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bét vién trong ing khoang 0,5 g cefadroxil, vao binh dinh
mirc 50 ml, thém 35 ml pha dong, khudy tir trong 10 min,
thém pha dong vira du thé tich, lic déu, loc.

Dung djch doi chiéu (1): Dung dich cefadroxil chuén trong
pha dfng cé nbng d6 0,1 mg/ml, loc.

Dungdichdéi chiéu (2): Dung dich D-a-(4-hydroxyphenyl)
glycin (tap chit A) chuén trong pha déng c6 ndng do
0,1 mg/ml, lgc.

Dung dich déi chiéu (3): Dung dich acid 7-amino-
desacetoxycephalosporanic (tap chat B) chuén trong pha
dong cé néng d6 0,1 mg/ml, loc.

Diéu kién sdc ky:

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

Detector quang phé tir ngoai dit & budc séng 254 nm.
Téc 86 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé théng: Trén séc ky d cia
dung dich d6i chiéu (1), sé dia ly thuyét cia pic cefadroxil
khong nhé hon 1500 cho mdt mét chiéu dai cot; hé sb ddi
xing cta pic cefadroxil khéng 16n hon 1,6; dd 1éch chuin
twong ddi cia dién tich pic cefadroxil thu dwgc tir 6 lin
tiém lap lai khong 16m hon 2,0 %.

Tién hanh sic ky lan luot cac dung dich d6i chiéu va dung
dich thir, riéng dung dich thir tién hanh trong khoang thoi
gian gap 6 lan thon gian luu cua pic chinh.

Gidi han: Trén séc ky dd ciia dung djch thir:

Dién tich ciia bét ky pic nao twong img véi pic tap chit A
khong dugce 1on hon dién tich pic chinh thu dwgc trén séc
ky @6 cta dung dich déi chiéu (2) (1 %).

Dién tich cua bét ky pic ndo tuong tmg véi pic tap chit B
khong dugc 1ém hon dién tich pic chinh thu dugc trén sic
ky db cita dung dich di chidu (3) (1 %).

Dién tich ciia bét ky pic phu nao khac khéng dwoc 16n hon
dién tich pic chinh thu dugc trén sic ky dd cia dung dich
dbi chiéu (1) (1 %).

Bo qua nhitng pic c¢6 dién tich nho hon hoic bing 0,1 14n
dién tich pic chinh thu dwoc trén sic ky db cia dung dich
dbi chiéu (1) (0,1 %).

Nuée
Khong duoc qua 8,0 % (Phu luc 10.3).
Dung 0,5 g b6t vién.

Pinh lwong

Phwong phép sic ky long (Phu luc 5.3).

Dém phosphat pH 5,0: Hoa tan 13,6 g kali dihydrophosphat
(TT) trong nudc vira di 2000 ml va diéu chinh téi pH 5,0
bing dung dich kali hydroxyd 10 M (TT).

Pha dong: Acetonitril - dém phosphat pH 5,0 (4 : 96).
Dung dich chudn: Hoa tan mdt lugng cefadroxil chudn
trong dém phosphat pH 5,0 dé thu duoc dung dich c¢6 nbng
d6 khoang 1,0 mg/ml.

CEFALOTIN NATRI

Dung dich thir: Can 20 vién (loal bo vo bao, néu cd), tinh
khéi lugng trung binh va nghlen thanh bt min. Cén chinh
xac mét lugng bot thuébc tuong ung vdi khoang 100 mg
cefadroxil vao binh dinh mirc 100 ml, thém 75 ml dém
phosphat pH 5,0 va lic siéu 4m 5 min. Pha lodng bang dém
phosphat pH 5,0 vira di dén vach, lic déu, loc.

Luu y: Céc dung dich chudn va thir dwgc sir dung trong ngay.
Piéu kién sdc ky:

Cot kich thudc (25 cm x 4 mm) duwoc nhdi pha tinh C
(5 pm hoac 10 pm).

Detector quang phé tir ngoai dit & buéc song 230 nm.

Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Kiém tra tinh phtt hop cta hé théng: Trén sic ky dd cua
dung dich chuan, thira s dung lugng k' tir 2,0 den 3,5; sb
dia 1y thuyét clia cot khong nhé hon 1800, hé sé déi ximg
khong 16n hon 2,2; d6 1éch chudn tuong d6i cua dién tich
pic cefadroxil thu dugc tir 6 Ian tiém l3p lai dung dich
chuén khéng 1ém hon 2,0 %.

Tién hanh sic ky lan luot vdéi dung dich chudn va dung
dich thyr.

Tinh ham lugng cefadroxil, C,sH;N50sS, trong vién dua
vao dién tich pic cefadroxil thu dugc trén sic ky dd coa
dung dich thir, dung dich chuin va ham luong C,6H,,N;05S
trong cefadroxil chuan.

Bio quin ]
Trong d0 dung kin. P€ noi khd mat, tranh anh sang.

Loai thude
Khang sinh nhém cephalosporin.

Ham lugng thwong dung
500 mg; 1 g.

CEFALOTIN NATRI

O\__N R A

C 1 GH 15N2N30682

P.tl.:418,4

Cefalotin natri 13 natri (6R,7R)-3-[(acetyloxy)methyl]-
8-0x0-7-[(thiophen-2-ylacetyl)amino]-5-thia-1-azabi-
cyclo[4.2.0]Joct-2-en-2-carboxylat, phai chia tr 96,0 %
dén 102,0 % C,4H,sN,NaOS,, tinh theo ché pham khan.
Ché phim bén tdng hop tir mét san phim 1én men.

Tinh chit i
B0t mau tring hay gan nhu trang. Dé tan trong nudc, khé
tan trong ethanol khan.
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CEFALOTIN NATRI

Pjinh tinh

A. Phd hip thy hong ngoai (Phu luc 4.2) cua ché phdm
phai phu hop vai phd hép thy hdng ngoai cia cefalotin
natri chuén.

B. Ché phim phai cho phan img ctia ion natri (Phu luc 8.1).

D) trong va mau sic ciia dung dich

Hoa tan 2,50 g ché phdm trong nudc khéng cé carbon
dioxyd (TT) va pha lodng thanh 25,0 ml véi cung dung
méi (Dung dich S).

Dung dich thu dugc phai trong (Phu luc 9.2) va cé d6 hép
thu anh sang & budc séng 450 nm (Phu luc 4.1) khéng 16n
hon 0,20.

pH
pH cua dung dich S tir 4,5 dén 7,0 (Phu luc 6.2).

Géc quay cuce riéng

Hoa tan 1,25 g ché phim trong mude va pha lodng thanh
25,0 ml véi cung dung méi.

Géc quay cuc riéng tir +124° dén +134°, tinh theo ché
phim khan (Phy luc 6.4).

Tap chit lién quan

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

Dung dich A: Hoa tan 1,742 g dikali hydrophosphat (TT)
trong 1000 ml muwde, diéu chinh pH dén 2,5 bing acid
phosphoric (TT).

Pha dong A: Acetonitril (TT,) - dung dich A (3 : 97).

Pha dong B: Acetonitril (TT,) - dung dich A (40 : 60).
Chuin bi cic dung dich sau ngay truéc khi dimg:

Dung dich thir (1): Hoa tan 75,0 mg ché phim trong nudc
va pha loang thanh 25,0 ml vdi cung dung moi.

Dung dich thir (2): Pha loang 5,0 ml dung dich thir (1)
thanh 50,0 ml bang nuoc.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml véi nuwde.

Dung dich déi chiéu (2): Hoa tan 75,0 mg cefalotin natri
chuén trong mude va pha loang thanh 25,0 ml véi cing
dung méi. Pha loang 5,0 ml dung dich nay thanh 50,0 ml
bﬁng nuoc.

Dung dich déi chiéu (3): Hoa tan 5 mg tap chdt B chudn
cua cefalotin ding d@ dinh tinh trong nuée va pha loang
thanh 5 ml véi cung dung méi.

Dung dich phin gidi: Tron déu 1 ml dung dich thir (1), 1 ml
dung dich acid hydrocloric 25 % (TT) va 8 ml nuéc. Pun
néng & 60 °C trong 12 min va 1am ngudi dén nhiét do
phong bang pude da. Tiém ngay sau khi pha.

Diéu kién sdc ky:

Cot kich thuéde (250 mm x 4,6 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silica gel dimg cho sic ky 5 (um).
Nhiét do ct: 40 °C.

Detector quang phd tir ngoai dit & budc séng 220 nm.
Téc 46 dong: 1,0 mU/min.

Thé tich tiém: 20 pl.
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Cdch tién hanh
Tién hanh sac ky v(n chuong trinh dung moi nhu sau:

Thfn gian Pha dgng A Pha dgng B
(min) (% tt/tt) (% tt/tt)
0-30 100 - 0 0— 100
30-35 0 100

Tiém méu tring, dung dich thur (1) dung dlCh dbi chiéu
(1), (3) va dung dich phén giai.

Thoi gian lwu twong ddi so véi cefalotin (thdi gian luu khoang
26 min) cia tap chat C khoang 0,2; tap chit B khoang 0,7;
tap chit D khoang 0,88; tap chit A khoang 0,96.

Kiém tra tinh phii hop cta hé théng: Trén sic ky dé cua
dung dich phan giai, ¢ phan giai giira pic cta tap chit D
va pic cua cefalotin khong nhé hon 7,0.

Gidi han: Trén sic ky dd thu duge cia dung dich thir (1):
Dién tich pic twong (g véi tap chit B khong duoc 16n hon
dién tich pic chinh trén sic ky d6 cia dung dich déi chiéu
(1) (1,0 %).

Dién tich pic twong tng vai tap chit D khéng duogc lon
hon 0,5 lan dién tich pic chinh trén sac ky dd cua dung
dich ddi chiéu (1) (0,5 %).

Tap don khac: Mbi tap chit c6 dién tich pic khéng duge
16n hon 0,25 l4n dién tich pic chinh trén sic ky dd cua
dung dich dbi chiéu (1) (0,25 %).

Tong dién tich cac pic tap chét khéng dwgc 16m hon 3 lin
dién tich pic chinh trén sic ky db cta dung dich d6i chiéu
(1) (3,0 %).

Bd qua cac pic ¢6 dién tich nho hon hodc béng 0,05 lin
dién tich pic chinh trén sic ky d6 cia dung dich dbi chiéu
(1) (0,05 %).

Ghi chu:

Tap chét A: Acid (6R,7R)-3-methyl-8-ox0-7-[(thiophen-
2-ylacetyl)amino]-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-
carboxylic (deacetoxycefalotin).

Tap chit B: Acid (6R,7R)-3-(hydroxymethyl-8-ox0-7-
[(thiophen-2-ylacetyl)amino]-5-thia-1-azabicyclo[4.2.0]oct-2-
en-2—ca1:boxylic (deacetylcefalotin).

Tap chat C: Acid (6R,7R)-3-[(acetyloxy)methyl]-7-amino-8-
oxo-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic (7-ACA).
Tap chat D: (5aR,6R)-6-[(thiophen-2-ylacetyl)amino]-5a,6-
dihydro-3H,7H-azeto[2,1-b]furo[3,4-d][1,3]thiazin-1,7(4H)-
dion (cefalotin lacton).

N,N-Dimethylanilin
Khéng duge qua 20 phan triéu (Phu luc 10.16, phuong
phap 2).

Acid 2-ethylhexanoic
Khéng duge qua 0,5% (kl/kl) (Phu luc 10.17).

Nwdc
Khéng dugc qua 'l 5 ‘j/o (Phu luc 10.3).
Dung 0,500 g ché pham.
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N§i dfc t6 vi khudn

Khéng dugc qué 0,13 EU/mg (Phy luc 13.2).

Néu ché phim dugc ding dé san xuét cac dang thubc tiém
ma khong cé phuong phap hiru higu loai bo ndi doc t6 vi
khuén thi phai dap img yéu ciu cua phép thir nay.

Dinh lugng

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

Tién hanh nhu mé ta trong phin Tap chét lién quan véi
nhimg thay déi sau:

Dung dich B: Hoa tan 6,967 g dikali hydrophosphat (TT)
trong 1000 ml muwde, didu chinh pH dén 6,0 bing acid
phosphoric (TT).

Pha dong: Acetonitril - dung dich B (14 : 86).

Detector quang phé tir ngoai dit & budc séng 260 nm.
Thé tich tiém: 5 pl.

Thoi gian chay sic ky bang 1,5 lan thoi gian Iuu cua
cefalotin (thoi gian luu cia cefalotin natri khoang 10 min).
Cach tién hanh:

Tiém dung dich thir (2) va dung dich ddi chiéu (2).

Tinh ham lugng cefalotin natri, C,¢H,sN,NaQ¢S,, tir dién
tich pic trén sic ky dd thu duoc cia dung dich thir (2),
dung dich ddi chiéu (2) va ham lugng C,¢H,;sN,NaQgS,
caa cefalotin natri chuén.

Bédo quan

Tranh 4nh sang. Néu ché phim v6 khuén thi phai bao quan
trong bao bi kin, vé khuén.

Loai thudc

Khéng sinh nhém cephalosporin.
Ché phim

Vién nén, nang, bt pha tiém.

CEFAMANDOL NAFAT
N/N\\
/N
=N
Thanh phén R  Congthic phantir  P.t.l
Cefamandol nafat CHO C|9H|7N6N30682 51 2,5
Cefamandol natri H C,sH7NgNaOsS, 484,5

Cefamandol nafat 1a hdn hgp mudi natri (6R,7R)-
7-[[(2R)-2-(formyloxy)-2-phenylacetyl]amino]-3-[[(1-
methyl- 1 H-tetrazol-5-yl)sulphanyl]methyl]-8-oxo-5-thia-
l-azabicyclo[4.2.0]oct-2-en-2-carboxylat va natri (6R,7R)-
7-[[(2R)-2-hydroxy-2-phenylacetyl]amino]-3-[[(1-

CEFAMANDOL NAFAT

methyl-1FH-tetrazol-5-yl) sulphanyl] methyl]-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-en-2-carboxylat (cefamandol natri)
v0i natri carbonat.

Ché ph4m ban téng hop tir mot san phdm 1én men.

Ham lugng

Cefamandol nafat, C,yH;;N¢NaO4S,, phai tr 93,0 %
dén 102,0 % (tinh theo ché phdm khan va khéng c6 natri
carbonat) tong ham lugng cefamandol nafat va cefamandol
natri tinh theo cefamandol nafat;

Cefamandol natri, C,;H;;N¢NaO;S,, khong dugc qué
10,0 % (tinh theo ché phdm khan va khong c6 natri carbonat);
Natri carbonat, Na,CO;, tir 4,8 % dén 6,4 %.

Tinh chit
B6t mau trang hay gan nhu tring. D2 tan trong nudc, hoi
tan trong methanol.

Pinh tinh

A. Phé hép thu hf’)ng ngoai (Phuy lyc 4.2) cua ché phém
phai phi hop véi phd héap thy hdng ngoai ciia cefamandol
nafat chuin.

B. Ché phdm phai cho phan tmg cua ion natri (Phu luc 8.1).

D§ trong va mau sic cia dung dich

Hoa tan 2,5 g ché phidm trong nudc khéng cé carbon
dioxyd (TT) va pha loang thanh 25 ml véi cung dung méi
(Dung dich S).

Dung dich thu dugc phai trong (Phu luc 9.2) va cé d6 hap
thu 4nh séng ¢ 475 nm (Phu luc 4.1) khong 16m hon 0,03.

pH
pH cua dung dich S tir 6,0 dén 8,0, do sau khi pha 30 min
(Phu luc 6.2).

Goc quay cue riéng

Tir -45° dén -35,0°, (Phu lyc 6.4, tinh theo ché ph?xm khan
va khong cé natri carbonat).

Hoa tan 1,00 g ché phim trong dung dich dém acetat pH
4,7 (TT)) va pha loang t6i 10,0 ml véi cing dung méi.

Tap chiit lién quan

Phuong phap sic ky léng (Phu luc 5.3).

Dung dich triethylamin phosphat: Hoa tan 2,0 g natri
pentansulfonat (TT) trong 350 ml nwoc, thém vao 40 ml
triethylamin (TT), chinh dén pH 2,5 bang acid phosphoric
(TT) va pha lodng thanh 700 ml bang nwoc.

Pha dong A: Dung dich triethylamin phosphat - nuwoc (1 : 2).
Pha dong B: Dung dich triethylamin phosphat - methanol
- acetonitril (1 : 1 :1).

Chuén bj céc dung dich sau ngay trudc khi ding:

Hén hop dung méi: Hén hgp gom 18 thé tich acetonitril
(TT) va 75 thé tich dung dich triethylamin (TT) 10 % (tt/tt)
dugc chinh dén pH 2,5 bing acid phosphoric (TT).

Dung dich thir: Hoa tan 0,100 g ché phédm trong hén hop
dung moi va pha loang t6i 10,0 ml v&i ciing dung méi.
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