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VINPOCETIN

Dung dich (1): Hoa tan ché phdm trong mwdéc dé dugc
dung dich 0,10 % vincristin sulfat khan.

Dung dich (2): Dung djch c6 chira 0,10 % vincristin sulfat
chuén va 0,10 % vinblastin sulfat chuén trong nwoc.
Dung djch (3): Dung dich vincristin sulfat chuén 0,10 %
trong mroc.

Dung dijch (4): Dung dich vincristin sulfat chuin 0,0020 %
trong nuoc.

Dung dich (5): Dung dich vincristin sulfat chuén 0,00010 %
trong nwoc.

Tét ci céc dung dich trén phai dé lanh trong nudc da truéc
khi sur dung.

Diéu kién sdc ky:

Cot kich thuére (25 cm x 4,6 mm), dugc nhdi pha tinh end-
capped octylsilyl silica gel diing cho sdc ky (5 pm) (cot
Zorbax C8 la thich hop).

Cot bao vé duge nhdi silica gel thich hop dit & giira hé
théng bom va bd phan tiém mau.

Detector quang phé tir ngoai dit & budc séng 297 nm.
Toc do dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phi hop ciia hé thng: Phép thir chi c6 gia tri
khi d6 phan giai giira pic vincristin va pic vmblastm trén
sic ky d6 cua dung dich (2) it nhit 13 4 va ty sb giira tin
hiéu trén nhiéu cia pic trén sic ky d6 cua dung dich (5) it
nhit 1a 10.

Tién hanh sic ky véi dung dich (1) trong khoang thoi gian
bang 3 lan thoi gian luu cua pic vineristin.

Trén sic ky db cia dung dich (1), dién tich cta bét ky pic
phu nao ciing khéng dugc 1ém hon dién tich pic chinh trén
sic ky d6 cua dung dich (4) (2 %) va téng dién tich céc pic
phu khéng 16m hon 2,5 lan dién tich pic chinh trén sic ky
46 cua dung dich (4) (5 %). Loai bo bat ky pic ndo c6 dién
tich nho hon hodic bing dién tich pic chinh trén sic ky dd
cua dung dich (5) (0,1 %).

P§ ddng déu ham lrong

Tir két qua thu dugc trong phan Pinh lwong, ham lwong
vincristin Slﬂfat, C46H56N40|0.HISO4 tl'Ol]g l'l]al IQ phél tr
90,0 % dén 110,0 % cua ham lugng trung binh va khéng
qua 1 lo trong s6 10 l dinh lugng cé ham lugng tir 80,0 %
dén 120,0 % cua ham lugng trung binh.

Pinh lugng

Hoa tan bt thude trong mot lo ché pham véi mét thé tich
methanol (TT) thich hgp dé thu dugc dung dich vincristin
sulfat khan c6 nong d¢ khoang 0,005 %. Do d9 hip thu
(Phu luc 4.1) cua dung dich thu dugc & budc song hip thu
cuc dai 297 nm, ding miu tring la methanol (TT).

Tinh ham lugng vincristin sulfat, CyHseN4O,0.H,SO,,
theo A (1 %, 1 cm). Lay 177 la gid trj A (1 %, 1 cm) &
bude séng 297 nm hodc tién hanh song song véi dung dich
vincristin sulfat chuan c6 nong d¢ twong duong trong cling
diéu kién.
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Thye hign nhu vdy trén 9 lo nira. Ham lugng vincristin
sulfat, C4sHsgN4O,0.H,S04, trong che pham dugc tinh theo
ham lugng trung binh tir 10 két qua dinh lugng trén.

Bdo quin
Nhiét d§ tir 2 °C dén 8 °C.

Loai thuée
Dbiéu trj ung thur.

Ham lrgng thwong ding
1 mg.

VINPOCETIN

C22H26N202 P.t.l: 350,5

Vinpocetin 1a ethyl (13a$,13bS)-13a-ethyl-2,3,5,6,13a,13b-
hexahydro-1H-indolo[3,2,1-de]pyrido[3,2,1-ij][1,5]
naphthyridin-12-carboxylat, phi chira tir 98,5 % dén 101,5%
CpH,N,0,, tinh theo ché pham da lam khé.

Tinh chat

Bdt ket tinh mau trang hodc vang nhat.

Thuc té khéng tan trong nudc, tan trong methylen clorid,
kho tan trong ethanol khan.

DPinh tinh

A. Phd hip thy hong ngoai (Phu lyc 4.2) cua ché phim phai
phu hop vai phé hép thy hong ngoai cua vinpocetin chuan.
B. Ché pham phai dap irng phép thir Géc quay cuc riéng.

Géc quay cuc riéng

Tir+127° dén+1 34° tinh theo ché phém da Jam khé (Phu luc 6.4).
Hoa tan 0,25 g ché pham trong dimethylformamid (TT) va
pha loang thanh 25,0 ml véi cing dung méi.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Dung dich amoni acetat 1,54 % - acetonitril
(45 : 55).

Dung dich thir: Hoa tan 50,0 mg ché phim trong pha dong
va pha lodng thanh 50,0 ml véi cung dung moi.

Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml b?mg pha dong.

Dung dich déi chiéu (2): Hoa tan 5,0 mg tap chét B chuén
cua vinpocetin, 6,0 mg tap chit A chuan cua vinpocetin,
5,0 mg tap chit C chuan cua vinpocetin va 5,0 mg tap chit
D chuan cia vinpocetin trong pha dgng va pha lodng thanh
50,0 ml véi cing dung mai.
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Dung dich ddi chiéu (3): Pha loéng 1,0 ml dung dich déi
chiéu (1) va 1,0 ml dung dich ddi chiéu (2) thanh 20,0 ml
bing pha dong.

Diéu ki¢n sdc ky:

Cot kich thuédce (25 cm x 4,6 mm) dugc nhoi pha tinh end-
capped octadecylsilyl silica gel diung cho sdc ky (5 pm).
Detector quang phé tr ngoai & budc séng 280 nm.

Téc d¢ dong: 1,0 ml/min.

Thé tich tiém: 15 pl.

Cch tién hanh:

Tién hanh sic ky voi thoi gian gap 3 14n thoi gian lwu cia
vinpocetin.

Théi gian luu tuong déi so véi vinpocetin (thoi gian luu
khoang 16 min): tap chit A khoang 0,4; tap chit D khoang
0,68; tap chat B khoang 0,75; tap chét C khoang 0,83.
Kiém tra tinh phit hop cta hé théng: Trén sic ky dd cua
dung dich déi chiéu (3), 46 phén giai giira pic cia tap chit
D v&i pic cia tap chit B it nhét 12 2,0.

Gioi han:

Tap chit A: Dién tich pic tap chit A khéng dwogc 16n hon
dién tich pic tuong tmg thu dugc trén sic ky dé cua dung
dich dbi chiéu (3) (0,6 %).

Tap chit B, D: V&i mbi tap chiét, dién tich pic khong duoce
16m hon dién tich pic tuong tmg thu dugc trén sic ky db
cia dung dich déi chiéu (3) (0,5 %).

Tap chét C: Dién tich pic tap chit C khoéng dugc 16n hon
0,6 lan dién tich pic twong \rng thu dwoc trén sic ky dd cia
dung dich ddi chiéu (3) (0,3 %).

Tap don khéc: Dién tich pic cia mdi tap chét khong dugc
16m hon dién tich pic vinpocetin thu dugc trén sic ky db
cia dung dich déi chiéu (3) (0,10 %).

Tong dién tich pic cua tit ca cac tap chét khong duge 16n
hon 10 14n dién tich pic vinpocetin thu duoc trén sic ky db
cia dung dich dbi chiéu (3) (1,0 %).

B6 qua nhimg pic c¢6 dién tich nho hon hoic bing 0,5 l4n
dién tich pic vinpocetin thu dugc trén sic ky d6 cia dung
dich dbi chiéu (3) (0,05 %).

Ghi chu:
TapchétA:Ethyl(12S,13a8,13b5)-13a-ethyl-12-hydroxy-2,3,5,6,
12,13,13a,13b-octahydro-1H-indolo[3,2,1-de] pyrido[3,2,1-i]
[l,S]nap!:lthyridin-12-carboxylat (ethyl vincaminat).

Tap chat B: Methyl (13aS§,13bS)-13a-ethyl-2,3,5,6,13a,13b-
hexahydro-1H-indolo[3,2,1-de]pyrido[3,2,1-ij][1,5]naph
thyridin-12-carboxylat (apovincamin).

Tap chat C: Ethyl (13a$,13bS)-13a-ethyl-10-methoxy-2,3,5,6,
13a,13b-hexahydro-1H-indolo[3,2,1-de]pyrido[3,2,1-ij][1,5]
naphthyridin-12-carboxylat (methoxyvinpocetin).

Tap chat D: Ethyl (12RS,13aRS,13bRS)-13a-ethyl-2,3,5,6,12,13,
13a,13b-octahydro-1H-indolo[3,2,1-de]pyrido[3,2,1-if][1,5]
naphthyridin-12-carboxylat (dihydrovinpocetin).

M3t khéi lwgng do lam khé
Khong dugc qua 0,5 % (Phy luc 9.6).
(1,000 g, 100 °C, chan khéng, 3 h).

VIEN NEN VINPOCETIN

Tro sulfat
Khéng duge qua 0,1 % (Phy luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh lugng

Hoa tan 0,300 g ché phdm trong 50 ml hén hop déng thé
tich cia anhydrid acetic (TT) va acid acetic khan (TT).
Chuén 4 bing dung dich acid percloric 0,1 N (CP). Xéac
dinh diém két thic bang phuong phép chuin do do dién
thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) tuong duong véi
35,05 mg Cy,Hy6N,0,.

Bio quin
Trong bao bi kin.

Loai thudc
Gian mach.

Ché phim
Vién nén, nang.

VIEN NEN VINPOCETIN

La vién nén chira vinpocetin.
Ché Ehﬁm phai dap {mg cac yéu cau trong chuyén luan
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham lugng vinpocetin, C,,H,N,0,, tir 90,0 % dén
110,0 % so voi lugng ghi trén nhan.

Pinh tinh

A. Phuong phép quang phé hép thu tir ngoai va kha kién
(Phu luc 4.1).

Dung dich thir: Can mét lugng bot vién d3 nghién min
twong ng véi khoang 1,5 mg vinpocetin, thém 100 ml
ethanol (TT), lic k¥ va lgc.

Dung djch chudn: Dung dich chira 15 pg/ml vinpocetin
chuan trong ethanol (TT).

Phé hp thy cuia dung dich thir phai cho c4c cyc dai va cuc
tiéu twong (mg véi phd hip thu ctia dung dich chuin trong
khoang budc soéng tir 220 nm dén 400 nm.

B. Trong phéan Dinh lugng, thoi gian luu cua pic chinh trén
sic ky db cua dung dich thir phai tuong Ung vé&i thoi gian
luu cia pic vinpocetin trén sic ky dd cua dung dich chuén.

D6 hoa tan (Phu lyc 11.4)

Thiét bi: Kiéu gio quay.

Méi truong hoa tan: 900 ml dung dich acid hydrocloric
0,1 M(TT).

Téc d quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh: Sau théi gian hoa tan quy dinh, hiit mét phan
dich hoa tan, loc va bé dich loc dau. Po d¢ hép thy (Phy luc
4.1) cia dung dich thu dugc & budc séng 268 nm, sir dung
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