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VIEN NEN ACEBUTOLOL

Tap chét B: N-[3-acetyl-4-[(2RS)-2-hydroxy-3-[(1-methylethyl)
amino]propoxy]phenyl]acetamid (diacetolol).

Tap chat C. N-(3-acetyl-4-hydroxyphenyl)butanamid.

Tap chét D: 1-[S-amino-2-[(2RS)-2-hydroxy-3-[(1-methylethyl)
amino]propoxy]phenyl]ethanon.

Tap chét E: N-[4-[(2RS)-2-hydroxy-3-[(1-methylethyl)amino]
propoxy]phenyl]butanamid.

Tap chét F: N-[3-acetyl-4-[(2RS)-2,3-dihydroxypropoxy]phenyl]
butanamid.

Tap chatI: N-[3-acetyl-4-[(2RS)-3-(ethylamino)-2-hydroxypropoxy]
phenyl]butanamid.

Tap chét J: N-[3-acetyl-4-[(2RS)-2-hydroxy-3-[(1-methylethyl)
amino]propoxy]phenyl]propanamid.

Tap chat G: N,N-[[(1-methylethyl)imino]bis[(2-hydroxypropan-
1,3-diyl)oxy(3-acetyl-1,4-phenylen)]] dibutanamid (biamin).
Tap chit H: NN-[(2-hydroxypropan-1,3-diyl)bis[oxy(3-acetyl-
1,4-phenylen)]]dibutanamid.

Tap chét K: N-[3-butanoyl-4-[(2RS)-2-hydroxy-3-[(1-methylethyl)
amino]propoxy]phenyl]butanamid.

Kim loai niing

Khéng dugc quéa 20 phén triéu (Phu luc 9.4.8).

Hoa tan 0,50 g ché phdm trong nude, tién hanh thir theo
phuong phép 5.

Pha lodng 10,0 ml dung dich chi mdu 1 phan triéu Pb (TT)
thanh 20,0 ml bing nwdc dé chuan bi miu ddi chiéu.

Mit khdi lwgng do 1am khd
Khong dugc qué 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C; 3 h).

Tro sulfat
Khéng dugce qua 0,1 % (Phu luc 9.9).
Dung 1,0 g ché phz‘im.

Dinh lugng

Hoa tan 0,300 g trong 50 ml ethanol 96 % (TT) va thém
1 ml dung dich acid hydrocloric 0,1 M (TT). Chuan d¢
bing dung dich natri hydroxyd 0,1 N (CP). X4c dinh diém
twong dwong bing phuong phap chudn d5 do dién thé (Phu
luc 10.2). Poc thé tich dung dich natri hydroxyd 0,1 N
(CD) tiéu thy giira 2 diém udn.

1 ml dung dich natri hydroxyd 0,1 N (CD) twong duong
voi 37,29 mg C18H29C1N204.

Bdo quén
Trong bao bi kin, tranh anh séng.

Loai thude
Thudc chen beta-adrenergic.

Ché phim
Vién nén, nang.
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VIEN NEN ACEBUTOLOL

La vién nén chira acebutolol hydroclorid.
Ché phim phai dap mg céc yéu cau trong chuyén luin
“Thubc vién nén” (Phu luc 1.20) va cac yéu clu sau:

Ham lugng acebutolol, C,sH,sN;0,, tir 95,0 % dén 105,0 %
so voi lugng ghi trén nhén.

Pinh tinh

Trong phén Dinh lugng, pic chinh trén sic ky d6 cia dung
dich thir phai c6 thdi gian Iuu trong Ung vaéi thoi gian uu
ctia pic acebutolol trén sic ky @6 cia dung dich chuén,

PO hoa tan (Phy luc 11.4)

Thiét bj: Kiéu canh khudy.

Moi truong hoa tan: 900 ml nuroc.

Téc do quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thur: Sau thoi gian hoa tan quy dinh, liy mot
phin dich hoa tan, loc. Pha lodng néu can bang nudec.
Dung dich chudn: Can chinh xdc mot luong acebutolol
hydroclorid chuén, hda tan trong nuwée dé thu duge dung
dich c6 ndng d6 acebutolol twong dwong v6i néng do
acebutolol cua dung dich thur.

Po d6 hip thu (Phu luc 4.1) ciia dung dich thir va dung
dich chuin & buéc séng 232 nm (Phu luc 4.1).

Tinh lugng acebutolol, C,gH,3N,0,4 d@ hoa tan dua vao do
hép thu cia dung dich chuén, dung dich thir va ham lugng
C1sH2sN,O, trong acebutolol hydroclorid chuin.

Yéu cau: Khong it hon 80 % (Q) lugng acebutolol,
C,sH,5N;0y4, so voi lugng ghi trén nhén duge hoa tan trong
30 min.

Tap chit lién quan

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

Ban mong: Silica gel GF ;4.

Dung moi khai trién: Cloroform - dimethylformamid - acid
acetic bang (60 : 20 : 20).

Dung dich thir: Lic mét luong bot vién tuong mg
khoéng 0,4 g acebutolol véi 20 ml hdn hop dong thé tich
cloroform (TT) va methanol (TT) trong 2 min, ly tim ldy
dung dich trong.

Dung dich ddi chiéu (1): Pha loang 3 ml dung djch thir
thanh 100 ml bing hén hop déng thé tich cloroform (TT)
va methanol (TT). Tiép tuc pha lodng 1 ml dung djch thu
dugc thanh 10 ml bing cing hén hep dung méi.

Dung dich ddi chiéu (2): Pha loang | ml dung dich thi
thanh 100 ml bing hdn hop ddng thé tich cloroform (TT)
va methanol (TT). Tiép tuc pha lodng 1 ml dung dich thu
dugc thanh 10 ml bing cung hdn hop dung moi.

Cdch tién hanh: Chim riéng biét 1én ban méng 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Liy ban méng ra va dé kho ngoai khong khi. Quan
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st dudi anh sang tir ngoai & budc séng 254 nm. Trén sic
ky dd cia dung dich thir khong dugce c6 vét phy ndo dam
hon vét chinh trén sic ky 4 cia dung dich déi chiéu (1)
(0,3 %) va khong duoc c6 qué 2 vét phu dam hon vét chinh
trén sic ky dd cia dung dich dbi chiéu (2) (0,1 %). Bé qua
céc vét trén vach xuit phat. '

Pinh lurgng

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

Dung dich dém: Hoa tan 2,4 g natri decanesulfonat (TT)
trong 1000 ml nude, chinh pH dén 3,5 bing acid acetic
bang (TT).

Pha dong: Methanol - dung dich dém (60 : 40). Piéu chinh
ty 1& néu can.

Dung dich chudn: Can chinh xac mot lwong chit chuén
acebutolol hydroclorid va hoa tan trong methanol (TT) dé
thu dugc dung dich c6 nong d6 khoang 0,22 mg/ml (tuong
duong véi ndng d6 acebutolol khoang 0,2 mg/ml).

Dung dich thir: Cin 20 vién va nghién thanh bét min.
Cén chinh xac mét lugng bot vién twong img véi khoang
200 mg acebutolol cho vao binh dinh mirc 200 ml, thém
khoang 180 ml methanol (TT), lac trong 30 min. Thém
methanol (TT) &n dinh mirc, lic du, loc. Pha lodng
5,0 ml dich loc thanh 25,0 ml bing methanol (TT).

Diéu kién sdc ky:

Cot kich thude (15 cm x 3,9 mm) dugc nhdi pha tinh C
(5 pm). .

Detector quang pho tir ngoai dit & bude séng 254 nm.
Téc @6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop ciia hé théng: Tién hanh sic ky vai
dung dich chuén, hé sé déi xtrng cia pic chinh khéng dugce
16m hon 1,5 va d§ léch chuin twong ddi ctia dién tich pic
dap tng tir 6 1an tiém lap lai khéng dugc 16m hon 2,0 %.
Tién hanh sic ky lin luot v&i dung dich chudn va dung
dich thur.

Tinh ham lugng acebutolol, C,gHyN,Oy4, dua vao dién tich
pic trén sic ky dd cua dung dich chuin, dung dich thi va
ham hrgng C,gH,5N,0, trong acebutolol hydroclorid chuén.

Bio quan )
Trong bao bi kin, d€ noi kh6 mat, tranh 4nh sang.

Loai thudc
Chen beta-adrenergic.

Ham lrong thwdmg ding
200 mg; 400 mg.

ACENOCOUMAROL
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va dbng phan déi quang

C|9H|5N05 P.t.l.: 3533

Acenocoumarol 1a (RS)-4-hydroxy-3-(1-p-nitrophenyl-
3-oxobutyl) coumarin, phai chira tir 98,5 % dén 100,5 %
C)oH,sNQg, tinh theo ché phdm da lam khé.

Tinh chat

Bot da hinh, gan nhu tring cho téi mau vang sim.

Thuc té khéng tan trong nudc va ether, khé tan trong
ethanol 96 %. Tan trong cac dung dich hydroxyd kiém.

Pinh tinh

Phd hép thu hong ngoai (Phu luc 4.2) ciia ché phim
phai phd hop véi phd hip thu hdng ngoai ddi chiéu cua
acenocoumarol. Néu phé thu dugc cta ché phdm khac véi
phé d6i chidu, hoa tan 0,1 g ché phém trong 10 ml aceton
(TT) va thém nurée timg giot mot cho dén khi dung dich trd
nén duc. Pun néng trén cach thiy cho dén khi dung dich
trong va d yén. Loc, rira tinh thé thu dugc bang hén hop
ddng thé tich aceton (TT) va nude. Shy khd & 100 °C trong
30 min & 4p suit 2 kPa. Po ph cén thu dugc.

D{ trong va mau sic ciia dung dich

A.Dung dich 2,0 % ché phim trong aceton (TT) phii trong
(Phu luc 9.2).

B. D hip thy 4nh sang (Phu luc 4.1) cia dung dich 2,0 %
ché phédm trong aceton (TT), do & 460 nm trong céc do day
4 cm, khéng dugc I6n hon 0,12.

C. Dung dich 2,0 % ché phidm trong dung dich natri
hydroxyd 0,1 M (TT) phai trong (Phy luc 9.2), va ¢ mau
vang.

Db hap thy dnh sdng
D6 hap thu (Phu Iuc 4.1) ctia dung dich 0,001 % ché phim
trong hén hop dung dich acid hydrocloric 1 M - methanol
(1:9) & cyc dai hip thu 306 nm, tir 0,50 dén 0,54, tinh theo
ché phdm da 1am kho.

Tap chit lién quan

Khéng dugce qua 0,1 %.

Phuong phép séc ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF;s,.

Dung méi khai trién: Dicloromethan - cyclohexan - acid
acetic bang (50 : 50 : 20).
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