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THUOC BOT ASPARTAM

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

Pinh lugng

Cén chmh xac khoang 0,250 g ché phidm, hoa tan trong
hén hop gdm 1,5 ml acid formic khan (TT) va 60 ml acid
acetic khan (TT). Chuan d6 bing dung dich acid percloric
0,1 N (CD) X4c dinh diém twong dwong bing phuong
phép chuén 46 do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) twong duong véi
29,43 mg C,,H,sN,0s.

Bio quin
Trong &0 bao géi kin.

Loai thudc
Chat lam ngot.

Ché phim
Vién nén, thudc bot.

THUOC BQT ASPARTAM

La thudc bét chira aspartam. ‘
Che pham phai dp mg cic yéu cau trong chuyén luan
Thuoc bét (Phu luc 1.7) va cac yéu cau sau diy:

Ham lwong aspartam, C,H,sN,Os, tir 90 % dén 110 %
so voi lugng ghi trén nhan.

Tinh chét
B4t mau trang, cé vi ngot.

Pinh tinh

A.Hoatan 0,1 g ché pham trong ethanol (TT) va pha lodng
thanh 100 ml véi cing dung méi, lic déu, loc. Do phé hip
thu tir ngoai (Phy luc 4.1) ctia dung dich thu duogc trong
khoang buérc song tir 200 dén 300 nm, phai cho céc cuc dai
hap thu tai 247 nm, 252 nm, 258 nm va 264 nm.

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

Ban mong: Silica gel G.

Dung méi khai trién: Nuoc - acid formic - methanol -
methylen clorid (2 : 4 : 30 : 64).

Dung dich thir: Hoa tan mét lugng bot ché phim tuong
img véi 15 mg aspartam trong 2,5 ml nwde, thém acid
acetic (TT) vira du 10 ml. Loc.

Dung dich déi chiéu: Dung dich aspartam chuén 0,15 %
trong hén hop gom 2,5 thé tich nwéc va 7,5 thé tich acid
acetic (TT).

Cdch tién hanh: Cham riéng biét 1én ban méong 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dwoc
1S cm. Lay ban sic ky ra, dé kho ngoai khong khi, phun
dung dich ninhydrin 2 % (TT) va siy & 100 °C dén 105 °C
trong 15 min. Vet chinh trén sic ky dé cua dung dich thur
phai tucmg {mg vé vi tri v mau sic véi vét chinh trén sic
ky d6 cuia dung dich déi chiéu.
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Mt khoi lrgng do 1am khé
Khong dugc qua 9,0 % (Phu luc 9.6).
(1 g; 80°C).

Dinh lrong

Cén 20 don vi ché pham, xac dinh khdi lugng trung binh,
tron déu. Can chinh xac mét lugng ché pham twong (mg
40 mg aspartam vao binh dinh mirc 100 ml, hoa tan bing
dung dich acid hydrocloric 2 M (TT) va thém dén dinh
mic v6i cing mdt dung mdi, lic déu. Loc, bé dich loc
dau. Po do hap thu (Phu luc 4.1) cua dich loc thu dugc ¢
buéc séng 258 nm, cbe do diy 1 cm, miu tring 1a dung
dich acid hydrocloric 2 M (TT). So sanh véi dung dich
aspartam chuan 0,040 % trong dung dich acid hydrocloric
2 M(TT).

Tinh ham lugng aspartam, C,4H,sN,Os, trong ché phim
dwa vao ham lugng C,4H,sN,O; trong aspartam chuan.

Bio quéin -
Trong bao bi kin, dé noi kho mat, tranh anh sang.

Ham lugng thwong dung
1g.
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Atenolol 1a 2-[4-[(2RS)-2-hydroxy-3-[(1-methylethyl)-
amino]propoxy]phenyl]acetamid, phai chira tir 99,0 % dén
101,0 % C,4H;;N,0,, tinh theo ché phim da l1am khé.

Tinh chit
Bot keét tinh mau tring hoic gin nhu tring, hoi tan trong
nudc, tan trong ethanol khan, khd tan trong methylen clorid.

P.t.l: 266,3

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém It A,

Nhém II: B, C, D.

A.Phd hap thy hong ngoai (Phu luc 4.2) ciia ché phim phm
phtt hop véi phé hap thy hong ngoai ctia atenolol chuan.
B. Hoa tan 0,100 g ché phim trong methanol (TT) va pha
loang thanh 100 ml bing cing dung méi. Pha lodng 10,0 ml
dung dich thu dwgc thanh 100 ml bing methanol (TT). Do
phé hép thu tir ngoai (Phy luc 4.1) trong khoang budrc séng
tir 230 nm dén 350 nm. Phd hép thu tir ngoai phai c6 hai
cuc dai hap thy & budc séng 275 nm va 282 nm. Ti s6 d6
hip thu & buéc séng 275 nm va budc séng 282 nm tir 1,15
dén 1,20.
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C. Diém chay: Tir 152 °C dén 155 °C (Phy lyc 6.7).

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

Ban mong: Silica gel da diwgc silan hoa Fs,.

Dung méi khai trién: Amoniac 18 M - methanol (1 : 99).
Dung djch thir. Hoa tan 10 mg ché phiam trong 1 ml
methanol (TT).

Dung dich déi chiéu: Hoa tan 10 mg atenolol chuin trong
1 ml methanol (TT).

Cdch tién hanh: Chim riéng biét 1én ban méng 10 pl mdi
dung dich trén. Sau khi trién khai sic ky, l4y ban méng ra
@é kh6 ngoai khong khi va quan sét duéi dnh sang tir ngoai
& budc séng 254 nm. Vét chinh thu duge trén sic ky d6
cia dung dich thir phai gidng véi vét chinh thu dugc trén
sic ky 46 cua dung dich d6i chiéu vé vi tri va kich thuéc.

D{ trong va mau sic ciia dung dich

Dung dich S: Hoa tan 0,10 g ché phim trong nuéc va pha
long thanh 10 ml véi cliing dung moi.

Dung dich S phai trong (Phu luc 9.2) va khong dugc ddm
mau hon dung dich mau chuin twong ty & muc 6 (Phu luc
9.3), phuong phap 2).

Géc quay cuc
Tir -0,10° dén +0,10° (Phu luc 6.4).
Dung dung dich S dé do.

Tap chét lién quan

Phwong phap sic ky 16ng (Phu luc 5.3).

Pha déng: Hoa tan 1,0 g natri octansulfonat (TT) va 0,4 g
tetrabutylamoni hydrosulfat (TT) trong 1 L hén hop dung
mbi gém: Tetrahydrofuran - methanol (TT,) - dung dich
kali dihydrophosphat 0,34 % (20 : 180 : 800); diéu chinh
d&én pH 3,0 béng acid phosphoric (TT).

Dung dich thir: Hoa tan 50,0 mg ché pham trong 20,0 ml
pha ddng va pha loang thanh 25,0 ml véi cing dung méi.
Dung dich déi chiéu (1): Hoa tan 2 mg atenolol chuin dé
kiém tra tinh phi hop cia hé thong (chira céc tap chét: B,
F, G, I vaJ) biang 1,0 ml pha dong.

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

Diéu kién sdc ky:

Cotkich thude (12,5 cm x 4,0 mm) dugce nhdi pha tinh end-
capped octadecylsilyl silica gel diing cho sde ky (5 pm).
Detector quang phé tir ngoai & budc séng 226 nm.

Téc d6 dong: 0,6 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh s&c ky véi thoi gian gép 5 14n thoi gian luu cia
atenolol.

Sir dung sic ky d6 cung cip kém theo atenolol chuén ding
dé kiém tra tinh ph hop cua hé théng va sic ky dé cua
dung dich d6i chiéu (1) dé xac dinh pic cac tap chét B, F,
G,Ival.

Théi gian lwu trong d6i so véi atenolol (thdi gian lwu

ATENOLOL

khoang 8 min): Tap chét B khoang 0,3; tap chét J khoang
0,7; tap chét I khoang 0,8; tap chét F khoang 2,0 (gdm hai
pic); tap chat G khoang 3,5.

Kiém tra tinh phil hop ciia hé théng: Trén sic ky do cua
dung dich dbi chiéu (1), 9 phan giai giira pic cta tap chat J
(tap chét chua dinh danh) véi pic cia tap chat 1 it nhat 1a 1,4,
Gioi han:

Pé tinh ham luong, nhan dién tich pic cia tap chét I véi
hiéu s6 hiéu chinh 14 1,5.

Tap chét B: Dién tich pic tap chat B khong dugc 1én hon
2 lan dién tich pic chinh thu dugc trén sic ky d6 ctia dung
dich déi chiéu (2) (0,2 %).

Tap chat F, G, I: Véi mdi tap chat, dién tich pic d hiéu chinh,
néu cdn, khéng dugc 16n hon 1,5 lan dién tich pic chinh thu
duoc trén sic ky db cia dung dich dbi chiéu (2) (0,15 %).
Tap don khic: Dién tich pic ciia mdi tap chat khong dugc
16n hon dién tich pic chinh trén sic ky d6 cta dung dich
dbi chiéu (2) (0,10 %).

Téng dién tich pic cia tat ca cac tap chat khong dugc Iém
hon 5 1in dién tich pic chinh trén sic ky dd cua dung dich
dbi chiéu (2) (0,5 %).

B6 qua nhimg pic c6 dién tich nhé hon hodc bang 0,5 lan
dién tich pic chinh trén sic ky d6 ciia dung dich déi chiéu
(2) (0,05 %).

Ghi chu:

Tap chit A: 2-(4-Hydroxyphenyl)acetamid.

Tap chét B: 2-[4-[(2RS)-2,3-Dihydroxypropoxy]phenylJacetamid.
Tap chét D: 2-[4-[(2RS)-3-Cloro-2-hydroxypropoxy]phenyl]acetamid.
Tap chit E: 2,2’-[(2-Hydroxypropan-1,3-diyl)bis(oxy-4, 1-phenylen))
diacetamid.

Tap chat F: 2,2°-[[(1-Methylethyl)imino]bis[(2-hydroxypropan-
3,1-diyl)oxy-4,1- phenylen]]diacetamid.

Tap chit G: Acid 2-[4-[(2RS)-2-hydroxy-3-[(1-methylethyl)
amino]propoxy Jphenyl]acetic.

Tap chat H: 2-[4-[(2RS)-2-Hydroxy-3-[(1-methylethyl)amino]
propoxy]phenyl]acetonitril.

Tap chét I: 2-[4-[(2RS)-3-(Ethylamino)-2-hydroxypropoxy]phenyl]
acetamid.

Clorid

Khéng dugc qué 0,1 %.

Hoa tan 50 mg ché phim trong hén hop gbm 1 ml dung dich
acid nitric loang (TT) va 15 ml nwdc. Ding dung dich thu
duoc dé thir (khong thém tiép dung dich acid nitric lodng)
(Phy luc 9.4.5).

Mit khoi lrgng do 1am khd
Khong dugce qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng dugc qué 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh lwgng

Hoa tan 0,200 g ché phdm trong 80 ml acid acetic khan
(TT). Chuan d$ bang dung dich acid percloric 0,1 N (CP),
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VIEN NEN ATENOLOL

xac dinh diém két thic bing phuong phip chuin d§ do
dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
26,63 mg C14H22N203.

Bdo quén
Trong bao bi kin, trdnh dnh séng.

Loai thubc
Chen doi giao cam beta.

Ché phim
Vién nén, thudc tiém, dung dich uc‘mg.

VIEN NEN ATENOLOL

La vién nén, hay vién bao chira atenolol.
Ché pham phai dép img cic yéu cau trong chuyén lugn
“Thudc vién nén” (Phu luc 1.20) va cic yéu cu sau day:

Ham lugng atenolol, C,,H,,N,0;, tir 90,0 % dén 110,0 %
so v&i lugng ghi trén nhan.

Pinh tinh

A. Trong phin DPinh luong, phé hép thu tir ngoai (Phu luc
4.1) cia dung dich thir trong khoang 230 nm dén 350 nm
c6 cac hap thu cuc dai & khoang 276 nm va 283 nm.

B. Trong phan Tap chit lién quan, thoi gian hru cua pic
chinh trong sic ky d4 thu dugc cia dung dich (1) phai
twong mg vai thoi gian lwu cia pic atenolol trong sic ky
dd thu dugc coa dung dich (3).

Tap chit lién quan

Phuong phép sic ky long (Phy luc 5.3).

Dung dich dém phosphat. Hoa tan 6,8 g kali dihydrophosphat
(TT) trong 1000 ml nuoc, diéu chinh pH téi 3,0 véi acid
phosphoric (TT).

Pha dong: Hoa tan 1,30 g natri octansulfonat (TT) trong
hén hop 700 ml dung dich dém phosphat va 300 ml
methanol (TT).

Dung dich (1): Can chinh xadc mét lugng bot vién tuwong
ung vdi 50 mg atenolol, thém 40 ml pha d4ng, si€éu dm
20 min, pha lodng thanh 50,0 ml v&i pha ddng, loc. Su
dung dich loc.

Dung dich (2): Pha loang 1 ml dung dich (1) thanh 100 ml
v&i pha dong.

Dung dich (3): Dung dich atenolol chuin 0,1 % trong
pha dong.

Diéu kién sdc ky: .

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

Detector quang phd tir ngoai dit & budce séng 275 nm.
Téc dd dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:
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Tién hanh sic ky dung dich (2), diéu chinh sao cho chiéu
cao cua pic chinh bing 20 % thang do.

Tién hanh sic ky dung dich (1) trong khoang thdi gian gip
ba 14n th&i gian luu cia pic chinh.

Gioi hgn:

Téng dién tich cua cac pic phu trong sic ky d6 thu duge
cia dung dich (1) khong dugc 16m hon dién tich pic chinh
trong séc ky b thu dugc cua dung dich (2) (1 %).

P hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khuay.

Mbi trueng hoa tan: 9 ml acid hydrocloric (TT) pha lodng
thanh 1000 ml véi nuwoc.

Toc dj quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh: Sau thdi gian hoa tan quy dinh, ldy mét
phén dich hoa tan mau thir, loc. Pha logng dich loc véi méi
trwomg hoa tan dé thu duge dung dich c6 ndng d% khoang
10 pg atenolol/ml. Pha dung dich atenolol chuén trong méi
truong hoa tan dé c6 ndng do chinh xac khoang 10 pg/ml.
Po dd hflp thu cuia cac dung dich ¢ buéce séng 224 nm (Phy
luc 4.1) trong coc do day 1 cm, ding méi trudng hoa tan
lam miu tri'ng. Dva vao do h;‘ip thu do dugc cua dung dich
chuén, dung dich thir va ndng do C,4H,,N;0; cua dung
dich chuén, tinh Irgng atenolol, C,,H,,N,0;, da hoa tan
trong mi vién.

Yéu cau: Khéng it hon 70 % (Q) hugng atenolol,
C4H2,N504, so véi ham lugng ghi trén nhan dugc hoa tan
trong 45 min.

Dinh lrgng

Cén 20 vién (d4 loai bo 16p vo bao, néu 12 vién bao),
nghién thanh bdt min. Can chinh x4c mdt lugng bot vién
tuong img véi khoang 35 mg atenolol vao binh dinh mirc
50 ml, thém 30 ml ethanol (TT), 1am néng hén dich toi
60 °C va lic trong 15 min, dé ngudi, thém ethanol (TT) vira
du dén vach, lic déu. Loc, loai bo dich loc dau. Liy 5,0 ml
dich loc, pha lodng thanh 50,0 ml véi ethanol (TT).

Pha dung dich atenolol chuin trong ethanol (TT) c6 ndng
6 chinh x4c khoang 0,07 mg/ml. Do d§ hép thy (Phy luc
4.1) cia dung dich chuén va dung djch thir & budc séng
khoang 276 nm trong céc do day 1 cm, so v6i méu tring
14 ethanol (TT).

Tinh ham lugng atenolol, C,4H;,N,05, trong vién dya vao
do hép thu do dugc cta dung dich chuan, dung dich thi va
ndng 4o C,4H,,N,0, cia dung dich chuan.

Bdo quéin
Noi kh6é mat, tranh 4nh sang.

Loai thude
Chdng ting huyét 4p.

Ham lugng thudng dung
25 mg; 50 mg; 100 mg.



