic cia tap chét
A va pic cua tap chat B it nhit 1a 1 5,

Gidi han: Trén sdc ky d6 thu du-qc cua dung dich thir:

Tap chat A, B: Vi mdi tap chit, dién tich pic khong duge
1én hon 1,5 1an dién tich pic tuong tmg thu dugc trén sdc
ky 46 ctia dung dich d6i chiéu (2) (0,15 %).

Tap chét G: Dién tich pic tap chit G khong dugc 16n hon
dién ti{:h pic' tuong img thu dugc trén sic ky dod cua dung
dich doi chiéu (2) (0,2 %).

Tap chat khac: Véi mdi tap chét, dién tich pic khong dugc
16m hoh diél:l tich pic fenofibrat trén sic ky d6 cua dung
dich dbi chiéu (2) (0,10 %).

Téng dién tich pic cta tat ca cac tap chit khong dugc 1om
hon 5 lan dién tich pic fenofibrat thu dugc trén séc ky d6
cia dung dich d6i chiéu (2) (0,5 %).

B0 qua nhimng pic ¢6 dién tich nhé hon 0,5 lan dién tich
pic fenofibrat thu dugc trén sic ky db cua dung dich doi
chiéu (2) (0,05 %).

Ghi chii:

Tap chat A: (4-clorophenyl)(4 hydroxyphenyl)methanon.

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

Tap chét C: (3RS)—3—[4-(4-clorobenzoy])phenoxy]»butan-il—on,
Tap chit D: Methyl 2-[4-(4-clorobenzoyl)phenoxy]-2-methyl-
propanoat.

Tap chét E: Ethyl 2-[4-(4-clorobcnzoy[}phenoxy]—2-methy]-
propanoat.

Tap chit F: (4-clorophenyl)[4-( 1-methylethoxy)-phenylJmethanon.
Tap chit G: I1-methylethyl 2-[[2-[4-(4-clorobenzoyl)-
phenoxy]-2-methylpropanoyl]oxy]-2-methylpropanoat.

Cic halogen biéu thij b:‘mg clorid

Khong duge qua 100 phan triéu (Phu luc 9.4.5).

Dung dich S: Hoa tan 5,0 g ché pham trong 25 ml nude cdt
valam néng & 50 °C trong 10 min. Pé ngudi va pha loang
thanh 50,0 ml véi nuoc cat. Loc.

Thém 10 ml mede cdt vao 5 ml dung dich S va tién hanh thr,

Sulfat
Khéng dugc qua 100 phan triéu (Phu luc 9.4.14).
Ding dung dich S dé thir.

Mt khoi lwgng do 1am khd
Khéng dugc quéa 0,5 % (Phu lyc 9.6).
(1,000 g; chan khong; 60 °C).

Tro sulfat
Khong dugc qua 0:1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lugng

Phwong phép sic ky long (Phu lyc 5.3). Diéu kién sac ky
duge mo ta trong phan Tap chat lién quan.

Tién hanh sic ky véi dung dich thir va dung dich d6i chiéu (1).
Thé tich tiém: 5 pl.

Kiém tra tinh phu hop cua hé thong Trén sic ky d6 cua
dung dich dbi chiéu (1), 6 1éch chuin tuong dbi cua dign
tich pic fenofibrat thu dugc sau 6 lan tiém 1ap lai khong
duoc qué 1,0 %.

Tinh ham lugng phén tram cua CyHy, C1O; trong ché pham
dura vao dién tich pic thu dugc trén sac ky d6 cua dung dich
thir, dung dich dbi chiéu (1) va ham luong cua C,,H,,ClO,
trong fenofibrat chuan.

Bdo quén

Tranh anh sang.

Loai thude

Diéu hoa lipid mau.

Ché phim

Vién nén, nang.

FLUOCINOLON ACETONID

Cy4H30F204 P.tl: 4525

Fluocinolon acetonid la 6a,9-difluoro-11B,21-dihydroxy-
16a,17-(1-methylethylidendioxy)pregna-1,4-dien-3,20-
dion, phai chira tir 97,5 % dén 102,0 % C,;H;F.,O,, tinh
theo ché phdm di lam kho.

Tinh chat

Bot két tinh mau tring hodc gan nhu tring, da hinh. Tan
trong aceton va ethanol khan, thuc té khéng tan trong nuéc
va heptan.

Dinh tinh
A. Pho hip thy hong ngoai (Phy luc 4.2) cua ché pham

phai phu hop voi phd hap thy héng ngoai cta fluocinolon
acetonid chuan.
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