https://ftrungtamthuoc.com/

AN BO SUNG DBVN v

VINCRISTIN SULFAT

Tro sulfat

Khong dugc qt_lé 0,05 % (Phy luc 9.9, ph
5.0 g chd phfim. » Phuong phap 2).

Bio quén
Tranh 4nh sang.

Loai thube
T4 dugc.

Nhin
Phai ghi diém nhé giot ctia ché phém,
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Vincristin sulfat la methyl (3aR,4R,5S,5aR,10bR,13aR)-
4-(acetyloxy)-3a-ethyl-9-[(5S,7R,9S5)-5-ethyl-5-hydroxy
-9-(methoxycarbonyl)-1,4,5,6,7,8,9,10-octahydro-2 H-3,7-
methanoazacycloundecino[5,4-bJindol-9-yl]-6-formyl-5-
hydroxy-8-methoxy-3a,4,5,5a,6,11,12,13a-octahydro-1/1-
indo-lizino[8,1-cd]carbazol-5-carboxylat sulfat, phai chira
tr 95,0 % dén 104,0 % CyHsoN.O;0.H,S0,, tinh theo ché
phdm d3 lam kha.

Tinh chat

Bot két tinh tréng hodc hoi vang nhat, rat d& hiit am. Dé tan
trong nudce, kho tan trong ethanol 96 %.

Dinh tinh

Phé hip thy hdng ngoai (Phyu luc 4.2) cia ché pham
phi phd hop véi phd hép thu héng ngoai déi chiéu cia
vincristin sulfat.

D{ trong va mau sic cia dung dich

Dung djch S: Hoa tan 50,0 mg ché pham trong nudc khong
¢6 carbon dioxyd (T'T) va pha lodng thanh 10,0 ml bang
cung dung méi. Dung dich S duoc bao quan trong nude da
dé tién hanh phép thir Tap chét lién quan.

Dung dich S phai trong (Phu lyc 9.2) va mau khong dugc
dim hon mau miu V, (Phu luc 9.3, phuong phap 1).

pH ‘

Pha lodng 2 ml dung dich S thanh 10 ml bang mrac khong
¢6 carbon dioxyd (TT), dung dich thu dugc phai c¢6 pH tir
3,5 dén 4,5 (Phu luc 6.2).

Tap chit lién quan

Phuong phép sic ky long (Phu lyc 5.3).

Giir cac dung dich trong nudc da trude khi dung.

Pha déng A: Dung dich diethylamin (TT) 1,5 % (tt/tt) duge
didu chinh dén pH 7,5 bing acid phosphoric (TT).

Pha déng B: Methanol (TT)).

Dung djch thir: Pha loang 1,0 ml dung dich S thanh 5,0 m]
bing nuéc.

Dung dich déi chiéu (1): Hoa tan khoang 5 mg vincristin
sulfat chuén (lugng vincristin sulfat c6 trong mét lo chuan)
trong 5,0 ml nwde (dung dich c6 ndng 44 khodng 1,0 mg/ml).
Dung dich doi chiéu (2): Hoa tan 1,0 mg vinblastin sulfat
chuén trong 1,0 ml dung dich d6i chiéu (1).

Dung dich déi chiéu (3). Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bing awdc.

Dung dich d6i chiéu (4): Pha loang 1,0 ml dung dich déi
chiéu (3) thanh 20,0 ml bang nudc.

Diéu kién sdc ky:

Tién cot duoc nhoi pha tinh octylsilyl silica gel dung cho
sac ky (TT).

Cot kich thude (25 cm x 4,6 mm) duogc nhdi pha tinh
octylsilyl silica gel dung cho sdc ky (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 séc ky theo chuong trinh dung méi sau:

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

Kiém tra tinh phu hgp cua hé théng sic ky: Tién hanh
séc ky voi dung dich déi chiéu (2), do phan giai gilra pic
vincristin va pic vinblastin it nhat 13 4.

Giot han:

M&i tap chit: Dién tich pic khéng duge I6n hon dién tich
pic chinh trén sic ky do cua dung dich d6i chiéu (3) (2,0 %).
Téng cAc tap chit: Téng dién tich pic cla tat ca céc tap chat
khéng dugc 16m hon 2,5 lan dién tich pic chinh trén sdc ky
b cta dung dich dbi chiéu (3) (5,0 %).

Bé qua nhimg pic ¢6 dién tich nho hon hodc bang dién tich
pic chinh trén séc ky dd ciia dung dich di chiéu (4) (0,1 %).
Ghi chu:

Tap chit A: Methyl (3aR,4R,5S,5aR,10bR,13aR)-4-(acetyloxy)
-3a-ethyl-9-[(5R,7S5,95)-5-ethyl-5,6-dihydroxy-9-
(methoxycarbonyl)-1,4,5,6,7,8,9,10-octahydro-2H-3,7-
methanoazacycloundecino[5,4-blindol-9-yl]-6-formyl-5-
hydroxy-8-methoxy-32a,4,5,5a,6,11.12,13a-octahydro-/H-
indolizino(8, I-cd]carbazol-5carboxylat (3'-hydroxy-VCR).

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

TapchatC Methyl (3aR,4R,55,5aR,10bS,13aR)-4- -(ace tyloxy)-3a-
ethyl-9-[(5S,7R,95)-5-ethyl-5-hydroxy-9-(methoxycarbonyl)-
1,4,5,6,7,8,9,10-octahydro-2H-3 ,7methanoazacycloundecino[
5,4-bJindol-9-yl]-5-hydroxy-8-methoxy-3a,4,5,5a,6,11 ,12,13a-
octahydro-/{H-indolizino[8,1- cd]carbazole 5-carboxylat
(N-desmethylvinblastin).

Tap chit D: Methyl (3aR,4R,SS,SaR,lObR,l3aR]-3a—cthyl-
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-§-methoxy-
3a,4,5,5a,6,11,12,13a-octahydro-/H-indolizino[8,1-cd]
carbazol-5carboxylat (deacetylvincristin).

Tap chit E: Methyl (3aR 4R,5S,5aR, 10bR,13aR)-3a-ethyl-9-[(5S,
7R.98)-5-ethyl-5-hydroxy-9-(methoxycarbonyl)-1,4,5,6,7,8,9,10
-octahydro-2H-3,7methanoazacycloundecino[5,4-b)indol-9-yl]-
4,5-dihydroxy-8-methoxy-6-methyl-3a,4,5,5a,6,11,12,13a-octa-
hydro-/H-indolizino[8,1-cd]carbazol-Scarboxylat (deacetylvin-
blastin).

TapchatF:Methyl(3aR,4R,55,5aR,10bR, 13aR)-4-(acetyloxy)-3a-
ethyl-9-[(1a$,115,13§,13aR)-1a-ethyl-11-(methoxycarbonyl)-
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-me-
thoxy-6-methyl-3a,4,5,5a,6,11,12,13a-octahydro-/ H-indoliz-
ino[8, | cd]carbazol-5-carboxylat (leurosin).

Tap chét G: Methyl (3aR,4R,55,5aR,10bR, 13aR)-4-(acetyloxy)
-3a-ethyl-9-[(1a§,115.135,13aR)-1a-ethyl-11-(methoxycarbon-
yl)-1a,4,5,10,11,12,13,13a-octahydro-2/-3,13-methano-oxire-
no[9,10]azacycloundecino[5,4-b]indol-11-yl]-6-formyl-5-hy-
droxy-8-methoxy-3a,4,5,5a,6,11,12,13a-octahydro-/ H-indoliz-
ino[8, 1cd]carbazol-5-carboxylat (formylleurosin).

Tap chit H: Vinblastin.

Mit khdi lrgng do 1am khd
Khong duge qua 12,0 % (Phu luc 9.6).
(0,0500 g; chan khéng; 105 °C; 2 h).

DPinh lugng

Phuorng phap sic ky 1éng (Phu luc 5. 3),

Diéu kién sic ky nhu mé ta trong phén Tap chat lién quan,
v6i nhitng thay d6i nhu sau:

Pha dng: Methanol - dung dich diethylamin 1,5 % (tt/tt) da
duoe diéu chinh dén pH 7,5 bang acid phosphoric (7 : 3).
Téc d6 dong: 1,0 ml/min.

Tinh ham lugng phén tram ctia CasHseN4010-H;SO, trong
ché pham dya vao dién tich p:c chinh trén séc ky do cua
dung dich thir va dung dich @i chiéu (1) va ham lugng cua
C4Hs6N4O,0.H,SO, trong vineristin sulfat chuén.

Bdo quin

Trong d6 dyng thuy tinh kin, tranh 4nh sang va bao quan &
nhiét do khong qua -20 °C. Néu ché pham la v6 khuén thi
phai dung trong d6 dung thiy tinh v6 khuan, day that kin
dé tranh nhiém vi khuan. Trén nhén cin ghi rd ché phim 13
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Zidovudin 13 1-(3-azido-2,3-dideoxy-B-D-erythro-pento-
furanosyl)- S—methy]pynmdm& 4-(1H,3H)-dion, pha1 chira
tir 97,0 % dén 102,0 % C,oH3NsOs, tinh theo ché pham di
lam kho.

Tinh chét

B0t da hinh mau tring hodc hoi ¢6 dnh nau. Hoi tan trong
nude, tan trong ethanol khan, thuc té khong tan trong
heptan.

Pinh tinh

A. Phd hap thy hong ngoal (Phu luc 4.2) cia ché phim
ph.n phu hop véi phd hap thu hong ngoai cua zidovudin
chuan. Néu phé thu duoc tir dang ran c6 sy khac biét, tién
hanh hoa tan ché phdm va chit chuin riéng ré trong mot
leong ti thiéu mrée sau d6 bay hoi dén kho trong binh hut
am duéi 4p suit giam va cé mit clia d;phosphor pentoxyd
(TT). Ghi va so sanh phd méi ctia cic cin thu duoe.

B. Ché pham phai dép {mg yéu cdu phép thir Géc quay
cuc riéng,

D{ trong va mau sic ciia dung dich
Hoa tan 0,5 g ché phim trong 50 ml mwde, dun néng néu
can thiét. Dung dich thu dugc khong duge duc hon hon
dlch d6i chiéu I (Phy luc 9. 2) va mau khong ddm hon mau
mau VN; (Phu luc 9.3, phuong phép 2).

Goc quay cuc riéng

+60,5° dén +63,0° tinh theo ché phim di lam kho (Phy luc
6.4).

Hoéa tan 0,50 g ché pham trong ethanol khan (TT) va pha
lodng thanh 50,0 ml bang cung dung méi, do & 25 °C.

Tap chat lién quan

A. Phuong phép sic ky long (Phu luc 5.3).

Pha dong A: Dung dich ammoni acetat (TT) 0,2 % d duge
diéu chinh dén pH 6,8 bang acid acetic loang (TT).

Pha dong B: Acetonitril (TT).



