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SIMVASTATIN

Cy5H3505 Pt.l: 418,6

Simvastatin 1a (1S,3R,7S,85,8aR)-8-[2-[(2R,4R)-4-hydroxy-
6-oxotetrahydro-2 H-pyran-2-ylJethyl]-3,7-dimethyl-1,2,
3,7,8,8a-hexahydronaphthalen-1-yl 2,2-dimethylbutanoat,
phai chira tir 97,0 % dén 102,0 % CysHsgOs, tinh theo ché
phim da 1am kho.

Tinh chét

Bot két tinh tring hodc gin nhu tring.

Thue té khong tan trong nudc, rit tan trong methylen
clorid, d& tan trong ethanol 96 %.

Pinh tinh

A. Phé hip thu hong ngoai (Phuy lyc 4.2) cua ché phim phai
phu ho'p v6i phé hip thu hdng ngoai clia simvastatin chuén.
B. Ché phim phai dap tmg phép thir G6c quay cuc riéng.

P trong va mau sic ciia dung dich

Dung dich S: Héa tan 0,20 g ché phim trong methanol
(TT) va pha loang thanh 20,0 ml véi cung dung moi.
Dung dich S phai trong (Phu luc 9.2) va khéng dugc ddm
mau hon dung dich mau miu VN; (Phy luc 9.3, phuong
phap 2).

Gée quay cuc riéng

Tir +285° dén +300°, tinh theo ché phim d4 1am khé (Phu
luc 6.4).

Hoa tan 0,125 g ché phdm trong aceronitril (TT) va pha
loang thanh 25,0 ml v&i cing dung méi.

Tap chit lién quan

Phuong phap sic ky 1ong (Phy lyc 5.3). Chuan bj cac dung
dich ngay trudce khi sir dung.

Dung méi pha méu: Dung dich kali dihydrophosphat 0,14 %
duge diéu chinh dén pH 4,0 bang acid phosphoric - acetonitril
(40 : 60). Loc.

Pha djng A: Acetonitril - dung dich acid phosphoric 0,1 %
(tt/t1) (50 : 50).

Pha dgng B: Dung dich acid phosphoric (TT) 0,1 % (tt/tt)
trong acetonitril (TT).

Dung djch thir: Hoa tan 75,0 mg ché phim trong dung méi
pha miu va pha lodng thanh 50,0 ml v4i cing dung méi.

SIMVASTATIN

Dung dich ddi chiéu (1): Hoa tan 1,0 mg simvastatin chuén
va 1,0 mg lovastatin chuén (tap chat E) trong dung méi
pha miu va pha loang thanh 50,0 ml véi cing dung méi.
Dung dich dbi chiéu (2): Pha loang 0,5 ml dung dich thir
thanh 100,0 ml v&i dung méi pha mau.

Dung dich ddi chiéu (3): Hoa tan 75,0 mg simvastatin
chuén trong dung méi pha miu va pha loing thanh 50,0 ml
voi cung dung moi.

Dung dich déi chiéu (4): Hoa tan 5 mg simvastatin chuin
dung dé dinh tinh pic (chua tap chit A,B,C,D,E,FvaQ)
trong 5,0 ml dung mdi pha mau.

Diéu kién sdc ky:

Cot kich thudce (33 mm x 4,6 mm) duge nhdi pha tinh end-
capped octadecylsilyl silica gel dimg cho sdc ky (3 pm).
Detector quang phd tir ngoai tai budc séng 238 nm.

Téc @6 dong: 3,0 ml/min.

Thé tich tiém: 5 pl.

Cach tién hanh

Tlen hanh sac ky theo chuong trinh dung moi nhur sau:
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Sir dung sic ky db cung cap kém theo simvastatin chuin
dung dé dinh tinh pic va sic ky d6 thu dugc tir dung dich
d6i chiéu (4) dé xac dinh cac pic tap chitA,B,C,D, E +
FvaG.

Thoi gian lwu tvong ddi so voi pic simvastatin (thdi gian
luu khoang 2,6 min) cua pic tap chét A khoang 0,5; tap
chit E + F khoang 0,6; tap chit G khoang 0.8; tap chit B
va C khoang 2,4; tap chat D khoang 3,8.

Kiém tra tinh phi hgp ctia hé théng shc ky: Trén sic ky d
ctia dung dich d6i chiéu (1), d6 phan giai giira pic tap chat E
v pic simvastatin it nht 14 4,0.

Gigi han:

Tdng tap chét E va F: Tdng dién tich pic cua tap chét E va
tap chit F khong duge 16m hon 2 lan dién tich pic chinh thu
dwoc trén sic ky dd cua dung dich ddi chiéu (2) (1,0 %).
Téng tap chit B va C: Tong dién tich plc cua tap chit B va
tap chit C khéng dwoc 1én hon 1,6 lin dién tich pic chinh
thu dugc trén sic ky d6 cia dung dich di chiéu (2) (0,8 %).
Tap chét A, D, G: Véi mdi tap chit, dién tich pic khong
dugc 16n hon 0,8 1an dién tich pic chinh thu dugc trén sdc
ky d6 ciia dung dich d6i chiéu (2) (0,4 %).

Tap don khac: Véi mbi tap chat, dién tich pic khong duqc_:
16n hon 0,2 1an dién tich pic chinh thu dugc trén sic ky do
cua dung dich d6i chiéu (2) (0,10 %).

Tong tap trir tap chit E va F: Tong dién tich cua tit ca cac
pic tap chét try tap chit Eva F khong dugc 1én hon 2 lan
dién tich pic chinh thu dugc trén sic ky do6 cia dung dich
d6i chiéu (2) (1,0 %).

1063



https://nhathuocngocanh.com/

VIEN NEN SIMVASTATIN

Bo qua tit ca céc pic ¢6 dién tich nhé hon holic bing 0,1 lén
dién tich pic chinh thu dugc trén sic ky d6 cia dung dich
ddi chiéu (2) (0,05 %).

Ghi chu:

Tap chit A: Acid (3R.5R)-7-[(15.25,6R 85,8aR)-8-[(2.2-dimethyl
butanoyl)oxy]-2,6-dimethyl-1,2,6,7,8,8a-hexahydronaphthalen-
1-yl]-3,5-dihydroxyheptanoic (tenivastatin).

Tap chat B:(15,3R,7S.,85.8aR)-8-[2-[(2R,4R)-4-(acetyloxy)-6-
oxotetrahydro-2H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,7,8,8a-
hexahydronaphthalen-1-yl 2,2-dimethylbutanoat.

Tapchéit C: (15,3R,75,8S.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 2,2-dimethylbutanoat.

TapchdtD: (2R 4R)-2-[2-{(15.25,6R 85 8aR)-8-[(2,2-dimethylbutanoyl)
oxy]-2,6-dimethyl-1,2,6,7,8,8a-hexahydronaphthalen-1-yl]ethyl]-
6-oxotetrahydro-2H-pyran-4-yl(3R,5R)-7-[(1S5,25,6R,8S,8aR)-
8-[(2,2dimethylbutanoyl)oxy]-2,6-dimethyl-1,2,6,7,8,8a-
hexahydronaphthalen1-yl]-3,5-dihydroxyheptanoat.

Tap chat E: Lovastatin.

Tap chit F: (15.3R.75.85,8aR)-8-[2-[(2R 4R)-4-hydroxy-6-
oxotetrahydro-2H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,7,8,8a-
hexahydronaphthalen-1-yl (2R)-2-methylbutanoat (epilovastatin).
Tap chit G: (15,3R.75.85.8aR)-8-[2-[(2R 4R)-4-hydroxy-6-
oxotetrahydro-2H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,7,8,8a-
hexahydronaphthalen-1-yl 2,2-dimethylbut-3-enoat.

Kim loai niing

Khong dugc qua 20 phim triéu (Phuy luc 9.4.8).

Lay 1,0 g ché phim va uen hanh thir theo phuong phap 3.
Liy 2 ml dung dich chi mau 10 phan triéu Pb (TT) dé chuan
bi mau ddi chiéu.

Mit khoi lirgmg do 1am khé
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; chan khong; 60 °C; 3h).

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

Dinh lrgng

Phuong phap sic ky 16ng (Phu luc 5.3). Tién hanh véi cac
diéu kién nhur mo ta & muc Tap chét lién quan.

Tiém dung dich thir va dung dich dbi chiéu (3).

Tinh ham lugng phin trim simvastatin, C25H3305, trong
ché phdm dya vao dién tich pic simvastatin trén séc ky do6
cua dung dich thir, dung dich ddi chiéu (3) va ham lugng
C,sH ;305 trong simvastatin chuin.

Bio quan )
Tranh 4nh sang. Néu khong sir dung chét chéng oxy hoéa,
bao quan trong khi nitrogen va trong bao bi kin.

Logi thudc
Chit irc ché HMG CoA reductase; thudc diéu hoa lipid méu.

Ché phim
Vién nén.
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La vién nén chira simvastatin.
Che pham phdi dap (mg cac yéu cau trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va cac yéu chu sau day:

Ham lwgng simvastatin, C,sH,30s, tir 90,0 % dén 110,0 %
so vai lugng ghi trén nhén.

Dinh tinh

A. Trong phan Binh lugng, thoi gian lwu cua pic chinh
trén sic ky d6 cua dung dich thir phai twong tmg voi thoi
gian luu cua pic simvastatin trén sic ky dd cia dung dich
chuan.

B. Trong ph@m Dinh lugng, phd hip thu tir ngoai cua pic
chinh trén sic ky dd cua dung dich thir phai tuong {mg v6i
phd hép thu tir ngoai cua pic simvastatin trén sic ky db cua
dung dich chuan.

P hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Maéi truong hoa tan: 900 ml dung dich dém pH 7,0.
Dung dich dém pH 7,0: Hoa tan 30 g natri laurylsulfat
(TT) va 9,36 g natri dihydrophosphat (TT) trong 6000 ml
nude, diéu chinh dén pH 7,0 bing dung dich natri hydroxyd
10 M (TT).

Téc dé quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Phuong phép sic ky 16ng (Phu luc 5.3) voi pha dong, diéu
kién sic ky nhu mé ta & muc Dinh luong va thé tich tiém
20 pl.

Dung dich thir: Sau thoi gian hoa tan quy dinh, 1dy mét
ph:?m dich hoa tan va loc.

Dung dich chuan: Hoa tan simvastatin chu‘fm trong moi
truong hoa tan dé thu dugc dung dich c6 nong d¢ twong
duong véi nong dd simvastatin trong dung dich thur.

Tién hanh séc ky lan luot dung dich chuan va dung dich
thur.

Tinh lwgng simvastatin, C,sH;3Os, trong méi vién da hoa
tan dua vao dién tich pic thu duogc trén sic ky d6 cua dung
dich thir, dung dich chuidn va ham lugng cia C,sH330s
trong simvastatin chuan.

Yéu cdau: Khong it hon 75 % (Q) lugng simvastatin,
C,sH130s, so véi lugng ghi trén nhan dugc hoa tan trong
30 min.

D¢ ddng déu don vi lidu
bap tmg yéu cau cua Phu luc 11.9.

Tap chit lién quan

Phuong phap sac ky long (Phu luc 5.3).

Dung dich acid phosphoric lodng: Pha lodng 1 ml acid
phosphoric (TT) thanh 1000 ml béng nueac.

Pha déng A: Acetonitril - dung dich acid phosphoric lodng
(45 : 55).



