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ATROPIN SULFAT

Dung djch thie: Cho mét vién vao binh dinh mic 50 ml,
thém 3 ml murde, dé vién rd va phéan tan trong nude, thém
20 ml methanol (TT), lic siéu 4m, thém methanol (TT) ¢én
vach, lic déu va lgc. Pha loang 10,0 ml dich loc thanh
25,0 ml bing dung méi pha méu.

Djnh lrgng

Phuong phép sic ky 16ng (Phy lyc 5.3).

Pha dong A: Acetonitril - tetrahydrofuran (92,5 : 7,5).
Dung djch dém: Hoa tan 1,54 g amoni acetat (TT) trong
1000 ml nwde, didu chinh dén pH 4,0 bing acid acetic (TT).
Pha déng: Dung djch dém - pha dong A (50 : 50).

Dung méi pha méu: Hoa tan 6,8 g kali dihydrophosphat
(TT) va 0,9 g natri hydroxyd (TT) trong 1000 ml nwoc,
diéu chinh pH dung dich dén 6,8 bing acid phosphoric
(TT) hodc dung djch natri hydroxyd 0,2 M (TT).

Dung dich thir: Can 20 vién, x4c dinh khéi lugng trung
binh vién, nghién thanh b4t min. Can chinh x4c mdt lugng
bét vién twrong (g 40 mg atorvastatin cho vao binh dinh
mirc 50 ml, thém 40 ml methanol (TT), lic k¥, siéu 4m dé
hoa tan, & ngudi, thém methanol (TT) vira du dén vach.
Loc. Pha loang 5,0 ml djch loc thanh 50,0 ml bing dung
mbi pha miu.

Dung dich chudn: Can mét lugng atorvastatin calci chuén
tuong duong vGi 40 mg atorvastatin cho vao binh dinh
mirc 50 ml, hda tan trong methanol (TT) vira da dén vach,
ldy 5,0 ml dung dich thu duge pha loang thanh 50,0 ml
b":\ng dung mdi pha mau.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhdi pha tinh C
S pm).

Detector quang phd tir ngoai dit & buéc séng 246 nm.
Téc 6 dong: 2 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tiém dung dich chun. Phép thir c6 gia tri khi hiéu lyc cot
khong nhé hon 2000 dia ly thuyét, hé s6 dbi ximg khong
16m hon 1,5; d6 léch chudn tuong d6i cua pic atorvastatin
khong 16n hon 2,0 %.

Tién hanh sic ky lan lugt dung dich chuén va dung djch thir,
Tinh ham lugng atorvastatin, Cs;H,sFN,Os, trong ché
phim dya vao vio dién tich pic thu dugc ttrén sic ky
46 cua dung djch thir, dung dich chuin va ham lugng
C33H;5FN, 05 trong atorvastatin calci chuin.

Bdo quin
Trong bao bi kin, tranh 4nh sing, dé noi khé mét hodc &

nhiét 40 phong.

Loai thudc
Chéng tang lipid mau.

Ham lugng thwdmg diing
10 mg, 20 mg, 40 mg, 80 mg.
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.H2804. HO

va ddng phan déi quang

OH

C34H46N206.I'12304H20 P.t.1: 695

Atropin sulfat la bis[(1R,3r,55)-8-methyl-8-azabicyclo
[3.2.1]oct-3-yl (2RS)-3-hydroxy-2-phenyl propanoat]
sulfat monohydrat, phai chira tr 99,0 % dén 101,0 %
C34H46N206.H2804, tinh theo Ché phém khan.

Tinh chit
Tinh the khong mau hay bt két tinh mau tring hoic gin
nhu tring, Rét tan trong nudc, d& tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mdt trong hai nhém dinh tinh sau:

NhémI: A, B, E.

Nhém II: C, D, E, F.

A. Phé hip thy hong ngoal (Phu luc 4.2) cua ché phim
phéi phu hop véi phd hip thy hong ngoai cia atropin
sulfat chuén.

B. Ché phim phai dép img yéu ciu ctia phép thir Géc quay cuc.
C. Hoa tan khodng 50 mg ché phim trong 5 ml nude, thém
5 ml dung dich acid picric 1 % (TT). Loc, rita tia bing
nudc va sy kho & 100 °C dén 105 °C trong 2 h. Tua chay
& nhiét 6 tir 174 °C dén 179 °C (Phu luc 6.7).

D. Thém 0,2 ml acid nitric béc khéi (TT) vao khoang
1 mg ché phim va béc hoi trong cach thiy téi khé. Hoa
tan cin trong 2 ml aceton (TT), thém 0,1 ml dung dich kali
hydroxyd 3 % trong methanol (TT). Mau tim xuat hién.

E. Ché pham phai cho phan tmg cua sulfat (Phy lyc 8.1).
F. Ché phim phai cho phén g ctia alcaloid (Phu luc 8.1).

pH ,

Hoa tan 0,60 g ché phim trong nudc khéng cé carbon
dioxyd (TT) va pha loang thanh 30 ml véi cliing dung moi.
Dung dich thu dugc phai cé pH tir 4,5 dén 6,2 (Phu luc6. 2).

Goc quay cue

Tir -0,50° dén +0,05° (Phy lyc 6.4).

Cén chinh xac khoang 2,5 g ché phim, hoa tan trong nudc
va pha lodng thanh 25,0 ml véi cung dung moéi. Po trong
ong dai 2 dm.

Tap chiit lién quan

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

Pha dong A: Hoa tan 3,5 g natri dodecylsulfat (TT) trong
606 ml dung dich kali dihydrophosphat 0,7 % 44 dugc diéu
chinh dén pH 3,3 bing dung dich acid phosphoric 0,05 M
(TT), trén dung dich thu duge véi 320 ml acetonitril (TT)).

Pha déng B: Acetonitril (TT)).
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Dung dich thir: Hda tan 24 mg ché phdm vao pha dong A
va pha loang thanh 100,0 ml véi cing dung méi.

Dung dich ddi chiéu (1): Pha loing 1,0 ml dung djch thir
thanh 100,0 ml bang pha d6ng A. Pha lodng 1,0 ml dung
dich thu dugc thanh 10,0 ml bing pha dong A.

Dung dich déi chiéu (2): Hoa tan 5 mg tap chit B chuin
clia atropin vao dung dich thir va pha lodng thanh 20,0 ml
véi cung dung méi. Pha loang 5,0 ml dung dich thu dugc
thanh 25,0 ml bing pha déng A. _
Dung dich déi chiéu (3): Hoa tan atropin chudn ding dé
dinh tinh pic (chira cac tap chit A, D, E, F, G va H) cé
trong mot lo chuin bﬁng 1 ml pha dong A.

Dung dich doi chiéu (4): Hoa tan 5 mg acid tropic (TT)
(tap chét C) vao pha dong A va pha loang thanh 10,0 ml
voi cung dung méi. Pha loang 1 ml dung dich thu dugc
thanh 100 ml bing pha déng A. Tiép tuc pha lodng 1,0 ml
dung dich thu dugc thanh 10,0 ml bang pha dong A.

Piéu kién sdc ky:

Cot kich thuéc (10 cm x 4,6 mm) dugc nhdi pha tinh C
(3 pum). ]

Detector quang pho tir ngoai dét & budc séng 210 nm.
Toc do dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:
Tién hanh sic ky theo chwong trinh dung méi nhu sau:
Thai gian Pha dgng A Pha djng B
(min) (% t/tt) (% t/tt)
02 E 5
2-20 95—70  5—30

Sir dung séc ky d6 cung cdp kém theo atropin chuén ding
dé dinh tinh pic va sic ky db ciia dung dich dbi chiéu (3) dé
xac dinh pic cua cic tap chit A, D, E, F, G va H. Sir dung
sic ky @0 cua dung dich di chiéu (2) dé xac dinh pic cua
tap chit B. St dung séc ky dd cia dung dich dbi chiéu (4)
dé xéc dinh pic cua tap chét C.

Thoi gian luu twong ddi so véi atropin (thdi gian luu
khoang 11 min): Tap chét C khoang 0,2; tap chét E khoang
0,67; tap chit D khoang 0,73; tap chét F khodng 0,8; tap
chit B khoang 0,89; tap chit H khoang 0,93; tap chét G
khoang 1,1; tap chét A khoang 1,7.

Kiém tra tinh phii hgp cia hé théng: Trén séc ky dd cia
dung dich di chiéu (2), 46 phan giai giira pic cla tap chit
B v4i pic atropin it nhét 12 2,5.

Gigi han:

Dé tinh ham Iugng, nhan dién tich pic cua céc tap chat sau
vOi hé s6 hiéu chinh trong tmg: Tap chét A 12 0,6; tap chat
Cla0,6.

Tap chit E, H: Véi méi tap chat, dién tich pic khéng dugc
Iém hon 3 lan dién tich pic chinh thu dugc trén séc ky dd
ciia dung dich ddi chiéu (1) (0,3 %).

Tap chét A, B, C, D, F, G: Vé6i mdi tap chét, dién tich pic
di higu chinh, néu can, khong duoc I6m hon 2 l4n dién tich
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pic chinh thu dugc trén sic ky d cia dung dich déi chiéu
(1) (0,2 %).

Tap don khac: Dién tich pic ciia mdi tap chat khong dugc
16n hon dién tich pic chinh trén séc ky db cia dung dich
dbi chiéu (1) (0,10 %).

Tdng dién tich pic cua tit ca cac tap chit khong dugc 1én
hon 5 14n dién tich pic chinh trén sic ky d6 ctia dung dich
d6i chiéu (1) (0,5 %).

Bo qua nhitng pic c6 dién tich nho hon hoic bing 0,5 lin
dién tich pic chinh trén séc ky dd cia dung dich dbi chiéu
(1) (0,05 %).

Ghi chu:

Tap chit A: (1R,3r,55)-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl
2-phenylpropenoat (apoatropin).

Tap chit B: (1R,3r,55)-8-Azabicyclo[3.2.1Joct-3-yl (2RS)-3-
hydroxy-2-phenylpropanoat (noratropin).

Tap chit C: Acid (2RS)-3-hydroxy-2-phenylpropanoic (acid
tropic).

Tap chét D: (1R,3S,5R,6RS)-6-Hydroxy-8-methyl-8-azabicyclo
[3.2.1]oct-3-yl (25)-3-hydroxy-2-phenylpropanoat (6-hydroxy-
hyoscyamin).

Tap chét E: (1S,3R,55,6RS)-6-Hydroxy-8-methyl-8-azabicyclo
[3.2.1]oct-3-yl (25)-3-hydroxy- 2-phenylpropanoat (7-hydroxy-
hyoscyamin).

Tap chét F: (1R,2R.45,58,75)-9-Methyl-3-0xa-9-azatricyclo
[3.3.1.024]non-7-yl (25)-3- hydroxy-2-phenylpropanoat (hyoscin).
Tap chit G: (1R,3r,55)-8-Methyl-8-azabicyclo[3.2.1]oct-3-yl
(2RS)-2-hydroxy-3- phenylpropanoat (littorin).

Tap chit H: Chua rd cdu tric.

Nudc
2,0 % dén 4,0 % (Phu luc 10.3).
Dung 0,500 g ché phim.

Tro sulfat
Khoéng duoc ql’1é 0,'1 % (Phu luc 9.9), phuong phap 2).
Dung 1,0 g ché pham.

Pinh lwgng

Hoa tan 0,500 g ché phim vao 30 ml acid acetic khan (TT),
1am 4m dung dich néu cin. P& ngudi. Chuin dd bang dung
dich acid percloric 0,1 N (CD) va xéc dinh diém két thic
bing phuong phap chuin d9 do dién thé (Phuy luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) tuong duong voi
67,68 mg C3,HysN,O,S.

Béo quin
Trong dd dyng kin, trdnh anh sang.

Loai thudc
Thudc e ché dbi giao cam.

Ché phim
Thubc nhé mét dang thube nuée va thude md, thude tiém,
vién nén.
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