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METOPROLOL TARTRAT
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Metoprolol tartrat la  bis[(2RS)-1- [4-(2-methoxyethyl)
phenoxy|-3-{(1-methylethyl)amino]propan-2-ol] (2R, 3R)-2,3-
dihydroxybutandioat, phai chtra tir 99,0 % dén 101,0 %
C3HssN2O 2, tinh theo ché pham da 1am kho.

Tinh chat

Bot két tinh mau tring hay gan nhu tréing hay tinh thé

khong mau, da hinh. Rat tan trong nuée va dé tan trong
ethanol 96 %.

Pinh tinh

A.Pho hap thu hong: ngoai (Phu luc 4.2) ctia ché pham phai
phu hgp Vo pho lnp thu hong ngoai cia metoprolol tartrat
chuan. Néu phd hong ngoai ¢ trang thai rain cia mau thir va
chuan khac nhau, tién hanh ghi lai phd. Nho 0,25 pl dung
dich ché pham va chuan ¢ nong do 10 % trong methylen
clorid (TT) 1én dia kali bromid va bdc hoi dung moi. Tién
hanh do ngay lap turc.

B. Ché pham phai dap img yéu cau cta phép thir Goc quay
cuc riéng.

P{ trong va mau sic cia dung dich

Dung dich S: Hoa tan 0,500 g ché pham trong nuwdc khéng
6 carbon dioxyd (TT) va pha loang thanh 25,0 ml Vol
cung dung moi.

Dung dich thu duoc phai trong (Phu luc 9.2) va khong
duoc c6 mau dam hon mau mau N (Phu luc 9.3, phuong
phap 2).

pH

Tir 6,0 dén 7,0 (Phu luc 6.2).

Ding dung dich S dé do.

Géc quay cuce riéng

T +7.0° dén +10.0°, tinh theo ché pham da lam kho (Phy
luc 6.4).

Dung dung dich S dé do.

Tap chat M, N, O

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

Ban mong: Silica gel.

Dung méi khai trién: Dt 2 coc c6 mo, mdi cdc chlra 30
thé tich amoniac dam dac (TT), vao day binh chay sac ky,
trong binh c6 sdn hén hqp methanol - ethyl acetat (20 : 80).
Pé bio hoa trong it nhat 1 h.

Dung djch thu: Hoa tan 0,50 g ché pham trong methanol
(TT) va pha loang thanh 10 ml v&i cung dung moi.

Dung dich déi chiéu (1): Pha loang 1 ml dung dich thir
thanh 20 ml bing methanol (TT). Pha lodng 5 ml dung dich
thu dwoc thanh 50 ml bang methanol (TT). '
Dung dich doi chiéu (2): Pha loang 4 ml dung dich doi
chiéu (1) thanh 10 m| bing methanol (TT)

Cadch tién hanh: Cham riéng biét 1én ban méng 5 ul méi
dung dich trén. Trién khai sic ky t&i khi dung méi di dugce
2/3 chiéu dai ban mong. Dé khd ban méng ngoai khong
khi it nhat trong 3 h, sau d6 dé trong binh bao hoa hoi iod
it nhat 15 h.

Bit ky vét nao, trir vét chinh trén sic ky d6 cua dung dich
thir khéng duge dam mau hon vét thu duogc trén sic ky d6
cua dung dich dbi chiéu (1) (0,5 %) va khong qua 1 vét
dam mau hon vét thu dugc trén sac ky dé cua dung dich
dbi chiéu (2) (0,2 %). Bo qua cac vét & duomg cham.

Ghi chu:

Tap chat M: ],3-bis[(1-methy]ethyI)amino]propan-Z-o],

Tap chat N: (2RS)-3-[(1-methylethyl)amino]propan-1,2-diol.
Tap cht O: Hon hop 3 dongphan lapthé cia 1,1°-[(1-methylethyl)
imino]bis[3-[4-(2-methoxyethyl)phenoxy]propan-2-ol].

Tap chit lién quan

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

Pha déng: Hoa tan 3,9 g amoni acetat (TT) trong 810 ml
nuweée, thém 2,0 ml triethylamin (TT), 3,0 ml acid phos-
phoric (TT), 10,0 ml acid acetic bang (TT) va 146 ml ace-
tonitril (TT) v tron déu.

Dung dich thir: Hoa tan 20,0 mg ché pham trong pha dong
va pha lodng thanh 10,0 ml bang pha dong.

Dung dich déi chiéu (1): Hoa tan 1,5 mg tap chit A chuan
cua metoprolol va 2,5 mg metoprolol tartrat chuan trong
pha dong va pha loang thanh 50,0 ml bang pha dong.
Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 20,0 ml biang pha dong. Pha loang 1,0 ml dung dich
thu duoc thanh 50,0 ml bang pha dong.

Diéu kién sdc ky:

Cot kich thude (15 em x 3,9 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silica gel ding cho sdc ky (5 pm).
Detector quang pho tir ngoai dit & budce séng 280 nm.
Téc dg dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cadch tién hanh:

Tién hanh sic ky véi thoi gian gép 3 1an théi gian luu cua
metoprolol.
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Thoi gian luu twong dbi so véi metoprolol (thoi gian luu
khoang 7 min): Tap chat H khoang 0,3; tap chat C khoang
0,4; tap chat G khoang 0,45; tap chit F khoang 0,7; tap chét
A khoang 0,8; tap chat J khoang 1,4; tap chat D khoang
1,6; tap chat E khoang 1,8; tap chit B khoang 2

Kiém tra tinh phu hop cua hé thong: Trén sic ky dd cua
dung dich d6i chiéu (1), do phan giai giira pic cua tap chét
A va pic ctia metoprolol it nhit 14 6,0.

pé t:nh ham lugng, nhan dién tich pic cua tap chét C véi
hé sb hiéu chinh 14 0,1.

Gioi han:

Tap chatA, B, C, D, E, F, G, H va J: Vi mdi tap chét, dién
tich pic da hiéu chinh, néu cén, khong dugc 16n hon 3 lan
di¢n tich pic chinh thu dugc trén sac ky dd cua dung dich
d6i chiéu (2) (0,3 %).

Tap chit khac: Véi méi tap chat, dién tich pic khéng dugce
I6n hon dién tich pic chinh trén sic ky dd cua dung dich
d6i chiéu (2) (0,10 %).

Téng dién tich pic cua tit ca cac tap chat khong dvgc lon
hon 5 lan dién tich pic chinh thu dugc trén sic ky dé cua
dung dich d6i chiéu (2) (0,5 %).

Bo qua nhirng pic c¢6 dién tich nhé hon 0,5 lan dién tich pic
chinh thu dwgc trén sic ky d6 cua dung dich dbi chiéu (2)
(0,05 %) va bo qua pic cua acid tartric.

Ghi chu:

Tap chat A: (2RS)-1-(ethylamino)-3-[4-(2-methoxyethyl)phe-
noxy|propan-2-ol.

Tap chét B: 4-(2-methoxyethyl)phenol.

Tap chét C; 4-[(2RS)-2-hydroxy-3-[(1-methylethyl)amino]prop-
oxy]benzaldehyd.

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

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

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

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

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

Tap chat J: Hon hop 4 ddng phan 1dp thé cua 1-[2-hydroxy-3-[(1-
methylethyl)amino]propoxy]-3-[4-(2- methoxyethyl) phenoxy]
propan-2-ol,

Mit khéi lugng do 1am kho
Khong duge qua 0,5 % (Phu luc 9.6).
(1,000 g; chan khéng, calci clorid khan; 4 h).

Tro sulfat

Khéng duge qua 0,1 % (Phu luc 9.9, phuong phap 2).
Diing 1,0 g ché pham.

DPinh lugng

Hoa tan 0,250 g ché phém trong 30 ml acid acetic khan (T1).
Chuén do barlg dung dich acid percloric 0, IN (CD) Xac
dinh diém tuong duong bing phuong phap chuan d6 do
dién thé (Phy lyc 10.2).
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1 ml dung dich acid percloric 0,1 N (CD) tuong duong v;
34,24 mg C;,HsgN:Ono.

Béo quan '
Trong d6 dyng kin, tranh 4nh sang.

Loai thudc
Thudc chbng ting huyét ap.

Ché pham
Vién nén.

VIEN NEN METOPROLOL TARTRAT

La vién nén chira metoprolol tartrat.
Ché pham phii dap mg céc yéu cau trong chuyen luén
“Thuéc vién nén” (Phu luc 1.20) va cac yéu ciu sau day:

Ham lwong metoprolol tartrat, (CisHxsNO3),.CHyO, tir
90,0 % dén 110,0 % so v&i lugng ghi trén nhan.

Pinh tinh

A. Can mdt luong bét vién tuong ing v 50 mg me,toprolcl
tartrat vao binh dinh mirc 500 ml va thém nuwdc dén vach,
tron déu. Loc dung dich thu dugc qua mang loc 1 um hoge
nhé hon. Phd hap thy tir ngoai (Phu luc 4.2) cta dung dich
thu dugc phai cho céc cuc dai va cuc tiéu hap thu & cung
bude song véi phd hép thy tir ngoai cta dung dich chira
0,1 mg/ml metoprolol tartrat chuan trong mwzde.

B. Trong phan Pinh lugng, pic chinh trén sic ky d6 cua
dung dich thir phai co thoi glan [uu tuong ung voi thoi glan
Iwu ctia pic metoprolol trén sic ky d6 cua dung dich chuan.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Moi truong hoa tan: 900 ml dich da day gia (khong co
pepsin).

Téc dg quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, ldy mét
phé‘m dich hoa tan va loc, bo 20 ml dich loc dau.

Dung dich chudn: Hoa tan metoprolol tartrat chuan
trong moi trurdong hoa tan dé thu dugc dung dich co nong
do6 metoprolol tartrat twong dwong véi dung dich thur.
Do d6 hap thu (Phu luc 4.1) cua dung dich chuén va dung
dich thir ¢ budc soéng 275 nm, mau tring la moi trudng
hoa tan.

Tinh lugng metoprolol tartrat da hoa tan tiur do h'flp
thu cua dung dich chuan, dung dich thir va ham lugng
(CysHysNO3),.C4HgO4 cuia metoprolol tartrat chuan.
Yéu cau: Khéng it hon 75 % (Q) lugng metoprolol tartrat,
(CsH35NO4),.C4HgOg, so vai lugng ghi trén nhin dugc hoa
tan trong 30 min.



