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LOVASTATIN

Tién hanh sic ky 1dn lugt véi dung dich chudn va dung
dich thur.

Tinh ham lugng losartan kali, szHZZClKNﬁo trong mbi
vién dya vao dién tich pic thu dugc trén sac ky dd cua dung
dich thir, dung dich chuan va ham lugng C,,H,,CIKN,O
trong losartan kali chuén.

Bio qua’m
Pé noi mat, trong dd dung kin, tranh 4nh séng.

Loai thude
Pbi khang thu thé angiotensin IT (AT)), diéu tri ting huyét ap.

Ham lugng thwong dung
25 mg, 50 mg, 100mg.

LOVASTATIN

H CH,

C24H3605 Ptl: 404,5

Lovastatin 1a (15,3R,7S,8S,8aR)-8-[2-[(2R,4R)-4-hydroxy-
6-oxotetrahydro-2 H-pyran-2-yl]ethyl]-3,7-dimethyl-
1,2,3,7,8,8a-hexahydronaphthalen-1-yl(2S5)-2-methyl-
butanoat, phai chira tir 97,0 % dén 102,0 % C,4H;¢0s, tinh
theo ché phim da 1am kh.

Tinh chit

Bt két tinh mau tring hoic gin nhu tring.

Thuc té khong tan trong nudc, tan trong aceton, hoi tan
trong ethanol khan.

Pinh tinh

A. Phé hép thy hdng ngoai (Phu luc 4.2) ciia ché phdm phai
phu hop véi phé hép thu héng ngoai cia lovastatin chuén.
B. Ché phim phai dap g phép thir Goc quay cure riéng.

Géc quay cuc riéng

Tir +325° dén +340°, tinh theo ché phdm da lam khé (Phy
luc 6.4).

Hoa tan 0,125 g ché phim trong acetonitril (TT) va pha
lodng thanh 25,0 ml véi cung dung méi.

Tap chit E

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha déng: Acetonitril (TT)) - dung dich acid phosphoric
L1gd(13:7).
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Dung dich thir: Hoa tan 25,0 mg ché phim trong acetonitril
(TT;) va pha loang thanh 25,0 ml véi cing dung mdi.
Dung dich déi chiéu (1): Pha loang 5,0 ml dung dich thir
thanh 100,0 ml v6i acetonitril (TT;). Pha lodng tiép 5,0 ml
dung dich thu dugc thanh 50,0 ml véi acetonitril (TT)).
Dung dich doi chiéu (2): Hoa tan 4 mg lovastatin chuén
dung d& dinh tinh pic (chta tap chit A, B, C, D, E va F)
trong acetonitril (TT)) va pha lodng thanh 10,0 ml véi
cung dung mai.

Piéu kién sdc ky:

Cot kich thuée (25 cm x 4,6 mm) duge nhdi pha tinh B (5 pm).
Nhiét d cot 40 °C.

Detector quang phé tir ngoai tai budc séng 200 nm.

Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 10 plL

Cdch tién hanh:

Tién hanh séc ky véi thoi gian gip 3 14n thoi gian luu cia
pic lovastatin.

Sir dung séc ky db cung cip kém theo lovastatin chuin
dung d& dinh tinh pic va sic ky db thu duoc tir dung dich
dbi chiéu (2) dé xac dinh pic tap chit E.

Théi gian luu trong @6i so véi pic lovastatin (thdi gian huu
khoéng 5 min) ctia pic tap chét E khoang 1,3.

Kiém tra tinh phi hop cia hé thong sic ky: Trén séc ky
dd caa dung dich déi chiéu (2), 46 phan giai giira pic cua
lovastatin va pic ciia tap chét E it nhat phai bang 5,0.

Gioi han:

Pé tinh ham lugng, nhén dién tich pic cia tap chét E véi
hé sb hiéu chinh 13 1,6.

Dién tich pic ctia tap chit E khong duoc 16n hon dién tich
pic chinh trén sic ky d6 ciia dung dich ddi chiéu (1) (0,5 %).
Ghi chu:

Tap chit E: (15,3S,4aR,7S,85,8aS)-8-[2-[(2R,4R)-4-hydroxy-
6-oxo-tetrahydro-2 H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,4,4a,
7,8,8a-octahydronaphthalen-1-yl1(2S)-2-methylbutanoat
(4,4a-dihydrolovastatin).

Tap chit lién quan

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

Pha dong A: Dung dich acid phosphoric (TT) 0,1 % (tt/t1).
Pha dong B: Acetonitril.

Dung dich thir: Hoa tan 20,0 mg ché phim trong acefonitril
(TT) va pha loang thanh 50,0 ml véi cung dung méi.
Dung dich déi chiéu (1): Hoa tan 20,0 mg lovastatin chuin
trong acetonitril (TT) va pha loang thanh 50,0 ml vdi cling
dung moi.

Dung dich déi chiéu (2): Pha loang 5,0 ml dung dich thir
thanh 100,0 ml v&i acetonitril (TT). Pha loang 5,0 ml dung
dich thu dugc thanh 50,0 ml v6i aceronitril (TT).

Dung dich déi chiéu (3): Hoa tan 4 mg lovastatin chudn
ding @é dinh tinh pic (chira tap chit A, B,C,D,E vaF)
trong acetonitril (TT) va pha loang thanh 10,0 ml véi cing
dung moéi.

Diéu kién séc ky:
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Cot kich thude (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm). i

Detector quang pho tir ngoai tai budc séng 238 nm.
Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

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

Thoi glan Pha déng A Pha dgng B
(min) (% tt/tt) (% tt/tt)
0-7 40 60
7-9 40 — 35 60 — 65
9-15 35—10 65— 90
15-20 10 i 90

Su dung sic ky d6 cung cap kem theo lovastatin chuin
ding dé dinh tinh pic va sic ky dd thu duoc tir dung dich
dbi chiéu (3) dé xac dinh céc pic tap chat A, B, C, D vaF.
Thdi gian hru twong ddi so vai pic lovastatin (thdi gian luu
khoang 7 min): Tap chét B khoang 0,6; tap chit A khoang
0,8; tap chét F khoang 0,9; tap chit C khoang 1,6; tap chét
D khoang 2,3.

Kiém tra tinh phu hop cua hé théng sdc ky: Trén sic ky d6
cua dung dich i chiéu (3), ty s6 dinh - hdm ((H,,/H,,) tbi
thiéu 12 3,0; trong d6 H, 1a chiéu cao cua dinh pic tap chét
F va H, 14 chiéu cao cua d4y hom phan tich pic tap chit F
va pic lovastatin.

Gidi han:

Tap chit A, B, C, D: Vi mdi tap chat, dién tich pic khong
dugc 16m hon 0,6 14n dién tich pic chinh thu duoc trén sic
ky dd ctia dung dich di chiéu (2) (0,3 %).

Tap chit F: Dién tich pic cta tap chit F khéng dugc 16n
hon 0,3 14n dién tich pic chinh thu dwoc trén sic ky dd cia
dung dich déi chiéu (2) (0,15 %).

Tap don khéc: Dién tich pic clia mdi tap chéat khong dugc
16n hon 0,2 14n dién tich pic chinh thu dwoc trén sic ky dd
cia dung dich ddi chiéu (2) (0,10 %).

Tong cac tap chét: Téng dién tich cua tit ca céc pic tap
chit khong dugc 16n hon 2 lan dién tich pic chinh thu dwgc
trén sac ky db ctia dung dich ddi chiéu (2) (1,0 %).

Bo qua tt ca cac pic c6 dién tich nho hon hodc bing 0,1
lan dién tich pic chinh thu dugc trén sic ky d6 cia dung
dich d6i chiéu (2) (0,05 %).

Ghi chii:

Tap chit A: (1S,7S,85,8aR)-8-[2-[(2R,4R)-4-hydroxy-6-oxo-
tetrahydro-2H-pyran-2-yljethyl]-7-methyl-1,2,3,7,8,8a-
hexahydronaphthalen-1-yl (25)-2-methylbutanoat (mevastatin).
Tap chatB: (3R,5R)-7-[(15,25,6R,85,8aR)-2,6-dimethyl-8-[[(25)-
2-methylbutanoyl]oxy]-1,2,6,7,8,8a-hexahydronaphthalen-1-
yl]-3,5-dihydroxyheptanoic acid (hydroxyacid lovastatin).

Tap chitC: (15,3R,7S,85,8aR)-3,7-dimethyl-8-[2-[(2R)-6-0x0-3,6-
dihydro-2H-pyran-2-yl]ethyl]-1,2,3,7,8,8a-hexahydronaphthalen-
1-yl (28)-2-methylbutanoate (dehydrolovastatin).

Tap chét D: (2R,4R)-2-[2-[(15,25,6R,8S,8aR)-2,6-dimethyl-8-[[(2S)-
2-methylbutanoyl]oxy]-1,2,6,7,8,8a-hexahydronaphthalen-1-yl]

VIEN NEN LOVASTATIN

ethyl]-6-oxotetrahydro-2H-pyran-4-yl (3R,5R)-7-[(15,25,6R,8S,8aR)-
2,6-dimethyl-8-[[(2S5)-2-methylbutanoyl]oxy]-1,2,6,7,8,8a-
hexahydronaphthalen-1-yl]-3,5-dihydroxyheptanoat (dong phén
dbi quang ctia lovastatin).

Tap chét F: (15,3R,7S,85,8aR)-8-[2-[(2R,4R)-4-hydroxy-6-oxo-
tetrahydro-2H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,7,8,8a-
hexahydronaphthalen-1-yl (2Z)-2-methylbut-2-enoat.

Kim loai ning

Khong dugc qua 20 phan triéu (Phu luc 9.4.8).

Liy 1,0 g ché phim va tién hanh thir theo phuong phép
6. Lay 2 ml dung dich chi mau 10 phan triéu Pb (TT) dé
chudn bi mAu dbi chiéu.

Mt khéi lwgng do 1am khd
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; chan khéng; 60 °C; 3 h).

Tro sulfat
Khoéng dwoc qué 0,2 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché phiam.

Pinh lugng

Phuong phap sic ky l6ng (Phu luc 5.3). Tién hanh nhu mo
ta trong phan Tap chit lién quan.

Tién hanh sic ky véi dung dich thir va dung dich dbi chiéu (1).
Tinh ham lugng phan trim lovastatin, C24H360s, trong
ché phidm dua vao dién tich plC lovastatin trén sic ky db
ctia dung dich thir, dung dich dbi chiéu (1) va ham luong
C,4H;40; trong lovastatin chuén.

Béo quin
Trong khi nitrogen, & nhiét d6 2 °C dén 8 °C.

Loai thubc o
Ut ché HMG CoA reductase; thudc chong ting lipid mau.

Ché phim
Vién nén.

VIEN NEN LOVASTATIN

La vién nén hodc vién nén bao phim chira lovastatin.
Ché pham phai dap Umng cac yéu cau trong chuyén luan
“Thudc vién nén” (Phuy luc 1.20) va cac yéu cau sau:

Ham lugng lovastatin, C,,H;¢Os, tr 90,0 % dén 110,0 %
so voi luong ghi trén nhan.

Pinh tinh
A. Phuong phap sic ky 16p mong (Phu luc 5.4)

Ban mong: Silica gel GF 5.

Dung méi khai trién: Cyclohexan - cloroform - isopropanol
(5:2:1).

Dung dich thir: Liy mot lugng bot vién dd nghién min
twong tmg 10 mg lovastatin vao éng nghiém, thém 0,4 ml
nudc va 1,6 ml acetonitril (TT), c manh, siéu 4m 4 min,
ly tdm 4 min, lay 16p dich trong.
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