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CEFIXIM

Pinh lwgng

Phwong phap sic ky long (Phu luc 5.3). Pha dong, diéu
kién sic ky, cich tién hanh nhu mé ta trong phén Tap chit
lién quan.

Dung dich thir: Liy 10 don vi déng géi, xac dinh khoi
lrgng trung binh cia bot thude. Tron déu bot thude va can
mét lugng bot thude twong duong véi 50 mg cefepim vio
binh dinh mitc 50 ml. Thém 30 ml pha dong A, lic ky dé
hoa tan, thém pha dong A dén vach, lic déu.

Dung dich chudn: Can chinh xac khoing 70 mg cefepim
hydroclorid monohydrat chuin vao binh dinh mirc 50 ml.
Thém 30 ml pha ddng A, lic ky dé hoa tan, thém pha dong
A dén vach, lic déu.

Kiém tra tinh phi hop cia hé théng: Trén sic ky do cia
dung dich chuan, hé sé dbi xtmg cua pic cefepim khong
16n hon 1,5; d6 léch chuin twong ddi cua dién tich pic
cefepim thu dwgc tir 6 lan tiém lap lai dung dich chuén
khéng 16m hon 2,0 %.

Tinh ham luong phin trim cefepim, C 9H24N60582,
trong ché pham duya vao dién tich pic thu duoc trén sic
ky d6 cua dung dich thir, dung dich chuin va ham luong
C,gH24N¢OsS, cua cefepim hydroclorid monohydrat chuén.

Bio quan
Trong d6 dung kin, tranh anh sang, & nhiét do khéng qua
30°C.

Loai thudc
Khang sinh nhém cephalosporin.

Ham lwgng thwong diung
0,25g;05g;1g.

CEFIXIM

— ﬂ h

C,¢H;5N50,5,.3H,0

Cefixim 1a acid (6R,7R)-7-[[(Z)-2-(2-aminothiazol-4-yl)-
2-[(carboxymethoxy)imino]acetyl]amino]-3-ethenyl-
8-0x0-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic
trihydrat, dugc ban téng hop tir mot san phim Ién men,
phai chira tir 95,0 % dén 102,0 % C,¢H,sNs0,S,, tinh theo
ché phim khan.

CO,H

CHz .3H,0

Ptl:507,5

Tinh chat

Bot mau tring hodc gin nhu tring, hoi hit am. Khé tan
trong nudc, tan trong methanol, hoi tan trong ethanol
khan, thuc té khong tan trong ethyl acetat.
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Pinh tinh

Phé hip thu hong ngoal (Phu luc 4.2) cua ché phim phai
phu hop véi phé hép thy hong ngoai cua cefixim chudn.
Néu phé thu duge cua ché pham khac vé&i phd cua chét
chuén, hoa tan riéng biét ché phim va chat chuin trong
methanol (TT), boc hoi dung dich thu dugc téi kho va do
phd méi cua cac cin thu duge.

PH ot

Phéan tan 0,5 g ché pham trong nwoc khéng co carbon
dioxyd (TT) va pha loang thanh 10 ml v6i cung dung moi.
pH cia hon dich thu dugc phai tir 2,6 dén 4,1 (Phu luc 6.2).

Ethanol (Phu luc 10.14)

Khong duoc qua 1,0 % (kl/kl), xac dinh bing phuong phép
sac ky khi (Phy luc 5.2), dung phuong phap thém chuén.
Dung dich thir: Hoa tan 0,250 g ché pham trong hén hop
dimethylacetamid - nuoc (1 : 4), pha loang dung dich thu
dugc thanh 25,0 ml véi ciing hon hgp dung moi.

Tap chét lién quan

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

Pha dong: Acetonitril - dung dich tetrabutylamoni hydroxyd
(250 : 750).

Dung dich tetrabutylamoni hydroxyd. Hoa tan 82 g
tetrabutylamoni hydroxyd (TT) trong nwdc va pha loang
thanh 800 ml véi ciing dung méi, diéu chinh dén pH 6,5
bang dung dich acid phosphoric 2 M (TT) va pha loang
thanh 1000 ml bang nuée.

Dung dich thir: Hoa tan 25,0 mg ché pham trong pha dong
va pha loang thanh 25,0 ml v&i cung dung méi.

Dung dich d6i chiéu (1): Hoa tan 25,0 mg cefixim chudn
trong pha dong va pha loang thanh 25,0 ml vdi cing
dung moi.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing pha dong.

Dung dich doi chiéu (3): Hoa tan 10 mg cefixim chuan
trong 10 ml nrée. Pun nong trén cach thuy trong 45 min.
pé nguon (de tao tap chat D). Tiém ngay lap tirc.

Piéu kién sdc ky:

Cot kich thuée (12,5 cm x 4,0 mm) duge nhéi pha tinh C
(5 pm).

Nhiét do cot: 40 °C.

Detector quang phd tir ngoai dit ¢ budc séng 254 nm.
Tée d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tlem dung dnch thir, dung dich d01 chiéu (2) va (3).

Tién hanh sic ky voi thoi gian gap 3 lan thoi gian luu cua
cefexim.

Kiém tra tinh phi hop cla hé théng: Trén sic ky db cia
dung dich déi chiéu (3), d6 phan giai giira pic cua cefexim
va pic cua tap chét D it nhat 1a 2,0. Néu can diéu chinh ty
1€ acetonitril trong pha dong.

Gidi han:

Tap don bt ky: Dién tich pic cia mdi tap chit khéng dugc
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I6m hon 0,5 ldn dién tich pic chinh thu duoc trén sic ky db
cua dung djch d6i chleu (2) (0,5 %).

Téng dién tich cua tit ca céc pic tap chat khong duqc lém
hon 3 lan dién tich pic chinh thu dugc trén sic ky db cua
dung dich déi chiéu (2) (3 %).

Bo qua nhimg pic c6 dién tich nho hon hoéc bing 0,1 lin
dién tich pic chinh thu duoc trén sic ky db cua dung dich
dbi chiéu (2) (0,1 %).

Ghi chu:

Tap chit A: Acid 2-[[(Z)-2-(2-aminothiazol-4-yl)-2-[(carboxy-
methoxy)imino]acetyl]amino]-2-[(2R)-5-methyl-7-0x0-1,2,5,7-
tetrahydro-4 H-furo[3,4-d][1,3]thiazin-2-yl]acetic.

Tap chat B: Acid 2-[[[(Z)-1-(2-aminothiazol-4-yl)-2-[[[(2R,5RS)-
5-methyl-7-0x0-1,2,5,7-tetrahydro-4H-furo[3,4-d][ 1,3]thiazin-
2-yl)methyl]amino]-2- oxoethyliden]amino]oxy]acetic.

Tap chit C: Acid (6R,7S)-7-[[(Z)-2-(2-aminothiazol-4-yl)-2-
[(carboxymethoxy)imino]acetyl]amino]-3-ethenyl-8-0xo0-5-thia-
1-azabicyclo[4.2.0]oct-2-en-2-carboxylic (cefixim 7- epimer).
Tap chit D: Acid (6R,7R)-7-[[(E)-2-(2-aminothiazol-4-yl)-2-
[(carboxymethoxy)iminoJacetyl]amino]-3-ethenyl-8-0xo-5-thia-
1-azabicyclo[4.2.0]oct-2-en-2-carboxylic (cefixim E- isomer).
Tap chit E: Acid (6R,7R)-7-[[(Z)-2-(2-aminothiazol-4-yl)-2-
[(carboxymethoxy)imino]acetyl]amino]-3-methyl-8-oxo0-5-
thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic.

Tap chat F: Acid (6R,7R)-7-[[(Z)-2-(2-aminothiazol-4-y1)-2-
[(2-ethoxy-2-oxoethoxy)imino]acetylJamino]-3-ethenyl-8-oxo-
5-thia- 1-azabicyclo[4.2.0]oct-2-en-2-carboxylic.

Nwrée )
Tir 9,0 % dén 12,0 % (Phu luc 10.3).
Dung 0,200 g ché pham.

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

DPinh lirgmg

Phuong phép sic ky 16ng (Phu luc 5.3). Piéu kién sic ky
nhir mé ta trong phéan Tap chat lién quan.

Tién hanh sic ky vé6i dung dich thir va dung dich di chiéu (1).
Kiém tra tinh phu hop cua hé théng: D6 léch chuén tuong
5i cua dién tich pic cefexim trén sic ky d6 ctia dung dich
déi chiéu (1) thu dugc tir 6 lan tiém khong dugc 16n hon
1,0 %.

Tinh ham luong cia C,¢H;sNsO;S; trong ché phim dya
vao dién tich pic thu dugc trén sic ky d6 cia dung dich thr,
dung dich dbi chiéu (1) va ham lrgng cua C,¢H;5Ns0,S,
trong cefexim chuin.

Bio quin

Trong bao bi kin, trdanh anh sang.

Loai thude

Thuoc khang sinh nhém cephalosporin.

Ché phém
Vién nén, nang, thuéc bot.

BOT PHA HON DICH CEFIXIM

BQT PHA HON DICH CEFIXIM

La thudc bot pha hén dich udng chira cefixim, c6 thé cé
thém mét s6 chit tao mi vi, chat bao quan.

Ché phém phai d4p img cic yéu ciu trong chuyén luan
“Thudc bot” (Phu lyc 1.7) va cic yéu ciu sau day:

Ham lwgng cefixim, C,¢H,N0,S,, tir 90,0 % dén
110,0 % so véi lugng ghi trén nhén.

Tinh chét

Bot toi khd, khong bi 4m, khéng von, mau sic ddng nhét.
Pinh tinh

A. Trong muc Dinh lugng, pic chinh trén sic ky db cia
dung dich thir phai c6 thoi gian huu trong Umg véi thoi gian
luru cia pic cefixim trén sic ky d6 cua dung dich chuan.
B. Cin mét lugng bot thude va hoa tan bing dung dich
dém phosphat pH 7,0 (xem muc Pinh lugng) dé tao thanh
dung dich c6 chira khoang 10 pg cefixim trong | ml, loc.
Phb he"'tp thu anh sang cia dich loc thu dugc phai c6 cuc dai
& 288 nm (Phu luc 4.1).

Nuwrée
Khéng dugc qua 9,0 % (Phu luc 10.3).
Dung 1,0 g bgt thude.

pH
pH ciia hén dich tao thanh duoc chudn bi nhu huéng dan
trén nhan phai tir 2,5 dén 4,5 (Phu luc 6.2).

Tap chit lién quan

Phwong phép sic ky long (Phu luc 5.3).

Pha ddng, dung dich dém phosphat pH 7,0 va Piéu kién
sic ky nhu mé ta & muc Pinh lurgng.

Dung dich thir: Céan chinh xdc mét luong bt thubc tuong
ung véi 0,1 g cefixim vao binh dinh mirc 100 ml, thém
75 ml dung dich dém phosphat pH 7,0 va lic siéu am
15 min. Pha loang bang dung dich dém phosphat pH 7,0
vira du dén vach, lic déu, loc.

Dung dich doi chiéu: Pha loang 1,0 ml dung dich thir thanh
100,0 ml v&i dung dich dém phosphat pH 7,0.

Cdch tién hanh:

Tiém dung dich d6i chiéu. Piéu chinh d¢ nhay cua hé
théng sao cho chiéu cao ciia pic chinh trong sic ky dd thu
dugc it nhit 1a 50 % thang do. Tiém dung dich thir va tiép
tuc chay sic ky véi thoi gian gép 3 lan thoi gian hru cia
pic chinh.

Trén séc ky b thu duoc cua dung dich thir, dién tich cia bét
ky pic nao, ngoai trir pic chinh, khéng dugc 16m hon dién
tich pic chinh thu dugc trén sic ky db ciia dung dich déi
chiéu (1,0 %); tbng dién tich cuia tit ca cc pic, ngoai trir pic
chinh, khéng dugc 1ém hon 6 1an dién tich cua pic chinh thu
dugc trén sic ky d6 ctia dung dich déi chiéu (6,0 %).

Dinh lugng )
Phuong phap sac ky long (Phu luc 5.3).
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