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VIEN NEN SALBUTAMOL

Ghi chu:

Tap chat A: [5-[(1RS)-2-[(1,1-dimethylethyl)amino]-1-methoxy-
ethyl]-2-hydroxyphenyl]methanol.

Tap chat B: (1RS)-2-[(1,1-dimethylethyl)amino]-1-(4-hydroxy-
phenyl)ethanol.

Tap chat C: (1RS)-2-[(1,1-dimethylethyl)amino]-1-(4-hydroxy-
3-methylphenyl)ethanol.

Tap chat D: 5-[(1RS)-2-[(1,1-dimethylethyl)amino]- 1 -hydroxy-
ethyl]-2-hydroxybenzaldehyd.

Tap chat E: (1RS)-2-[benzyl(1,1-dimethylethyl)amino]-1-[4-
hydroxy-3-(hydroxymethyl)phenyl]ethanol.

Tap chat F: 1,1’-[oxybis[methylen(4-hydroxy-1,3-phenylen)]]
bis[2-[(1,1-dimethylethyl)amino]ethanol].

Tap chét G: 2-[benzyl(1,1-dimethylethyl)amino]- 1-[4-hydroxy-
3-(hydroxymethyl)phenyl]ethanon.

Tap chét I: (1RS)-2-[(1,1-dimethylethyl)amino]-1-[4-(hydroxy-
methyl)-4-benzyloxyphenyl] ethanol.

Tap chat J: 2-[(1,1-dimethylethyl)amino]-1-[4-hydroxy-3-
(hydroxymethyl)phenyl]ethanon (salbutamon).

Tap chat K: 2-[(1,1-dimethylethyl)amino]-1-[3-cloro-4-hydroxy-
5-(hydroxymethyl)phenyl]ethanon.

Tap chat L: (1RS)-2-[(1,1-dimethylethyl)amino]-1-[3-cloro-4-
hydroxy-5-(hydroxymethyl)phenyl]ethanol.

Tap chit M: (1RS)-2-[(1,1-dimethylethyl)amino]- 1-[4-hydroxy-
3-(methoxymethyl)phenyl]ethanol.

Tap chat N: 2-[(1,1-dimethylethyl)amino]-1-[3-[[5-[2-[(1,1-
dimethylethyl)amino]-1-hydroxyethyl]-2-hydroxyphenyl]
methyl]-4-hydroxy-5(hydroxymethyl)phenyl]ethanol.

Tap chat O: Chua biét cau tric.

Bor

Khéng dugc qua 50 phan trigu.

Dung dich thir: Ly 50 mg ché phim, thém 5 ml dung
dich c6 chia 1,3 % natri carbonat khan (TT) va 1,7 % kali
carbonat (TT). Lam bay hoi t&i can trén cach thuy va siy
khé & 120 °C. Nung nhanh cin dén khi cac chét hiru co bi
phé huy hoan toan, dé nguéi, thém 0,5 ml nude va 3,0 ml
dung dich curcumin (TT) 0,125 % trong acid acetic bang
(TT) m&i pha. Pun nong can than dén khi tan hoan toan, dé
ngudi va thém 3,0 ml hdn hop duge pha bang cach thém tir
tir (vira thém vira khu:‘iy) 5 ml acid sulfuric (TT) vao
5 ml acid acetic bang (TT). Tron déu roi dé yén 30 min.
Pha loang thanh 100,0 ml vé&i ethanol 96 % (TT), loc va
dung dich lgc lam dung dich thur.

Dung dich doi chiéu: Hoa tan 0,572 g acid boric (TT)
trong vira du 1000,0 ml nude. Pha loang 1,0 ml dung dich
nay thanh 100,0 ml véi nude. Ly 2,5 ml dung dich, thém
5 ml dung dich ¢6 chira 1,3 % natri carbonat khan (TT) va
1,7 % kali carbonat (TT) 16i tién hanh nhu déi véi dung
dich thir, bat dau tir “Lam bay hoi t6i can trén cich thiy va
say kho 0 120°C..."

Po d¢ hap thy (Phy luc 4.1) cia dung dich thir va dung
dich dbi chiéu & budc song cyc dai khoang 555 nm. Do
hép thy cia dung dich thir khéng duge 16n hon d§ hap thy
cua dung dich déi chiéu.
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Miit khoi lwgng do 1am khé
Khoéng dugc qua 0,5 % (Phy luc 9.6).
(1,000 g; 105 °C).

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

Pinh lurgng

Hoa tan 0,400 g ché pham trong 5 ml acid formic khan
(TT), thém 35 ml acid acetic khan(TT). Chuin d6 bing
dung dich acid percloric 0,1 N (CP). Xac dinh diém tuong
duong bing phuong phap chudn d¢ do dién thé (Phy luc
10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong img véi
57,67 mg (Cy3H;NO;),H,SO,.

Bdo quan
Tranh anh séng.

Loai thudc
Kich thich thy thé beta2 giao cam; gian phé quan.

Ché phim
Vién nén, thudc tiém, sird, thuoc khi dung.

VIEN NEN SALBUTAMOL

La vién nén chua salbutamol sulfat.
Ché pham phai dap img céac yéu ciu trong chuycn luan
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham luong salbutamol, C,;H,NO;, tir 92,5 % dén 107,5%
so voi lugng ghi trén nhan.

Pijnh tinh

A. Lic mét lugng bot vién tuong trg véi 2,5 mg salbutamol
voi 50 ml dung dich natri tetraborat 2 %. Thém | ml dung
dich aminopyrazolon 3 %, 10 ml dung dich kali fericyanid
2 % va 10 ml cloroform (TT). Lic déu va dé phan 16p, 16p
cloroform ¢6 mau do cam.

B. Phucmg phap sic ky 16p moéng (Phy lyc S. 4)

Tién hanh nhu phan Tap chat lién quan, chdm 2 pl méi
dung dich sau:

Dung dich thir: Ldy mdt lugng bt vién tuong tmg vOi
10 mg salbutamol, thém 10 ml methanol 80 % (tw/n).
khuay k¥, loc.

Dung dich doi chiéu: Hoa tan 12 mg salbutamol sulfat
chuén trong 10 ml methanol 80 % (/).

Vét chinh trén sic ky d6 cua dung dich thir phai phu hop
voi vét chinh trén sic ky db cua dung dich d6i chiéu vé
mau séc, kich thudc va gia tri R

C. Lac mét lugng bot vién tuong {mg véi 4 mg salbutamol
véi 10 ml mwde, loc. Dich loc phai cho phan ung cua ion
sulfat (Phu luc 8.1).
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Tap chét lién quan

Phuong phap sic ky 16p mong (Phy luc 5.4).

Ban mong: Silica gel G.

Dung mai khai trién: Ethyl acetat - propan-2-ol - nuéc -
amoniac 13,5 M (50 :30:16:4).

Dung dich thir: Lic mot lugng bt vién twong tng véi
10 mg salbutamol vgi 1 ml nwdce trong 15 min. Ly tdm gan
lay phén dich trong.

Dung dich déi chiéu: Dung dich salbutamol sulfat chudn
ndng dd 0,0060 % trong nuoc.

Cdch tién hanh: Chim riéng biét 20 pl mdi dung dich lén
ban méng. Sau khi trién khai sic ky, dé khé ban mong
0 nhiét d¢ phong, dit ban mong trong binh bao hoa hoi
diethylamin (TT) trong vai phut. Liy ra, phun lén ban
mong dung dich acid sulfanilic diazo héa (TT). Bét ky vét
ndo ngoai vét chinh c6 trong sic ky d clia dung dich thir
phai khong dugc dam hon vét thu dwoc trong sac ky dd
cua dung dich d6i chiéu, bé qua vét mau hdng & gan diém
xuit phat.

D§ déng déu ham lwgng (Phu luc 11.2)

thmg phap sic ky long (Phu luc 5.3) véi pha dong va
diéu kién sic ky nhu phin Pinh lugng.

Dung dich thir: Cho mét vién thudc vao mét binh dinh
mirc dung tich 25 ml, thém khodng 20 ml pha dong, lic
dén khi vién ra hoan toan, thém pha dong dén dinh murc,
lic déu, loc.

Dung dich chudn: Pha dung dich chuin salbutamol sulfat
trong pha dong c6 ndng do twong dwong vai ndng do cua
dung dich thir.

Binh lrgng

Vién c6 ham luong salbutamol 2 mg hodc it hon: Lay gia
tri trung binh ciia két qua 10 1an thir nghiém trong x4c dinh
do déng déu ham luong.

Vién c6 hiam lugng trén 2 mg thi tién hanh nhu sau:
Phwong phap sic ky long (Phu luc 5.3).

Pha dong: Dung dich natri dihydrophosphat pH 3,1 -
methanol (85 : 15).

Dung dich natri dihydrophosphat pH 3,1: Hoa tan 11,04 g
natri dihydrophosphat (TT) trong 1000 ml nurée, chinh dén
pH 3,1 bing acid phosphoric (TT).

Dung dich chudn: Dung dich chira salbutamol sulfat chuén
trong pha dong c6 ndng d6 96 pug/ml.

Dung dich thir: Can chinh xdc mot luong bt vién
twong (mg vdi 4 mg salbutamol vao binh dinh mic
50 ml, thém khoang 40 ml pha ddng, lic dé hoa tan va
thém pha dong dén dinh mirc. Lic déu, loc.

Diéu kién sdc ky:

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

Detector quang phé tir ngoai dit & budc séng 276 nm.

Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

SAT FUMARAT

Cach tién hanh:

Kiém tra tinh phit hop cua hé thong: Tién hanh sic ky voi
dung dich chuan, sé dia ly thuyét tinh trén pic salbutamol
sulfat phai Ié6n hon 3000.

Tién hanh sic ky I4n lugt dung dich chuén va dung djch thir.
Tinh ham lugng salbutamol, C,;H; NO;, ¢ trong vién
dia vao dién tich pic trén sic ky dé thu dugc cua dung
dich chuén, dung dich thir va ham lugng C,3H,,NO; trong
salbutamol sulfat chudn. Hé sé chuyén déi tir salbutamol
sulfat sang salbutamol 12 0,83.

Bio quin
Pong trong do dung kin, tranh 4nh sang.

Loai thubc
Thudc kich thich thu thé beta, giao cam, gidn phé quan.

Ham lugng thuwdng dung
2 mg, 4 mg, 8 mg.

SAT FUMARAT

Fe?*

C4H2FCO4 Pt.l: 169,9

szxt fumarat 1 sit (I1) (E)-butendioat, phi}i chira tir 93,0 %
dén 101,0 % C,H,FeO,, tinh theo ché pham d3 lam kho.

Tinh chat
Bot min, mau da cam d6 hay nau do. Kho tan trong nudc,
rat kho tan trong ethanol 96 %.

Dinh tinh

A. Phuong phap sic ky 16p mong (Phu luc 5.4).

Bdn maong: Silica gel GF js,.

Dung méi khai trién: Acid formic khan - methylen clorid -
butanol - heptan (12 : 16 : 32 : 44).

Dung dich thir: Thém 25 ml hdn hop dong thé tich acid
hydrocloric (TT) va nuéc vao 1,0 g ché phim, dun néng
trén cach thiy 15 min. Dé ngudi va loc. Dung dich loc dé
thir phép thir C. Rira cin bing 50 ml hdn hop dung dich
acid hydrocloric 2 M - nude (1 : 9). Sy kho can ¢ 100 °C
dén 105 °C. Hoa tan 20 mg cin trong aceton (TT) va pha
lodng thanh 10 ml véi cung dung méi.

Dung dich déi chiéu: Hoa tan 20 mg acid fumaric chuin
trong aceton (TT) va pha loang thanh 10 ml vé&i cung
dung moi.

Cich tién hanh: Chim riéng biét 5 pl mdi dung dich trén
Ién ban mong. Trién khai séc ky trong binh khéng bao hoa
dung méi dén khi dung méi di dwgc 10 cm. Siy ban mong
& 105 °C trong 15 min va quan sat dudi anh sang tir ngoai
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