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Diéu kién sdc ky:

Cét kich thude (25 cm x 4,6 mm) duge nhoi pha tinh C
(5 pm). )

Detector quang pho tir ngoai dit & budce séng 265 nm.
Téc do dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phd hgp cua hé théng: Trén sic ky dd cua
dung dich ddi chiéu, hé s6 di ximg cua pic metoclopramid
khéng 16m hom 1,8 va 6 1éch chuin twong dbi cuia dién tich
pic metoclopramid thu dugc tir 6 1an tiém lap lai khong lém
hon 5,0 %.

Tién hanh sic ky dung dich thir va dung dich dbi chiéu.
Tinh ham luong mbi tap chit trong ché phim dwa vio
dién tich pic cia méi tap chét thu duoc tir dung dich thi,
dién tich pic cia metoclopramid thu dugc tir dung dich déi
chiéu va ham luong C,4H,,CIN;O, trong metoclopramid
hydroclorid chuin (phén tir lugng ciia metoclopramid la
299,80; phin tr lugng cua metoclopramid hydroclorid
khan 1a 336,26).

Gidi han: Ham lugng mdi tap chét khéng dwgc 16n hon
0,5 %.

Dinh lrgng

Phuong phap sic ky long (Phu luc 5.3).

Pha dong: Hoa tan 2,7 g natri acetat (TT) trong 500 ml
nuoc, thém 500 ml acetonitril (TT), 2 ml dung dich
tetramethylamoni hydroxyd (TT) 20 %, diéu chinh téi pH
6,5 bang acid acetic bdng (TT), lic déu, loc.

Dung dich thir: Can 20 vién, x4c dinh khéi lugng trung binh
vién va nghién thanh bot min. Cén chinh x4c mot lugng bot
vién trong img véi khoang 40 mg metoclopramid vao binh
dinh mirc 100 ml, thém 70 ml dung dich acid phosphoric
(TT) 0,01 M, lic siéu 4m trong 5 min, d& ngudi, thém dung
dich acid phosphoric (TT) 0,01 M dén dinh mirc, lic déu,
loc. Pha lodng 10,0 ml dich loc thanh 100,0 ml véi dung
dich acid phosphoric (TT) 0,01 M.

Dung dich chudn: Can chinh xic khoing 45 mg
metoclopramid hydroclorid chuin vao mét binh dinh mirc
100 ml, hoa tan bang dung dich acid phosphoric (TT)
0,01 M va pha lodng dén dinh mirc véi ciing dung méi, lic
déu. Pha loang 10,0 ml dung dich thu dwgc thanh 100,0 ml
vai dung dich acid phosphoric (TT) 0,01 M.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh C.
Detector quang phd tir ngoai dit & budc soéng 305 nm.
Lueu y: Str dung detector chuédi diod dé thuc hién phép thir
dinh tinh B.

Téc ¢% dong: 1 mV/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hgp cua hé thong: Trén sic ky d6 cua
dung dich chuan, hé s6 d6i ximg cua pic metoclopramid
khdng 16n hon 2,0 va d léch chudn twong ddi cia dién
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tich pic metoclopramid thu dugc tir 6 lan tiém lip lai
khéng 16m hon 2,0 %.

Tién hanh sic ky lan lugt v6i dung dich chuin va dung
dich thur.

Tinh ham lugng metoclopramid, C,4H,,CIN;O,, trong vién
dya vao dién tich pic thu dugc trén sic ky dd cua dung
dich thir, dung dich chuan va ham lugng C;4Hx,CIN;O,.
HCI trong metoclopramid hydroclorid chuan.

Béo quén
Tranh anh sang.

Loai thube ) i
Thudc chong nén, doi khang thu thé dopamin.

Ham lugng thudng ding
5 mg, 10 mg. Ham lugng tinh theo metoclopramid.
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Metoprolol succinat la bis[(2RS)-1-[4-(2-methoxyethyl)
phenoxy]-3-[(1-methylethyl)amino]propan-2-ol]
butandioat, phai chira tir 99,0 % dén 101,0 % C3sHseN,00,
tinh theo ché phdm d4 1am kho.

Tinh chit

Bot két tinh mau tring hay gin nhu tring. D& tan trong
nudc, tan trong methanol, khé tan trong ethanol 96 %, rat
kho tan trong ethyl acetat.

Pinh tinh

Phé hép thy hong ngoai (Phu luc 4.2) ciia ché phdm phai
phit hop véi phé hdp thu hong ngoai ciia metoprolol
succinat chuan.

P§ trong va mau sic cia dung dich

Dung dich S: Hoa tan 0,500 g ché phim trong nwde khong
c6 carbon dioxyd (TT) va pha loang thanh 25,0 ml véi
cung dung méi.

Dung dich thu dugc khong duge duc hon hén dich d6i
chiéu IT (Phu luc 9.2) va khéng mau (Phy luc 9.3, phuong
phap 2).

pH )
T 7,0 dén 7,6 (Phu luc 6.2).
Dung dung dich S dé do.
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Tap chiit M, N, O

Phuong phép sic ky 16p méng (Phy lyc 5.4).

Ban mong: Silica gel.

Dung méi khai trién: Dt 2 cbc ¢6 mo, mdi cde chira 30
thé tich amoniac ddm dgc (TT), vao ddy binh chay sic ky,
trong binh c6 sin hdn hgp methanol - ethyl acetat (20 : 80).
Dé biio hoa trong it nhit 1 h.

Dung dich thir: Hoa tan 0,50 g ché phdm trong methanol
(7TT) va pha lodng thanh 10 ml véi cing dung méi.

Dung dich doi chiéu: Pha loang 1 ml dung djch thir thanh
50 ml bing methanol (TT). Pha lodng 5 ml dung dich thu
dugc thanh 50 ml bing methanol (TT).

Cdch tién hanh: Cham riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky t6i khi dung méi di dugc
2/3 chiéu dai ban mong. Dé kho ban mong ngoai khéng
khi it nhét trong 3 h, sau d6 dé trong binh bo hoa hoi iod
it nhét 15 h.

Bit ky vét nao, trir vét chinh, trén sic ky d6 ciia dung dich
thir khéng duge ddm mau hon vét thu dugc trén sic ky 46
cua dung dich déi chiéu (0,2 %). Bé qua cac vét & duong

A

cham.

Ghi chu:

Tap chét M: 1,3-bis[(1-methylethyl)amino]propan-2-ol.

Tap chat N: (2RS)-3-[(1-methylethyl)amino]propan-1,2-diol.
TapchétO: Honhgp 3 ddng phan lapthé caa 1,1°-[(1-methylethyl)
imino]bis[3-[4-(2-methoxyethyl)phenoxy]propan-2-ol].

Tap chit lién quan

Phuong phap sic ky 1ong (Phu luc 5.3).

Pha dong: Hoa tan 3,9 g amoni acetat (TT) trong 810 ml nuwdc,
thém 2,0 ml rriethylamin (TT), 3,0 ml acid phosphoric
(TT), 10,0 ml acid acetic bang (TT) va 146 ml acetonitril
(TT) va trén déu.

Dung dich thir: Hoa tan 20,0 mg ché phim trong pha déng
va pha lodng thanh 10,0 ml bing pha déng.

Dung dich déi chiéu (1): Hoa tan 1,5 mg tap chét A chuin
clia metoprolol va 2,5 mg ché pham trong pha déng va pha
lodng thanh 50,0 ml bing pha ddng.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing pha dong. Pha loang 1,0 ml dung dich
thu dugc thanh 10,0 ml bang pha dong.

Diéu kién sdc ky:

Cdt kich thuée (15 cm x 3,9 mm) duge nhdi pha tinh end-
capped octadecylisilyl silica gel diing cho sdc ky (5 pm).
Detector quang phd tir ngoai dit & buée séng 280 nm.
Tdc 46 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gép 3 lan thi gian luu cua
mctoprolol

Théi gian luu twong dbi so véi metoprolol (théi gian luu
khoang 7 min): Tap chiit C khodng 0,4; tap chét A khoang 0.8.
Kiém tra tinh phu hop cua h¢ théug Trén sic ky d6 cia
dung djch d6i chiéu (1), 40 phin giai giira pic tap chit A va
pic metoprolol it nhét 1a 6,0.
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Pé tinh ham lugng, nhén dién tich pic cua tap chét C véi
hé s6 hiéu chinh 12 0,1.

Gioi han:

Tap chét C: Dién tich pic tap chit C d2 hiéu chinh khéng
dugc 16n hon 1,5 14n dién tich pic chinh thu dugc trén séc
ky db cua dung dich dbi chiéu (2) (0,15 %).

Tap don khéc: Véi mdi tap chét, dién tich pic khdng duge
16n hon dién tich pic chinh trén sic ky d6 cta dung dich
dbi chiéu (2) (0,10 %).

Téng dlen tich pic cua tit ca cac tap chét khong duqc lém
hon 5 lin du:n tich pic chinh thu dugc trén sc ky db cia
dung dich d6i chiéu (2) (0,5 %).

Bo qua nhitng pic c6 dién tich nho hon hodc bang 0,5 lin
dién tich pic chinh thu dugc trén sic ky b ctia dung dich
dbi chiéu (2) (0,05 %) va bo qua pic cia acid succinic.
Ghi chi:

Tap chitA: (2RS)-1-(ethylamino)-3-[4-(2-methoxyethyl)phenoxy]-
propan-2-ol.

Tap chit B: 4-(2-methoxyethyl)phenol.

Tap chit C: 4-[(2RS)-2-hydroxy-3-[(1-methylethyl)amino]propoxy]-
benzaldehyd.

Tap chat D: (2RS)-3-[4-(2-methoxyethyl)phenoxy]propan-1,2-
diol.

Tap chét E: (2RS)-1 -[2-(2-methoxyethyl)phenoxy]-3-[(1-methyl-
ethyl)amino]propan-2-ol.

Tap chat F: (2RS)-1-[(1-methylethyl)amino]-3-phenoxypropan-
2-ol.

Tap chit G: 2-(4-hydroxyphenyl)ethanol.

Tap chét H: (2RS)-1-[4-(2-hydroxyethyl)phenoxy]-3-[(1-methyl-
ethyl)amino]propan-2-ol.

Tap chét J: Hn hop 4 déng phan lap thé cua 1-[2-hydroxy-3-[(1-
methylethyl)amino]propoxy]-3-[4-(2-methoxyethyl)phenoxy]
propan-2-ol.

Mit khoi lwgng do 1am kho
Khoéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng dugc ql:lé 0!1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g che pham.

Dinh lwgng

Hoa tan 0,250 g ché phdm trong 40 ml acid acetic khan
(TT). Chuén 4o bing dung dich acid percloric 0,1 M (CD).
Xéc dinh diém twong duong bing phuong phap chuén dj
do dién thé (Phy luc 10.2).

1 ml dung dich acid percloric 0,1 M (CP) tuong duong voi
32,64 mg C34H56N20|0.

Bido quin
Trong db dung kin, tranh 4nh séng.

Loai thuéc
Thubc chéng ting huyét ap.

Ché phim
Vién nén.



