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Ghi chu:

Tap chat A: 0-4,6-dideoxy-4-[[(15,4R,55,65)-4,5,6-trihydroxy-
3-(hydroxymethyl)cyclohex-2-enyl]amino]-a-D-glucopyrano-
syl-(1—4)-0-a-D-glucopyranosyl-(1—4)-D-arabino-hex-2-
ulopyranose.

Tap chét B: (1R,4R,55,6R)-4,5,6-trihydroxy-2-(hydroxymethyl)
cyclohex-2-enyl 4-0-[4,6-dideoxy-4-[[(15,4R,55,65)-4,5,6-
trihydroxy-3-(hydroxymethyl)cyclohex-2-enyl]amino]-a-D-
glucopyranosyl]-a-D-glucopyranosid.

Tap chit C: o- D-glucopyranosyl 4-0O-[4,6-dideoxy-4-[[(1S,4R,
58,65)-4,5,6-trihydroxy-3-(hydroxymethyl)cyclohex-2-enyl]
amino]-a-D-glucopyranosyl]-a-D-glucopyranosid.

Tap chit D: 4-O-[4,6-dideoxy-4-[[(15,4R,5S,65)-4,5,6-trihydroxy-
3-(hydroxymethyl)cyclohex-2-enyl]amino]-a-D-gluco-
pyranosyl]-D-glucopyranose.

Tap chét E: 0-4,6-dideoxy-4-[[(1S,4R,55,6S5)-4,5,6-trihydroxy-3-
(hydroxymethyl)cyclohex-2-enylJamino]-a-D- glucopyranosyl-
(1—-4)-0-a-D-glucopyranosyl-(1—4)-0-a-D-glucopyranosyl-
(1—4)-D-arabino-hex-2-ulopyranose (4-0O-o-acarbosyl-D-
fructopyranose).

Tap chét F: 0-4,6-dideoxy-4-[[(15,4R,5S,65)-4,5,6-trihydroxy-
3-(hydroxymethyl)cyclohex-2-enyl]amino]-a-D-glucopyrano-
syl-(1—4)-0-a-D-glucopyranosyl-(1—4)-0O-o-D-glucopyrano-
syl-(1—4)-D-glucopyranose(4-O-a-acarbosyl-D-glucopyranose).
Tap chit G: o-D-glucopyranosyl-0-4,6-dideoxy-4-[[(15,4R,
55,65)-4,5,6-trihydroxy-3-(hydroxymethyl)cyclohex-2-enyl]
amino]-a-D-glucopyranosyl-(1—4)-0-a-D-glucopyranosyl-
(1—4)-0-a-D-glucopyranosid(a-D-glucopyranosyl a-acarbosid).
Tap chét H: 0-4,6-dideoxy-4-[[(15,4R,5S,6S)-4,5,6-trihydroxy-
3-(hydroxymethyl)cyclohex-2-enyl]amino]-a-D-gluco-
pyranosyl-(1—4)-0-6-deoxy-a-D-glucopyranosyl-(1—4)-D-
glucopyranose.

Nurée
Khéng dugce qua 4,0 % (Phu luc 10.3).
Dung 0,300 g ché phdm.

Tro sulfat
Khéng dugc qua 0,2 % (Phu luc 9.9, phuong phép 2).
Dimg 1,0 g ché phim.

DPinh lwong

Phuong phap sic ky 16ng (Phu luc 5.3). Diéu kién sic ky
nhu mé ta trong phin Tap chit lién quan.

Tién hanh sic ky véi dung dich thir va dung dich d6i
chiéu (1).

Tinh ham luo‘ng phén tram cua C25H43N018 trong Ché
phdm dya vao dién tich pic thu dugc trén sic ky d6 cua
dung dich thir, dung dich ddi chiéu (1) va ham lugng cia
CysH,3NO, 4 trong acarbose chuin.

Béo quan

Trong d6 dung kin.

Loai thube

Chat irc ché alpha-glucosidase; diéu tri déi thdo duong.

Ché phim
Vién nén.

VIEN NEN ACARBOSE

VIEN NEN ACARBOSE

La vién nén chira acarbose.
Ché pham phai dép {ng cic yéu ciu trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va céc yéu cdu sau day:

Ham lugng acarbose, C,sH,;NO g, tir 90,0 % dén 110,0 %
so v0i lugng ghi trén nhan.

Pinh tinh

Trong phéin Pinh luong, pic chinh trén sic ky db ciia dung
dich thir phai cé thoi gian luu tuong Ung véi thai gian uu
ctia pic chinh trén sic ky db cua dung dich chudn.

D¢ hoa tan (Phuy luc 11.4)

Thiét bi: Kiéu canh khudy.

Mbéi truong hoa tan: 900 ml nmoc.

Téc d quay: 75 t/min.

Thoi gian: 30 min.

Cdch tién hanh:

Pinh lugng acarbose hoa tan bang phuong phap sic ky
long (Phu luc 5.3).

Dung dich chudn: Hoa tan acarbose chuén trong redre dé thu
dwoc dung dich c6 ndng d6 50 pg/ml (véi vién ham hrong
50 mg) hodc 100 pug/ml (véi vién ham lugng 100 mg).
Dung dich thir: Sau thdi gian hoa tan quy dinh 1iy mét
ph??m dich hoa tan va loc, loai bé dich loc dau. .

Pha dong, didu kién sic ky nhr mo ta trong phan Dinh
lugng.

Thé tich tiém: 50 pl.

Tinh lugng acarbose d3 hoa tan trong mot vién dya
vao dién tich pic thu dwoc trén sic ky d6 cia dung dich
chudn, dung dich thir va ham lugng ctia CpsHy3NO g trong
acarbose chuén.

Yéu cau: Khong ithon 80 % (Q) lugng acarbose, C,sH43sNO g,
50 v&i lugng ghi trén nhan dugc hoa tan trong 30 min.

Tap chit lién quan

Phuong phép séc ky 1ong (Phy luc 5.3).

Pha ddng, diéu kién séc ky nhu mé ta trong phén Pinh
luong.

Dung dich thu: Céan chinh xdc mgt lugng bot vién twong
ung v&i 500 mg acarbose vao binh dinh mire 25 ml, thém
nude lac dé hoa tan va thém nwde dén vach, lic déu va loc.
Dung dich d6i chiéu: Pha loang 1,0 ml dung dich thir thinh
100,0 ml bang rude.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gép 2,5 lan thoi gian hru
cua pic chinh.

Thoi gian luu tuong dbi so véi acarbose: Tap chit D
khoang 0,5; tap chit B khoang 0,8; tap chit A khoang 0.9;
tap chat C khoang 1,2.

Dé tinh ham lugng, nhan dién tich pic cla céc tap chit sau
v6i hé sb hiéu chinh twong tmg: Tap chét D 14 0,75; tap
chét B 11 0,63.
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Gidi han:

Dién tich pic tap chat D da hiéu chinh khong dugc Iém hon
dién tich pic chinh thu dugc trén sic ky d6 cua dung dich
d6i chiéu (1,0 %).

Dién tich pic tap chit B da hiéu chinh khong dugc 1én
hon 0,5 lan dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich d6i chiéu (0,5 %).

Dién tich pic tap chét A khong dugc 16n hon 1,2 lan dién
tich pic chinh thu dugc trén sic ky d6 cua dung dich dbi
chiéu (1,2 %).

Dién tich pic tap chit C khéng duogc 16m hon 1,5 lan dién
tich pic chinh thu dugc trén sic ky d6 cua dung dich dbi
chiéu (1,5 %).

Tap don khac: Véi mdi tap chz"it, dién tich pic khéng dugc
16n hom 0,2 14n dién tich pic chinh trén séc ky dd cua dung
dich d6i chiéu (0,2 %).

Téng dién tich pic cua tit ca cac tap chat khéng duoc 16m
hon 3 lan dién tich pic chinh thu dugc trén sic ky db cia
dung dich déi chiéu (3,0 %).

Bo qua cic pic c6 thoi gian hru twong ddi so véi acarbose
nhé hon 0,2 va céc pic c6 dién tich nhé hon hodc bing 0,1
lan dién tich pic chinh thu dugc trén sic ky dé cua dung
dich dbi chiéu.

Pinh lrgong

Phuong phép sic ky léng (Phu luc 5.3).

Pha dong: Dung dich dém phosphat - acetonitril (25 : 75).
Dung dich dém phosphat: Hoa tan 600 mg kali
dihydrophosphat (TT) va 279 mg dinatri hydrophosphat
khan (TT) trong nudc va pha loang thanh 1000 ml bang medc.
Dung dich thir: Can 20 vién, tinh khéi luong trung binh
vién va nghjén thanh bt min. Can chinh x4c mét lugng
bot vién trong ing vdi khoang 50 mg acarbose vao binh
dinh mitc 50 ml. Thém nuwdc, siéu 4m dé hoa tan va thém
nueée dén vach. Tron déu va loc.

Dung dich chudn: Dung dich chira 1 mg/ml acarbose
chuén trong nudc.

Dung dich kiém tra tinh phit hop cua hé théng: Hoa tan
200 mg acarbose chuan trong binh djnh mirc 10 ml bing
mot lugng nhd nuce, thém 1 ml dung dich natri hydroxyd
0,1 M (TT). Trén déu, dé yén & nhiét 46 phong 1 h, thém
1 ml dung dich acid hydrocloric 0,1 M (TT), sau d6 thém
nude dén vach, tron déu.

Diéu kién sdc ky:

Cot kich thude (25 ecm x 4,6 mm) duge nhdi pha tinh
amino-propylsilyl silica gel ding cho sdc ky (5 pm).
Nhiét d6 cot: 35 °C.

Detector quang phd tir ngoai dt & buéc séng 210 nm.
Téc d6 dong: 2,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phu hop cuia hé théng: Trén sic ky dd cua
dung dich kiém tra tinh phu hop cia hé thong, thdi gian
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lru twong dbi cua pic tap chat A so v6i acarbose khoang
0,9; ty s6 dinh - hom (H/H,) it nhit 1a 2,0; trong d6 H, la
chiéu cao dinh pic tap chat A so véi duong nén va H la
chiéu cao tmh tir duomg nén 1én dén day hdm phén tach
gitra pic ty s6 dinh - hom (HyH,) it nhit 1a 2,0; trong d6
H, la chiéu cao dinh pic tap chat A so véi duomg nén va H,
la chlcu cao tinh tir dudng nén 1én dén déy hom phan tich
gitra pic tap chit A va pic acarbose; s dia ly thuyet tinh
trén pic acarbose it nhét 1 2000.

Tinh ham lugng acarbose, C25H43NO.3, trong vién dya
vao dién tich pic thu dugc trén sic ky dd cua dung dich
chuén, dung dich thir va ham luong cta C,sH43NO g trong
acarbose chuan.

Bio qu:’an ]
Trong d6 dung kin, dé noi kho, mat, tranh anh sang.

Loai thube
Diéu tri dai thao duong.

Ham luwgng thuwong ding
50 mg, 100 mg.

ACEBUTOLOL HYDROCLORID
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va dong phan dbéi quang
C13H23N204.HC1 Pt.l: 372,9
Acebutolol hydroclorid 1a  N-[3-acetyl-4-[(2RS)-2-

hydroxy-3-[(1- -methylethyl)amino]propoxy]phenyl]
butanamid hydroclorid, phai chira tir 99,0 % dén 101,0 %
C,5H,CIN,O,, tinh theo ché phiam di 1am khs.

Tinh chit

Bot két tinh mau tring hodc gin nhu tréng. D& tan trong
nudc va trong ethanol 96 %, rat khé tan trong aceton va
trong methylen clorid.

Nhiét d6 néng chay khoang 143 °C.

Pinh tinh

C6 thé chon mdt trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhom I1: B, C, D.

A. Pho hap thu hong ngoai (Phu luc 4.2) ctia ché phim
phai phti hop véi phd hap thu hong ngoai cua acebutolol
hydroclorid chuin. Chuin bi cic mau dang dia nén.

B. Hoa tan 20,0 mg ché phim trong dung dich acid
hydrocloric (TT) 0,1 % (tt/tt) va pha lodng thanh 100,0 ml
voi cung dung méi. Pha lodng 5,0 ml dung dich thu dugc



