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Dung dich thir: Hoa tan 10,0 mg ché pham trong pha dong

va pha loang thanh 50,0 ml véi cing dung moi.

Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thir

thanh 100,0 ml bing pha dong.

Dung dich doi chiéu 2): bé tao tap chit A, dun nong 5 ml

dung dich thir ¢ 60 °C trong | h.

Dung dich déi chiéu 3): Pé tao tap chét B, dat 5 ml dung

dich thu dudi anh séng tir ngoai budc séng 254 nm trong

24 h.

Dung dich déi chiéu (4): Hoa tan 10,0 mg cefuroxim axetil

chuan trong pha dong va pha loang thanh 50,0 ml véi cling

dung moi.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4,6 mm) dugc nhoi pha tinh

trimethylsilyl silica gel ding cho sdc ky (5 pm).

Detector quang phé tir ngoai dit & budc séng 278 nm.

Toc do dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién héanh:

Tién hanh sic ky véi dung dich thir va cic dung dich dbi

chiéu (1), (2) va (3).

Sir dung sac ky d6 cua dung dich dbi chiéu (2) dé xac dinh

cap pic cia tap chit A va sic ky db caa dung dich déi chidu

(3) dé xac dinh cip pic ctia tap chét B.

Thoi gian luu tuong dbi so voi ddng phan cefuroxim

axetil A: Pdng phan cefuroxim axetil B khoéng 0.9; tap

chatA khoang 1,2; tap chét B khoang 1,7va2,1.

Kiém tra tinh phu hop cua hé théng: Trén sic ky db
ciia dung dich déi chiéu (2), do phan giai glua pic cua

cefuroxim axetil A va pic ctia tap chat A it nhat 14 1,5.

Gioi han:

Tap chit A: Khong duoc qua 1,5 % tinh theo téng dién

tich cap pic.

Tap chit B: Khong duoc qua 1,0 % tinh theo tong dién

tich cd@p pic.

Tap chit E: Khéng dugc qua 0,5 %.

Tap don khic: M01 tap chat khong dugc qua 0,5 %.

Téng cac tap chit khong dugc qué 3,0 %.

Bo qua nhitng pic c6 dién tich nho horn ho#c bing 0,05 14n

dién tich 2 pic chinh thu duoc trén sic ky db ciia dung dich

dbi chiéu (1) (0,05 %).

Ghi chu:

Tap chit A: 1-(Acetyloxy)ethyl(6R,7R)-3-[(carbamoyloxy)methyl]-
7-[[(2)-2~(furan-2-yl)-2-(methoxyimino) acetyl] amino] -8-oxo-
5-thia-1-azabicyclo[4.2.0]oct-3-en-2-carboxylat (A3-isomer).
TapchatB:(1RS)-1 -(Acetyloxy)ethyl(6R,7R)-3-[(carbamoyloxy)
methyl]-7-[[(E)-2-(furan-2-yl)-2-(methoxyimino) acetyl]
amino]-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-en-2carboxylat
((E)-isomer).

Tap chat C: Acid (6R,7R)-7-[[(Z)-2-(furan-2-yl)-2-(methoxy-
imino)acetyl]Jamino]-8-oxo-3-[[[(tricloroacetyl) carbamoyl] oxy]
methyl]-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic.

Tap chat D: Cefuroxim.

Tap chat E: (5aR,6R)-6-[[(22)-2-(furan-2-yl)-2-(methoxyimino)
acetyl]amino]-5a,6-dihydro-3H,7H-azeto [2,1-b]furo [3,4-d][1,3]
thiazin-1,7(4H)-dion(descarbamoylcefuroxim lacton).

BOT PHA HON D|CH CEFUROXIM

Ty 1€ cdc dong phéan

Phuong phép sac ky long (Phy luc 5.3). Diéu kién sic ky
nhu mé ta trong phan Tap chit lién quan.

Trén sic ky d6 cia dung dich thir, ty 1¢ dién tich pic cua
dong phan cefuroxim axetil A so véi tong dién tich pic cua
hai dong phan cefuroxim axetil A va B phai tir 0,48 dén 0,55.

Aceton
Khong dugc qua 1,1 % (Phu luc 10.14).

Nurée
Khong dugc qué 1,5 % (Phu lyc 10.3).
Dung 0,400 g ché pham.

Pinh lugng ,

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

T1en hanh sic ky véi dung dich thir va dung dich doi
chiéu (4).

Kiém tra tinh phu ‘hop cua hé théng: Trén sic ky do coa
dung dich ddi chiéu (4), do phan giai gitra pic cua dong
phan cefuroxim axetil A v pic cia dong phan cefuroxim
axetil B it nhét 1a 1,5; d6 1&ch chuan twong déi cuia tong
dién tich cia 2 pic ddng phan cefuroxim axetil A va B thu
dwoc sau 6 1an tiém khong duoc 16m hon 2,0 %.

Tinh ham hrong phan trdm C,,H,,N404S dura vao tong dién
tich pic ciia hai déng phén cefuroxim axetil A va cefuroxim
axetil B thu dugc trén sic ky db cia dung dich thir, dung
dich dbi chiéu (4) va ham luong cua Cy0H2,N,40,4S trong
cefuroxim axetil chuan.

Bio quéan

Trong bao bi kin, tranh anh sang.
Loai thude

Khéng sinh nhom cephalosporin.
Ché phém

Vién nén, bdt pha hon dich.

BOT PHA HON DICH CEFUROXIM

La thude bot pha hdn dich uéng chira cefuroxim axetil.
Ché pham phai dap img cac yéu cau trong chuyén luin
“Thuoc bot” (Phu luc 1.7) va cac yéu cau sau day:

Ham lwgng cefuroxim, C,¢H,¢N,OgS, tx 90,0 % dén
110,0 % so v6i lrgng ghi trén nhén.

Tinh chét .
Bt toi kho, khong bi am, khong von, mau sic dong nhat.

Dinh tinh

Trong muc Dinh lugng, hai pic chinh (cefuroxim axetil A
va cefuroxim axetil B) trén sic ky d6 cuia dung dich thy
phai c6 thdi gian luu twong img véi thdi gian lru cia hai
pic chinh trén sic ky d6 cua dung dich chuén.
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BOT PHA HON DJCH CEFUROXIM

Nuwde
Khéng dugce qua 6,0 % (Phu lyc 10.3).
Dung 0,5 g bot thude.

pH
Tir 3,5 dén 7,0 (Phu luc 6.2).
Sir dung hén dich pha theo huéng dan trén nhan thudc.

Tap chit lién quan

Trén sic ky db cua dung dijch thir trong muc Pinh luong,
tong dién tich cua hai pic twong (mg vdi cic pic E-isomer
trén sic ky d6 cua dung dich phan giai (2) khong dugce
16n hon 1,5 % tbng dién tich tit ca céc pic; tong dién tich
cua cac pic twong Ung vdi pic A3-isomer trén sic ky a6
cua dung dich phan giai (1) khéng dugc 16n hon 2,0 %
tong dién tich tit ca cac pic; dién tich cua bt ky pic phu
nao khac khong dugc 16n hon 1,0 % tong dién tich tat ca
céc pic.

P9 hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

MGi truong hoa tan: 900 ml dung dich dém phosphat pH 7,0.
Dung dich dém phosphat pH 7,0: Hoa tan 3,7 g natri
dihydrophosphat (TT) va 5,7 g dinatri hydrophosphat (TT)
trong 1000 ml nwoc.

Téc dé quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Déi v6i ché phdm dong géi don lidu, 1iy toan bd lrong
thudc cia timg don vi, pha nhu huéng din trén nhan dé
thir. Pdi v6i ché phdm déng géi da liéu, ding 5,0 ml hdn
dich thuéc da pha nhr huéng dan ghi trén nhan twong tmg
v&i 125 mg hoic 250 mg cefuroxim dé thi.

Sau thoi gian thir theo quy dinh, 1dy mdt phéan dich hoa tan,
loc, pha loang dich loc thu dugc téi néng d9 thich hop véi
mbi trudng hoa tan, néu cin. Po dd hip thu (Phu luc 4.1) ciia
dung dich thu dugc & budc song cuc dai khoang 280 nm,
cbe do day 1 cm, miu tring 1 moi trudmg hoa tan. So sanh
véi dung dich cefuroxim axetil chuin c6 ndng do twong
duong pha trong méi truong hoa tan.

Tinh lugng cefuroxim hoa tan trong ché phim dua vao do
hip thu cia dung dich thir, dung dich chuén va ham lugng
cefuroxim, C;¢H,¢N4OsS, trong cefuroxim axetil chuén.
Yéu cau: Khong it hon 60 % (Q) lugng cefuroxim so vai
lugng ghi trén nhan dugc hoa tan trong 30 min.

Dinh lrgng

Phuong phap sic ky long (Phy luc 5.3).

Pha dong: Methanol - dung dich amoni dihydrophosphat
0,2 M(38:62).

Dung dich chudn: Hoa tan mot lugng cefuroxim axetil
chuén trong pha dong dé thu dugc dung dich c6 ndng 46
khoang 0,25 mg cefuroxim trong 1 ml.

Dung dich thir: Liy bot thudc sau khi xac dinh D dong déu
khéi lugng, tron déu. Can chinh x4c mot lugng bot thube
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tuong Ung voi khoang 500 mg cefuroxim vao binh dinh
murc 100 ml, thém 5 ml dung dich amoni dihydrophosphat
0,2 M da dugc diéu chinh t6i pH 2,4 bing acid phosphoric
(TT), lic k¥ va ngay lap tirc thém methanol (TT) vira du
dén vach, tron déu, loc. Pha loang 5,0 ml dich loc thinh
100,0 ml véi pha dong.

Dung djch phan gidi (1): Liy mot phan dung dich thi, lam
nong ¢ 60 °C trong 60 min hodc tdi khi tap A3-isomer cd
thé phat hién duogc, loc.

Dung dich phén gidi (2): Liy mot phin dung dich thu,
chiéu sang bang 4nh séng tir ngoai (254 nm) trong 24 h
hoic téi khi tap E-isomer c6 thé phat hién dugc, loc.

Luu y: Céc dung dich chuén va thir néu khéng dugc sir dung
ngay thi pha1 bio quan & noi tdi, nhiét d6 tir 2 °C dén 8°C.
Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh
trimethylsilyl silica gel dimg cho sdc ky (5 pm) (cot Hypersil
SAS la phu hop).

Detector quang phd tir ngoai dit & budce séng 278 nm.
Téc d dong: 1,2 ml/min.

Thé tich tiém: 20 ul.

Cdch tién hanh:

Kiém tra tinh phu hop cia hé thng sic ky: Tién hanh sic
ky dbi v0'1 dung dich chudn, dung dich phan giai (1) va (2):
Trén sic ky d6 thu duorc, thoi gian luu twong d6i khoéng 0,9
d6i véi cefuroxim axetil B, 1,0 d6i véi cefuroxim axetil A,
1,2 dbi v&i As-isomer, 1,7 va 2,1 dbi véi E-isomer. Phép
thir chi c6 gia tri khi d§ phan giai giffa pic cua cefuroxim
axetil A va cefuroxim axetil B trén séc ky d6 ctia dung dich
chudn, gitra pic cefuroxim axetil A va A3-isomer trén séc
ky dd cta dung dich phan giai (1) khong nho hon 1,5. Néu
cin c6 thé diéu chinh ndng 46 cia methanol (TT) trong
pha dong dé dat dwoc yéu ciu trén. Tién hanh sic ky 6
1an riéng biét d6i voi dung dich chuén, phép thir chi co
gia tri khi d6 1&ch chuin twong ddi cua téng dién tich pic
cefuroxim axetil A va pic cefuroxim axetil B khong dugc
16n hon 2,0 %.

Tién hanh sic ky lan lugt d6i véi dung dich chuén va dung
dich thu.

Tinh ham lugng cefuroxim, C;sH,N4OgS, ¢6 trong mot
don vi ché phdm dua vao téng dién tich pic cefuroxim
axetil A va pic cefuroxim axetil B thu dugc tir sic ky
dd cta dung dich thir va dung dich chuén, him lrong
C,6H6N4OsS trong cefuroxim axetil chuén.

1 mg cefuroxim axetil, C,,H;,N,0,0S, trong duong voi
0,8313 mg of cefuroxim, C;¢H;¢N4O4S.

Béo quéan
Trong bao bi kin. P& noi khé mat, tranh 4nh sang.

Loai thube
Khang sinh nhém cephalosporin.

Ham luwgng thudng ding
125 mg; 250 mg.



