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VINCRISTIN SULFAT

90,0 % dén 110.0 % cua ham lugng trung binh va khéng
qua | lo trong s6 10 1o dinh lugng c6 ham lugng tir 80,0 %
dén 120,0 % cua ham hugng trung binh.

Dinh lwgng o

Hoa tan bt thuoc trong mdt 19 ché pham véi mot thé tich
methanol (TT) thich hop dé dugc dung dich c6 ndng do
khoang 0,004 % vinblastin sulfat khan. Po d¢ hép thu
(Phy luc 4.1) cua dung dich thu dugc & budce séng hap thy
cuc dai 267 nm, dung mau tring 12 methanol (TT).

Tinh ham lugng cua v1qblastm sulfat, C44HsgN4Oy.H,SO,,
theo A (1 %, 1 cm). Lay 185 la gia tri A (1 %, 1 cm) &
budc séng 267 nm hodc tién hanh song song véi dung dich
chuén c6 nong d9 twong dwong trong cung diéu kién.
Thyuc hién nhu vdy trén 9 lp nira. Him lugng vinblastin
sulfat, C4HsgN4Oo.H,SO,, trong ché pham dugce tinh theo
ham lugng trung binh tir 10 két qua dinh lrong trén.

Bao quén )

Nhiét do tir 2 °C dén 8 °C.
Loai thudc

Diéu tri ung thu.

Ham lugng thuwong diung
10 mg.

VINCRISTIN SULFAT

—CHj,

C46H56N40|0.H2SO4 Ptl: 923,!

Vincnstin sulfat 1a methyl (3aR,4R,5S,5aR,10bR,13aR)-4-
(acetyloxy)-3a-ethyl-9-[(55,7R,95)-5-ethyl-5-hydroxy-
9-(methoxycarbonyl)-1,4,5,6,7,8,9,10-octahydro-2H-3,7-
methanoazacycloundecino[5,4-b]indol-9-yl]-6-formyl-5-
hydroxy-8-methoxy-3a,4,5,5a,6,11,12,13a-octahydro-1H-
indo-lizino[8, 1-cd]carbazol- 5-carboxyla1 sulfat, phai chira
tur 95 0% deﬂ 104,0 % C46H56N40|0 I'[2804, tinh theo Che
pham da lam kho.

Tinh ghét ) i
Bot két tinh mau tring hodc hoi vang nhat, rat d& hat am.
Dé tan trong nudc, khé tan trong ethanol 96 %.

Dinh tinh

Phd hip thu hong ngoai (Phu luc 4.2) cua ché pham
phai phu hop vai pho hap thu hong ngoai déi chiéu cua
vincristin sulfat.
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D{ trong va mau sic cia dung dich

Dung djch S: Hoa tan 50,0 mg ché pham trong nuwéc khong
6 carbon dioxyd (TT) va pha loang thanh 10,0 ml bing
cung dung moéi. Dung dich S dugc bao quan trong nudc da
dé tién hanh phép thir Tap chét lién quan.

Dung dich S phai trong (Phu luc 9.2) va mau khong duoc
dam hon mau mau V, (Phu luc 9.3, phuong phap 1).

pH

Pha lo@ng 2 ml dung dich S thanh 10 ml bang nuwéc khong
co caf"bon dioxyd (TT), dung dich thu dugc phai ¢6 pH tir
3,5 dén 4,5 (Phy luc 6.2).

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3).

Gitr cac dung dich trong nudce da trudce khi dung.

Pha dpng A: Dung dich diethylamin (TT) 1,5 % (tvtt) dugc
diéu chinh dén pH 7.5 bang acid phosphoric (TT).

Pha déng B: Methanol (TT,).

Dung dich thir: Pha loang 1,0 ml dung dich S thanh 5,0 ml
bang nudc.

Dung dich déi chiéu (1): Hoa tan khoang 5 mg vincristin
sulfat chun (lugng vincristin sulfat ¢6 trong mét lo chuén)
trong 5,0 ml nuwéc (dung dich ndng d6 khoang 1,0 mg/ml).
Dung dich d@oi chiéu (2): Hoa tan 1,0 mg vinblastin sulfat
chuén trong 1,0 ml dung dich déi chiéu (1).

Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bang nudc.

Dung dich déi chiéu (4): Pha loang 1,0 ml dung dich déi
chiéu (3) thanh 20,0 ml bing nwdc.

Diéu kién sdic ky:

Tién cot duge nhdi pha tinh octylsilyl silica gel ding cho
sdc ky.

Cot kich thuéc (25 cm x 4,6 mm) duge nhdi pha tinh
octylsilyl silica gel diing cho sdc kp (5 pm).

Detector quang phd tir ngoai dit & budc séng 297 nm.
Téc do dong: 2 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi sau:

Thoi gian Pha djong A Pha djng B
(min) (% t/tt) (% tt/tt)
0-12 38 62
12 -27 38— 8 62 — 92

Kiém tra tinh phi hop cua hé théng: Trén sic ky do cua
dung dich d6i chiéu (2), 46 phén giai gii¥a pic vincristin va
pic vinblastin it nhat 1a 4.

Gioi han:

Tap don: Véi mdi tap chit, dién tich pic khong dugc lon
hon dién tich pic chinh trén sic ky d6 cua dung dich déi
chiéu (3) (2,0 %)

Tong cac tap chét: Tong dién tich pic cia tit ca cac tap
chét khéng duoc 16m hon 2,5 lan dién tich pic chinh trén
shc ky do cua dung dich déi chiéu (3) (5,0 %).



https://nhathuocngocanh.com/
DUQC PIEN VIET NAM VI

Bo qua nhimg pic ¢6 dién tich nho hon hoéc bﬁng dién
tich pic chinh trén sic ky d6 cua dung dich déi chiéu (4)
(0.1 %).

Ghi chu:

Tap chit A: Methyl (3aR.4R,55,5aR,10bR,13aR)}4-(acetyloxy)-
3a-ethyl-9-[(5R,7S,95)-5-ethyl-5,6-dihydroxy-9-(methoxy-
carbonyl)-1,4,5,6,7.8,9,10-octahydro-2H-3,7-methanoazacyclo-
undecino[5,4-b]indol-9-yl]-6-formyl-5-hydroxy-8-methoxy-
3a,4,5,5a.6,11,12,13a-octahydro-/H-indolizino[8,1-cd]
carbazol-5-carboxylat (3'-hydroxy-VCR).

Tap chit B: Methyl (3aR,4R,55,5aR,10bR,13aR)-4-(acetyloxy)-
Ja-ethyl-9-[(5R,7S5,95)-5-ethyl-9-(methoxycarbonyl)-1,4,
5.6,7,8,9,10-octahydro-2H-3,7-methanoazacycloundecino[ 3,
4-b]indol-9-yl]-6-formyl-5-hydroxy-8-methoxy-3a,4,5,
5a,6,11,12,13a-octahydro-/H-indolizino[8, 1-cd]carbazol-5-
carboxylat (4'-deoxyvincristin).

Tap chat C: Methyl (3aR 4R,5S,5aR,10bS,13aR)-4-(acetyloxy)-
Ja-ethyl-9-[(55,7R,95)-5-ethyl-5-hydroxy-9-(methoxy-
carbonyl)-1,4,5,6,7,8,9,10-octahydro-2H-3,7-methanoaza-
cycloundecino[5,4-b]indol-9-yl]-5-hydroxy-8-methoxy-3a,
4,5,5a,6,11,12,13a-octahydro-/ H-indolizino[8, 1-cd]carbazol-5-
carboxylat (Ndesmethylvinblastin).

Tap chat D: Methyl (3aR4R,55,5aR,10bR,13aR)-3a-ethyl-9-
[(55,7R,95)-5-ethyl-5-hydroxy-9-(methoxycarbonyl)-1.4,5,
6,7.8,9,10-octahydro-2H-3,7-methanoazacycloundecino[5,4-b]
indol-9-yl]-6-formyl-4,5-dihydroxy-8-methoxy-3a,4,5,5a,
6,11,12,13a-octahydro-/H-indolizino[8,1-cd]carbazol-5-
carboxylat (deacetylvincristin).

Tap chit E: Methyl (3aR4R,5S,5aR,10bR,13aR)-3a-ethyl-
9-[(55,7R,95)-5-ethyl-5-hydroxy-9-(methoxycarbonyl)-
1.4,5,6,7,8,9,10-octahydro-2H-3,7-methanoazacycloundecino
[5,4-b]indol-9-yl]-4,5-dihydroxy-8-methoxy-6-methyl-
3a,4,5,5a,6,11,12,13a-octahydro-/H-indolizino[8§,1-cd]
carbazol-5-carboxylat (deacetylvinblastin).

Tap chét F: Methyl (3aR,4R,55,5aR,10bR,13aR)-4-(acetyloxy)-
Ja-ethyl-9-[(1aS,115,135,13aR)-1a-ethyl-11-(methoxy-
carbonyl)-1a,4,5,10,11,12,13,13a-octahydro-2H-3,13-methano-
oxireno[9,10]azacycloundecino[5,4-b]indol-11-yl]-5-hydroxy-
8-methoxy-6-methyl-3a,4,5,5a,6,11,12,13a-octahydro-/H-
indolizino[8,1-cd]carbazol-5-carboxylat (leurosin).

Tap chit G: Methyl (3aR,4R,55,5aR,10bR,13aR)-4-(acetyloxy)-
3a-ethyl-9-[(1aS5,11S5,135,13aR)-1a-ethyl-11-(methoxy-
carbonyl)-1a,4,5,10,11,12,13,13a-octahydro-2H-3,13-methano-
oxireno[9,10]azacycloundecino[5,4-blindol- 11-yl]-6-formyl-5-
hydroxy-8-methoxy-3a,4,5,5a,6,11,12,13a-octahydro-/ H-indo-
lizino[8,1-cd]carbazol-5-carboxylat (formylleurosin).

Tap chat H: Vinblastin.

Mit khbi lwgng do 1am khé
Khéng dugc qua 12,0 % (Phu luc 9.6).
(0,0500 g; chan khong; 105 °C; 2 h).

Dinh lrgng

Phuong phap sic ky long (Phu luc 5. 3)

Diéu kién sic ky nhu mé ta trong phan Tap chat lién quan,
véi nhimg thay d6i nhur sau:

Pha dgng: Methanol - dung djch diethylamin 1,5 % (tt/tt)
durge diéu chinh dén pH 7,5 bang acid phosphoric (7 : 3).

Téc d6 dong: 1,0 mI/min.

BOT PHA TIEM VINCRISTIN SULFAT

Tinh ham lugng phan trim cia Cy6HsgN4Oo.H,SO;4 trong
ché phdm dya vao dién tich pic chinh trén sic ky d6 cua
dung dich thir, dung dich d6i chiéu (1) va ham lugng cua
C%HsﬁN“Om.HzSO‘; trong vincristin sulfat Chllél‘l.

Bio quén

Trong d6 dyng thiy tinh kin, tranh 4nh sang va bdo quin &
nhiét d¢ khéng qua -20 °C. Néu ché phém 2 vo khuén thi
phai dyng trong db dyung thuy tinh vé khudn, ddy that kin
dé tranh nhim khuén. Trén nhan cdn ghi rd ché pham la
v6 khuén hay khéng.

Loai thubc
Chong ung thu.

Ché phim
Bot pha tiém.

BOT PHA TIEM VINCRISTIN SULFAT

Bot pha tiém vincristin sulfat 1a bt v khuén vincristin sulfat
dong trong lo thiy tinh kin, v6 tring. C6 thé c6 ta dugc.
Ché pham phai dap tmg cic yéu ciu trong chuyén luan
“Thudc tiém, thudc tiém truyén, thudc ciy” (Phu luc 1.19)
va cac yéu cdu sau day:

Ham lwgng vincristin sulfat, CycHseN,0,9.H,SO,, tir
90,0 % dén 110,0 % so vadi lugng ghi trén nhan.

Tinh chat
B4t mau trang.

Pinh tinh

A. Trong phan Tap chét lién quan, pic chinh trén sic ky
d6 cia dung dich (1) phai cé cung thdi gian lwu véi pic
vincristin sulfat trén sac ky d6 ctia dung dich (3).

B. Lic mot lugng ché phim twong duong khoang 1 mg
vincristin sulfat khan vdi 3 ml cloroform (TT), loc va nra
gidy loc vdi 2 ml cloroform (TT). Tap hop dich loc va dich
rira, lam bay hoi cloroform dén cén & nhiét 46 khoang 40 °C.
Thém 0,2 ml dung dich vanilin 1 % trong acid hydrocloric
dam ddgc (TT) moéi pha vao cén, s& xuat hién mau cam sau
khoang 1 min (phén biét véi vinblastin sulfat).

D{ trong ciia dung dich

Hoa tan bét thudc trong mét lo ché pham véi 10 ml nude
khéng co carbon dioxyd (TT), dung dich thu dugc phai
trong (Phu luc 9.2).

N#@i djc tb vi khuén

Khéng duge qua 100,0 EU/mg vineristin sulfat (Phy luc 13.2).
Tap chiit lién quan

Phuong phép sic ky long (Phu luc 5.3).

Pha déng: Hon hop cua 30 thé tich dung dich diethylamin

1,5 % (1t/1r) duge diéu chinh t6i pH 7,5 bing acid phosphoric
(TT) va 70 thé tich methanol (TT).
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