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N¢i dgc t6 vi khudn ,

Khong qua 4 EU/g d6i véi thudc tiém c6 chira 100 g
manitol trong 1 L hodc it hon va khéng quéa 2,5 EU/g ddi
véi thube tiém cé chira nhiéu hon 100 g manitol trong
1 L (Phy luc 13.2), néu ché phdm dy dinh dé san xuét thudc
tiém ma khéng cé phuong phép hiru higu nao khac dé loai
noi doc t6 vi khuén.

Pinh lurgng

Phuong phap sic ky long (Phu luc 5.3). Diéu kién sic ky
nhu md ta trong phan Tap chét lién quan.

Tién hanh sic ky véi dung dich thir va dung dich déi chiéu (1).
Tinh ham lugng cua C6H|406 trong ché phim dua vao
dién tich pic thu dugc trén sac ky d6 cua dung dich thi,
dung dich di chiéu (1) va ham lugng ciia C¢H,,04 trong
manitol chuén.

Bdo quan

Trong bao bi kin.
Loai thubc
Thuoc loi tiéu.
Ché pha:iql

Dich truyén.

Nhan
Néu cén, phai ghi nong a6 tdi da ndi doc tb vi khuin va ché
phim c6 dat yéu ciu dé san xuét thudc tiém hay khong.
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Mebendazol 1a methyl (5-benzoyl-1H -benzimidazol- 2-yl)
carbamat, phai chira tir 99,0 % dén 101,0 % C;gH3N;03,
tinh theo ché pham da lam kho.

Tinh chat '

Bot da hinh mau trang hodc gan nhu trang.

Thuc t€ khong tan trong nudc, methylen clorid va ethanol
96 %.

Dinh tinh
Phd hap thy hong ngoai (Phu luc 4.2) cia ché pham phal
phis hop v6i phd hip thy hong ngoai ctia mebendazol chun.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dpng A: Dung djch amoni acetat 0,75 % (TT).
Pha dpng B: Acetonitril (TT).

MEBENDAZOL

Dung dich thi. Hoa tan 25,0 mg ché phim trong
dimethylformamid (TT) va pha loang thanh 25,0 ml v&i ciing
dung méi.

Dung dich doi chiéu (1): Hoa tan 5,0 mg mebendazol
chuin dé kiém tra tinh phi hgp cia hé thong trong
dimethylformamid (TT) va pha lodng thanh 5,0 ml véi ciing
dung moi.

Dung dich d6i chiéu (2): Pha loang 1,0 ml dung dich
thir thanh 100,0 ml bang dimethylformamid (TT). Pha
loang 5,0 ml dung dich thu dugc thanh 20,0 ml bﬁng
dimethylformamid (TT).

Piéu kién sdc ky:

Cot kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh base-
deactivated octadecylsilyl silica gel ding cho sdc ky (3 pm).
Nhiét d6 cot: 40 °C.

Detector quang phd tir ngoai dit & budc séng 250 nm.
Téc d6 dong: 1,2 mI/min.

Thé tich tiém: 10 pl.

Cdch tién hanh

Tién hanh sic ky theo chuo'ng trinh dung méi nhur sau:
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Klem tra tinh phu horp cua hé thong Sac ky dod thu duoc
cua dung dich d6i chiéu (1) phai giong véi sic ky dd cung
cdp kém theo mebendazol chuin dé kiém tra tinh phtt hop
clia hé théng.

Gidi han:

Dé tinh ham lugng, nhan dién tich pic tap chit G véi hé sé
hiéu chinh 14 1,4.

Tap chat G: Dién tich pic tap chit G da hiéu chinh khong
dugc 16m hon 2 14n dién tich pic chinh trén sic ky dd cia
dung dich di chiéu (2) (0,5 %).

Tap don khac: Véi méi tap chat, dién tich pic khong duoc
16m hon dién tich pic chinh trén sic ky d6 cua dung dich
dbi chiéu (2) (0,25 %).

Tbng dién tich pic cua tit ca cic tap chit khong dugc 16m
hon 4 14n dién tich pic chinh trén sic ky d6 cua dung dich
dbi chidu (2) (1,0 %).

Bo qua nhimng pic c6 dién tich nhé hon hoic bing 0,2 1in
dién tich pic chinh trén sic ky @6 cta dung dich d6i chiéu
(2) (0,05 %).

Ghi chu:

Tap chat A: (2-amino-1H-benzimidazol-5-yl)phenylmethanon.
Tap ch'z"itB: (2-hydroxy-1H-benzimidazol-5-yl)phenylmethanon.
Tap chat C: (2-amino-1-methyl- 1 H-benzimidazol-5-yl)phenylmethanon.
Tap chit D: Methyl (5-benzoyl-1-methyl-1H-benzimidazol-2-
yl)carbamat.

Tap chét E: Ethyl (5-benzoyl-1H-benzimidazol-2-yl)carbamat.
Tap chat F: Methyl [5-(4-methylbenzoyl)-1H-benzimidazol-2-
yl]carbamat.

Tap chit G: N,N’-bis(5-benzoyl-1H-benzimidazol-2-yl)ure.
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VIEN NEN MEBENDAZOL

Mit khoi hrgng do 1am khd
Khong dugc qua 0,5 % (Phy luc 9.6).
(1,000 g; 105 °C; 4 h).

Tro sulfat
Khéng dugc qua 0,1 % (Phy lyc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lrong
Hoa tan 0,250 g ché phim trong 3 ml acid formic khan (TT)
va thém 50 ml hdn hop acid acetic khan - butan-2-on (1 : 7).
Chuan d6 bang dung dich acid percloric 0,1 N (CP). Xéc
dinh diém két thic bing phuong phap chuin d¢ do dién
thé (Phu luc 10.2).

| ml dung dich acid percloric 0,1 N (CD) tuong duong véi
29,53 mg C](,H];N]O;.

Béo quan
Trong bao bi kin va tranh anh sang.

Loai thudc
Tri giun san.

Ché ph:‘lm )
Vién nén, hon dich udng.

VIEN NEN MEBENDAZOL

La vién nén chira mebendazol.
Ché pham phai dap img cic yéu cau trong chuyén luan
“Thuéc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham lwgng mebendazol, C,sH;N;0;, tir 92,5 % dén
107,5 % so vai lugng ghi trén nhén.

Pinh tinh
A. Phuong phap sac ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF s,

Dung méi khai trién: Cloroform - methanol - acid formic
96 %(90:5:5).

Dung dijch thir: Liy mot luong bét vién tuong tmg voi
200 mg mebendazol, lic k§ véi 20 ml hdn hop cloroform -
acid formic 96 % (19 : 1). Lam 4m hdn dich nay trong céch
thuy vai phit, dé ngudi va loc.

Dung dich d6i chiéu: Hoa tan 50 mg mebendazol chuén
trong 5 ml hdn hop cloroform - acid formic 96 % (19 : 1).
Cdch tién hanh: Cham riéng biét 1én ban méng 10 pl mdi
dung dich trén, lam khé vét chim. Trién khai sic ky dén
khi dung méi di dugc 3/4 ban mong, léy ban mong ra dé
kho ngoai khong khi. Quan sat dudi anh sang tir ngoai ¢
budc séng 254 nm. Vét chinh thu dugce trén sic ky dd cia
dung dich thir phai cho gié tri R; twong (g v6i vét chinh
thu dugc trén sic ky db cia dung dich d6i chiéu.

B. Trong phén Pinh lrgng, thai gian hru cia pic chinh trén
sic ky do cua dung dich thir phai tuong img v6i thdi gian
luu clia pic mebendazol trén séc ky d6 cia dung dich chuén.
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P§ hoa tan (Phu lyc 11.4)

Thiét bi: Kiéu canh khudy.

Mai truong hoa tan: 900 ml dung djch acid hydrocloric
0,1 M (TT) chura | % natri laurylsulfat (TT).

Téc dp quay: 75 r/min.

Thoi gian: 120 min.

Cdch tién hanh:

Phuong phap sic ky long (Phu luc 5.3).

Dung dich dém: Hoa tan 8 g natri hydroxyd (TT) trong 2 L
nuedc, thém 3 g natri laurylsulfat (TT) va tron déu. Sau d6
thém 20 ml acid phosphoric (TT) va diéu chinh dén pH 2,5
bing acid phosphoric (TT).

Pha déng: Acetonitril - dung dich dém (3 : 7). Loc va dudi
khi pha d¢ng, diéu chinh ty 1& pha déng néu can.

Dung dich thu: Sau thoi gian hoa tan quy dinh, liy mot
phén dich hoa tan, loc va bé dich loc dau Pha lodng dung
dich thu dugc bang moi trudmg hoa tan néu can,

Dung dich chudn: Can chinh xac 50 mg mebendazol chuin
vao binh dinh mirc 50 ml, thém 10 ml acid formic (TT),
lic dé hoa tan va thém methanol (TT) dén vach. Pha loing
dung dich thu dugc bing mai truong hoa tan dé dugc dung
dich c6 nong d¢ tuong tu nhur nong d6 cia dung dich thur.
Diéu kién sdc ky:

Cot kich thuée (10 cm x 4,6 mm) duge nhdi pha tinh B
(5 pm). 7

Detector quang pho tir ngoai dit & budc séng 254 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Kiém tra tinh phu hop cta hé théng: D§ 1éch chuin twong
dbi ctia dién tich pic mebendazol thu dugc tir 6 14n tiém lap
lai dung dich chuén khéng 16n hon 2 %.

Tién hanh sic ky 1in luot dung dich chudn va dung dich
thur.

Tinh Iwong mebendazol, C;H;3N;0;, hoa tan trong vién
dua vao dién tich pic mebendazol thu dugc trén sic ky
d6 cia dung dich chuén, dung dich thir v ham lugng
Cy6H,3N;05 trong mebendazol chuan.

Yéu cau: Khong it hon 75 % (Q) lugng mebendazol so voi
lugng ghi trén nhan dugce hoa tan trong 120 min.

Tap chit lién quan

Phwong phép sic ky long (Phu luc 5.3).

Pha dong A: Dung dich amoni acetat (TT) 0,75 %.

Pha dong B: Acetonitril (TT).

Dung méi pha mdu: Methanol - meéc (60 : 40)

Dung djch thir: Can mgt lugng bdt vién twong ng véi
khoang 100 mg mebendazol vao binh dinh mirc 100 ml,
thém 30 ml acid formic (TT), siéu dm khoang 20 min.
Thém dung m6i pha mau dén vach, lic déu va loc.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thi
thanh 100 ml bing dung méi pha mau. Pha lodng 5,0 ml
dung dich thu dugc thanh 20,0 ml bing dung méi pha mau
Dung dich déi chiéu (2): Can 25 mg mebendazol chuén
vao binh dinh muc 25 ml, thém 12,5 ml methanol (TT) va
2,5 ml dung dijch natri hydroxyd 1 M (TT), dun trong cach



