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ROSUVASTATIN CALCI

Téng dién tich cua tit ca cac pic tap chat khong duge lon
hom 10 lan dién tich pic chinh thu dugc trén sic ky db cua
dung dich d6i chiéu (1) (1,0 %).

Bo qua cdc pic tap chit ¢6 dién tich nho hon hoic bing 0,5
lin dién tich pic chinh thu dugc trén sic ky d6 cua dung
dich d6i chiéu (1) (0,05 %).

Kim logi niing

Khéng duge qua 20 phan triéu (Phu luc 9.4.8).

Lay 1,0 g ché pham thir theo phuong phép 3. Dung 2 ml
dung dich chi mau 10 phan triéu Pb (TT) dé chuan bi miu
d6i chiéu.

Mit khéi lrgng do 1am khé

Khéong duoc qua 0,5 % (Phu luc 9.6).

(1,000 g; 105 °C; 2 h).

Tro sulfat
Khéng dugc qua 0,1 % (Phy luc 9.9, phuong phép 2).
Dung 1,0 g che pham.

Dinh lwgng ,

Cin chinh xac khoang 0,25 g ché phim, hoa tan trong
30 ml acid acetic khan (TT). Chuin do bing dung dich
acid percloric 0,1 N (CD). Xac dinh diém két thic b’fmg
phuong phép chuin d¢ do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) twong duong véi
36,05 mg C;,HN,O;S,.

Bio quan

Trong bao bi kin, tranh anh sang.

Loai thudc

Uc ché enzym protease, khang virus HIV.

Ché phim
Nang.
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Rosuvastatin calci la calci bis[(3R,5S,6E)-7-[4-(4-fluoro-
phenyl)-2-(N-methylmethanesulfonamido)-6-(propan-2-
yl)pyrimidin-5-yl]-3,5-dihydroxyhept-6-enoat}, phai chira
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tir 97,0 % dén 102,0 % CyqHs4CaF,NgO,5S,, tinh theo ché
phém khan.

Tinh chit

Bot mau tring hodc gan nhu tring, hit am. Kho tan trong
nudc, dé tan trong methylen clorid, thyc té khong tan trong
ethanol khan.

Pinh tinh

A. Phé hép thy hong ngoai (Phy luc 4.2) cia ché phim
phai phu hop voi phd héap thu hong ngoai ctia rosuvastatin
calci chudn.

B. Ché phdm phai dap tmg phép thir Tap chit déng phan
d6i quang.

C. Ché phidm phai cho phan tmg (A) cta ion calci (Phu
luc 8.1).

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3), tién hanh trong
diéu kién tranh anh sang, chuin bi cac dung dich ngay
trerde khi dung.

Pha djng A: Acetonitril - dung dich acid trifluoroacetic
1 % (tt/1t) - nwoc (29 : 1 : 70).

Pha déng B: Acetonitril - dung dich acid trifluoroacetic
1 % (tt/tt) - nueoe (75 : 1 : 24).

Dung méi pha mdu: Acetonitril - nude (25 : 75).

Dung dich thir: Hoa tan 35,0 mg ché phim trong 12 ml
acetonitril (TT) va pha loang thanh 50,0 ml bing nuorc.
Dung dich doi chiéu (1): Hoa tan 35,0 mg rosuvastatin
calci chuan trong 12 ml acetonirril (TT) va pha lodng
thanh 50,0 ml bang mudc.

Dung dich d5i chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing dung méi pha miu. Pha loang 2,0 ml
dung dich thu dugc thanh 10,0 ml bing dung méi pha miu.
Dung dich d@6i chiéu (3): Hoa tan 7 mg rosuvastatin chuin
diing dé kiém tra tinh phu hop ciia hé théng (chira cac tap
chét A, B va C) trong 2,5 ml acetonitril (TT) va pha loang
thanh 10,0 ml bang rmwdrc.

Diéu kién sdc ky:

Cot kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh la
base-deactivated end-capped octadecylsilyl silica gel ding
cho sac ky (3 um).

Nhiét d6 cot: 40 °C.

Detector quang phd tir ngoai dat & budc séng 242 nm.
Téc d¢ dong: 0,75 ml/min.

Thé tich tiém: 10 pl

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhu sau:

Thoi gian Pha djng A Pha djng B
(min) (% tt/tt) (% ttt)
0-30 100 0

30-50 100 — 60 0—40
50 - 60 60 — 0 40 — 100
60 -70 0 100
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Tién hanh sic ky dung dich thur, dung dich déi chiéu (2)
va (3).

Sir dung sic ky d6 cung cap kém theo rosuvastatin chuén
dung dé kiém tra tinh phi hop cua hé thong va sic ky db
cua dung dich dbi chiéu (3) dé xac dinh pic cua tap chit
A,BvaC.

Thoi gian luu twong d6i so véi rosuvastatin (thai gian luu
khoang 25 min): Tap chit A khoang 0,9; tap chit B khoang
1,1; tap chét C khoang 1,5.

Kiém tra tinh phu hgp cua hé thng: Trén sic ky db cua
dung dich déi chiéu (3), d6 phan giai giira pic rosuvastatin
v pic tap chat B khong nho hon 2,0.

Tinh ham lugng phin trim mdi tap chéit néu c6 dva vao
dién tich pic tap chit thu dwgc trén sic ky d6 cua dung dich
thir va dién tich pic rosuvastatin trén sic ky db cia dung
dich d6i chiéu (2), nhan dién tich pic tap chét C véi hé sb
hiéu chinh 1a 1.4.

Gioi han:

Tap chat C: Khéng dugc qua 0,8 %.

Tap chit B: Khéng duoc qué 0,5 %.

Tap chit A: Khong duge qué 0,2 %.

Tap don khac: Véi médi tap chét, khong dugc qua 0,10 %.
Toug cac tap chét: Khéng dugc qua 1,2 %.

Bo qua céc tap chat c6 ham luong bing hodc duéi 0,05 %.
Ghi chu:

Tap chit A: Acid (3R.55,6E)-7-[4-(4-fluorophenyl)-2-[[(2-
hydroxy-2-methylpropyl)sulfonyl](methyl)amino]-6-(1-
methylethyl)pyrimidin-5-yl]-3,5-dihydroxyhept-6-enoic.

Tap chit B: Acid (3RS,5RS,6E)-7-[4-(4-fluorophenyl)-6-(1-
methylethyl)-2-[methyl(methylsulfonyl)amino]pyrimidin-5-yl]-
3,5-dihydroxyhept-6-enoic.

Tap chit C: Acid (3R,6E)-7-[4-(4-fluorophenyl)-6-(1-
methylethyl)-2-[methyl(methylsulfonyl)amino]pyrimidin-5-y1]-
3-hydroxy-5-oxohept-6-enoic.

Tap chit dong phin dbi quang

Phuong phip séc ky léng (Phu luc 5.3), tién hanh trong
diéu kién tranh anh sang.

Pha déng: Acetonitril - dung dich acid trifluoroacetic
0.1 % (tt/1t) (25 : 75).

Dung méi pha méu: Acetonitril - nuwéc ding cho sdc ky
(25:75).

Dung dich thir: Hoa tan 25,0 mg ché phim trong 6 ml
acetonitril (TT) vi pha loing thanh 25,0 ml bing nwéc.
Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang dung méi pha miu. Pha lodng 1,0 ml
dung dich thu ‘dugc thanh 10,0 ml bing dung méi pha mau.
Dung dich déi chiéu (2): Dung dich chira tap chét G cia
rosuvastatin chuén trong dung dich thir c6 nong d6 khoang
0,004 mg/ml.

Diéu ki¢n sac ky:

Cét kich thuéce (15 cm x 4,6 mm) dugc nhdi pha tinh 1a
ddn xudt celulose cia silica gel ding cho sdc ky phan téach
dong phdn d6i quang (5 pm).

Nhiét 49 cft: 35 °C.
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Detector quang phd tir ngoai dit & budc séng 242 nm.
Toc d6 dong: 0,5 ml/min.

Thé tich tiém: 10 pl.

Cadch tién hanh:

Tién hanh sic ky véi thoi gian gép 2,6 lan thoi gian luu
cua rosuvastatin.

Sir dung séc ky dd cua dung dich déi chiéu (2) dé x4c dinh
pic cia tap chét G.

Thoi gian luu twong déi so vi rosuvastatin (thdi gian lwu
khoang 29 min): Tap chit G khoang 0,9.

Kiém tra tinh phu hop cua hé thong Trén sic ky do cua
dung dich déi chiéu (2), d6 phan giai giita pic tap chit G
va pic rosuvastatin khéng nho hon 1,5.

Tinh ham luong phén trim cua tap "chét G dua vao dién
tich pic tap chét G thu duoc trén sidc ky d6 cua dung dich
thir va dién tich pic rosuvastatin trén sic ky d6 cua dung
dich di chiéu (1).

Gioi han:

Tap chét G: Khong dugc qua 0,15 %.

Ghi chu:

Tap chit G: Acid (35,5R,6E)-7-[4-(4-fluorophenyl)-6-(1-
methylethyl)-2-[methyl(methylsulfonyl)amino]pyrimidin-5-yl]-
3,5-dihydroxyhept-6-enoic.

Nuée
Khéng duge qua §,1 % (Phu luc 10.3).
Diing 0,100 g ché pham.

Pinh lwgng

Phuong phap sic ky long (Phu luc 5.3) nhu mé ta trong
phédn Tap chét lién quan.

Tién hanh sic ky dung dich thir va dung dich déi chiéu (1).
Tinh ham lugng phan trim cua rosuvastatin calci,
C44Hs4CaF,Ng0,,S,, trong ché pham dyra vao dién tich pic
rosuvastatin thu durgc trén sic ky d6 ciia dung dich thir, dung
dich di chiéu (1) va ham luong cia C4HsCaF,NgO,2S;
trong rosuvastatin calci chuan.

Bao quin
Trong db dung kin, trdnh 4nh sang, nhiét d6 tir 2 °C dén

8 °C.

Loai thubc
Uc ché HMG Co-A reductase; chong ting lipid méu.

Ché phim

Vién nén.

VIEN NEN ROSUVASTATIN

La vién 'nén chira rosuvastatin calci.
Ché pham phai dap img cic yéu ciu trong chuyén luin
“Thuoc vién nén” (Phu luc 1.20) va céc yéu ciu sau:

Ham lwgng rosuvastatin, C,,H,3FN;OS, tir 90,0 % dén
110,0 % so véi lugng ghi trén nhén.
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