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dung moi pha mau, lic siéu 4m khoang 10 min. Pha lodng
véi dung méi pha mau vira du dén vach, lic déu. Loc qua
giéy loc. Pha lodng 5,0 ml dich lgc thanh 100,0 ml vai
dung méi pha miu. Loc qua mang loc 0,45 pm.

Diéu kién séc ky:

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

Nhiét d6 cot: 30 °C.

Detector quang phé tir ngoai dit & bude séng 235 nm.
Téc d6 dong: 2,0 ml/min.

Thé tich tiém: 20 pl.

Cédch tién hanh: Tién hanh sic ky v6i dung dich chuén.
Trén sic ky dd thu dugc, thoi gian lwu turong déi cua pic
cefpodoxim proxetil S-epimer khoang 0,9 va cefpodoxim
proxetil R-epimer la 1,0; d§ phédn giai gifra hai pic nay
khéng nho hon 2,5. Hé sb dbi xing cua pic cefpodoxim
proxetil R-epimer khong 16n hon 2,0. Pg 1éch chuin tuong
d6i cua téng dién tich pic cefpodoxim proxetil S-epimer va
cefpodoxim proxetil R-epimer ctia 6 lan tiém lip lai khong
16m hon 2,0 %.

Tién hanh sic ky voi dung dich thir. Tir tdng dién tich pic
cefpodoxim proxetil S-epimer va cefpodoxim proxetil
R-epimer thu dugc trén sic ky dd cua dung dich thir, dung
dich chudn, ham lugng C;sH;;NsO4S, trong cefpodoxim
proxetil chuén, tinh ham luong C,sH,,NsO4S, trong vién.

Bio quin
Trong d6 dung kin, noi khd mat, tranh 4nh sang.

Loai thudc
Khang sinh nhdm cephalosporin.

Ham lurgng thuwong diung
100 mg; 200 mg tinh theo cefpodoxim.
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cefradin C]5H|9 N3 O4S 3494
cephalexin CieHi7N;04S 3474

QLK

4’, 5’-dihydrocefradin CigH, N3O, S 3514

CEFRADIN

Cefradin c6 thanh phﬁn chinh 1a acid (6R,7R)-7-[[(2R)-2-
amino-2-(cyclohexa-1,4-dienyl)acetyl]Jamino]-3-methyl-
8-o0xo0-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic,
duoc ban tong hop tir mot san pham 1én men, phai chira:
Cefradin it nhét 1a 90,0 %; cephalexin khong dugc qua
5,0 %; 4°,5’-dihydrocefradin khong dugc qua 2,0 %, tinh
theo ché phim khan

Tong ham luong cta cefradin, cephalexin va 4°,5°-dihydro-
cefradin phai tir 95,0 % dén 102,0 %, tinh theo ché phim khan.

Tinh chat
Bot mau tring hodc hoi vang, hat 4m. Hoi tan trong nudc,
thyc té khong tan trong ethanol 96 % va trong hexan.

Pinh tinh

Phé hap thu hong ngoa1 (Phu luc 4.2) cua ché phim phai
phu h0'p v6i phd hap thu hong ngoai cua cefradm chuan.
Néu pho hong ngoai & trang thai rén cia mau thir khac véi
phd hong ngoal clia cefradin chudn thi hoa tan riéng biét
30 mg ché phim va chit chuin trong 10 ml methanol (TT),
bay hoi céc dung dich t6i khé & 40 °C va ap suét dudi
2 kPa, ghi phd méi cia cac cin thu dugc.

D¢ trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,50 g ché pham trong dung dich
natri carbonat (TT), pha loang thanh 25,0 ml v&i cung
dung moi.

Dung dich S khong duc hon hdn dich dbi chiéu II (Phu
luc 9.2). Pé yén dung dich S trong 5 min. P4 hip thu caa
dung dich S do ¢ budc séng 450 nm (Phu luc 4.1) khong
duoc qua 0,60.

pH ]

Hoa tan 0,100 g ché phim trong nuwéc khéng cé carbon
dioxyd (TT) va pha loang thanh 10 ml véi cung dung méi.
pH (Phu luc 6.2) ctia dung dich thu dugc phai tir 3,5 dén 6,0.

Goéc quay cue riéng

Tir +80° dén +90°, tinh theo ché phdm khan (Phu luc 6.4).
Hoa tan 0,250 g ché pham trong dung dich dém acetat pH 4,6
(TT) va pha loang thanh 25,0 ml véi cung dung méi.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3).

Pha dong A: Dung dich kali dihydrophosphat 0,272 % (TT)
duoc diéu chinh dén pH 3,0 bing acid phosphoric 2 M (TT).
Pha dong B: Methanol (TT,).

Dung dich thir: Hoa tan 0,300 g ché pham trong pha dong
A va pha loang thanh 50,0 ml v&i cung dung méi.

Dung dich doi chiéu (1): Hoa tan 3,0 mg cyclohexa-1,4-
dienylglycin chuén (tap chit B) trong pha dong A va pha
loang thanh 100,0 ml v&i cing dung méi.

Dung dich doi chiéu (2): Hoa tan 3 mg ché phim va
3 mg cephalexin chudn trong pha dong A va pha loang thanh
25 ml v6Gi cung dung méi.
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Dung djch doi chiéu (3): Pha long 1,0 ml dung djch thir
thanh 100,0 ml bing pha dong A.

Dung dijch doi chiéu (4): Hoa tan 6 mg cefradin chuén
dung dé dinh tinh pic (chira tap chit C, D va E) trong
1,0 ml pha djng A.

Dung dich ddi chiéu (5): Hoa tan hén hop tap chat chuén
cua cefradin (chira tap chét A va G) ¢é trong mt lo chuén
trong 1,0 ml pha djng A.

Diéu kién sdc ky:

Cot kich thude (15 em x 4,6 mm) dugce nhoi pha tinh C
(5 pm).

Nhiét d cft: 30 °C.

Detector quang phé tir ngoai dit & budc song 220 nm.
Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 25 pl.

Cdch tién hanh:

Tién hanh sic ky theo chwong trinh dung mdi nhu sau:

Théi gian Pha djng A Pha dgng B f
(min) (% tt/tt) (% tt/tt)
0-25 99,5 = 97 05—3

2,5-11 97 —» 175 3—25
11-13 75 — 60 25 — 40
13-16 60 40
16-19 60 — 20 40 — 80
19-19,1 20— 99,5 80 — 0,5
19,1 -25 99,5 0,5

Sir dung sic ky dd cung cp kém theo cefradin chuén dung
dé dinh tinh pic va sic ky 6 cia dung dich ddi chiéu (4)
dé xéc dinh pic cua cic tap chit C, D va E. Sir dung séc ky
db cia dung dich d6i chiéu ( )] dé xac dinh pic cua tap chit
B. Sir dung sic ky d6 cung cip kém theo hdn hop tap chat
chuin cia cefradin va sic ky dd cua dung dich déi chiéu
(5) &é x4c dinh pic cua cAc tap chit A va G.

Thoi gian lwu twong ddi so véi cefradin (thoi gian luu
khoang 15 mm) Tap chat A khoang 0,27; tap chit B khoang
0,32; tap chét C khoang 0,53; tap chat D khoang 0,63; tap
chit E khoang 0,80; tap chit F khoang 0,92; cephalexin
khoang 0,95; 4°,5’-dihydrocefradin khoang 1,06; tap chit G
khoang 1,32.

Kiém tra tinh phi hgp cua hé théng: Trén sic ky dd
cia dung dich ddi chiéu (2), do phan giai gifra pic cla
cephalexin v2 pic ciia cefradin it nhat 14 4,0.

Gidi han:

Dé tinh ham .rgng, nhan dién tich pic cua tap chét B vai
hé s6 hi¢u chinh 14 3.4.

Tap chit A, B, C, D, E, F, G: Véi mdi tap chit, dién tich
pic d4 hiéu chinh, néu cin, khéng du'qc 16n hon 0,25 lan
dién tich pic chinh thu dugc trén sic ky b ctia dung dich
dbi chiéu (3) (0,25 %).

Tap don khéc: Dién tich pic ciia mdi tap chét khong dugc
16m hon 0,25 1an dién tich pic chinh thu dugc trén sic ky
dd cua dung dich d6i chiéu (3) (0,25 %).
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Téng dién tich pic cua tat ca cac tap chit khong dugc 16n
hon 2 lan dign tich pic chinh thu dugc trén sic ky do cua
dung dijch dbi chiéu (3) (2,0 %).

Bo6 qua nhimg pic c6 di¢n tich nhé hon hodc bing 0,05
lan dlen tich pic chinh thu dugc trén sic ky d6 cua dung
dich déi chiéu (3) (0,05 %), bd qua pic cua cephalexin va
4’,5’-dihydrocefradin.

Ghi chu:

Tap chit A: Acid (6R,7R)-7-amino-3-methyl-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-en-2-carboxylic (acid 7-amino-deacetoxy-
cephalosporanic, 7-ADCA).

Tap chit B: Acid (2R)-amino(cyclohexa-1,4-dienyl)acetic (d-
dihydrophenylglycin,cyclohexa-1,4-dienylglycin).

Tap chét C: Acid (6R,7R)-7-[[(2R)-amino(cyclohexa-1,4-dienyl)
acetyl]Jamino]-3-methyl-8-0xo0-5-thia-1-azabicyclo [4.2.0]oct-2-
en-2-carboxylic 5-oxid (isomer 1).

Tap chét D: Acid (6R,7R)-7-[[(2R)-amino(cyclohexa-1,4-dienyl)
acetyl]Jamino]-3-methyl-8-oxo0-5-thia-1-azabicyclo[4.2.0]oct-2-
en-2-carboxylic 5-oxid (isomer 2)

Tap chit E: Acid (6R,7R)-7-[[(2R)-amino(2-hydroxyphenyl)
acetyl]amino]-3-methyl-8-o0xo0-5-thia-1-azabicyclo[4.2.0]oct-2-
en-2-carboxylic.

Tap chét F: 3-hydroxy-4-methylthiophen-2(5H)-on.

Tap chat G: Acid (6R,7R)-7-[(2,2-dimethylpropanoyl)amino]-3-
methyl-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic
(7-ADCA pivalamid).

N,N-Dimethylanilin
Khong dugc qué 20 phan triéu (Phu luc 10.16, phuong
phap 2).

Nuée
Khéng duoc qua ’6,0 % (Phuy luc 10.3).
Dung 0,300 g ché pham.

Tro sulfat
Khéng dugce qua 032 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché phim.

Dinh lrgng

Phuong phap sic ky long (Phuy luc 5.3).

Pha dgng: Methanol - dung dich dém phosphat pH 5,0 (25 : 75).
Dung dich thir: Hoa tan 50,0 mg ché phim trong dung dich
dém phosphat pH 5,0 (TT) va pha lodng thanh 100,0 ml
véi cung dung méi.

Dung dich chudn (1): Hoa tan 50,0 mg cefradin chuén (chira
4’,5’-dihydrocefradin) trong dung djch dém phosphat pH 5,0
(TT) va pha lodng thanh 100,0 ml véi cing dung méi.

Dung dich chudn (2): Hda tan 5,0 mg cephalexin chuin
trong dung dich dém phosphat pH 5,0 (TT) va pha loang
thanh 100,0 ml v&i ciing dung moi.

Dung dich chudn (3): Pha loang 1 ml dung dich chuén (1)
thanh 10 ml bing dung dich dém phosphat pH 5,0 (TT).
Tron 5 ml dung dich thu dugc va 5 ml dung dich chuan (2).
Diéu ki¢n sac ky:

Cot kich thuéc (10 cm x 4,6 mm) duge nhdi pha tinh C
(5 pm).
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Detector quang phé tir ngoai dit & budc séng 254 nm.
Toc 49 dong: 1,5 ml/min.

Thé tich tiém: 5 pl.

Cach tién hanh:

Tién hanh sic ky voi thoi gian gép 2 14n thoi gian luu cia
cefradin.

Théi gian luu trong d6i so véi cefradin (thai gian lwu khoang
3 min): cephalexin khoang 0,7; 4’,5’-dihydrocefradin
khoang 1,5.

Kiém tra tinh phi hop cua hé thong: Trén sic ky db cia
dung dich chuan (3), 46 phén giai giira pic ciia cephalexin
v0i pic cua cefradin it nhat 1a 4,0.

Tinh ham luong phan trim cua cefradin trong ché pham
dua vao dién tich pic thu dugc trén sic ky db cua dung
dich thir, dung dich chuin (1) va ham luong cua cefradin,
Ci6H9N30,S, trong cefradin chuén.

Tinh ham lugng phén trim cua cephalexin trong ché phdm
dva vao dién tich pic thu dugc trén sic ky dd cua dung dich
thir, dung dich chuin (2) va ham luong cua cephalexin,
Cy¢H;,N;0,S, trong cephalexin chuin.

Tinh ham luong phan trim cia 4°,5°-dihydrocefradin trong
ché phdm dra vao dién tich pic thu duoc trén sic ky db ciia
dung dich thir, dung dich chudn (2) va nhén dién tich pic
cua 4°,5’-dihydrocefradin vai 1,6.

Bio quin
Trong bao bi kin va tranh 4nh séng, & nhiét d6 2 °C dén 8 °C.

Loai thubc
Khang sinh nhém cephalosporin.

Ché pham
Nang, hén dich udng.

NANG CEFRADIN

La nang cung chira cefradin. )
Che pham phai dap umg cac yéu cau trong chuyén ludn
“Thudc nang” (Phu luc 1.13) va cic yéu céu sau:

Ham luwgng cephalosporin, tinh theo téng cua cefradin,
C|6H|9N304S, va CCphaleXiﬂ, C|5H]7N304S, 114 90,0 % dén
110,0 % so v&i ham lugng cefradin ghi trén nhan.

Dinh tinh

A. Phuong phap sic ky 16p méng (Phu luc 5.4).

Bdn mong: Silica gel khong c6 chét két dinh day 0,25 mm,
dugc chuin bi nhu sau: Pt ban mong trong binh sic ky
c6 chira hdn hop dung méi n-hexan - tetradecan (95 : 5)
ngip khoang 1 cm, dé dung méi di chuyén theo chiéu dai
ciia ban mong, sau d6 lay ban mong ra khoi binh sic ky va
dé dung mbi bay hoi.

Dung méi khai trién: Dung dich acid citric 0,1 M - dung
dich dinatri hydrophosphat 0,1 M - dung dich ninhydrin
trong aceton (TT) c6 néng dé 1 g trong 15 ml (60 : 40 1,5).

NANG CEFRADIN

Dung dich thir. Liy mét lugng bt thudc trong nang trong
tmg v&i khoang 30 mg cefradin, hda tan trong 10 ml nwde, lgc.
Dung djch déi chiéu: Dung dich cefradin chuan 0,3 %
trong nudc.

Cach tién hanh: Chim riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 10 cm, ldy ban méng ra dé khé ngoai khong khi va
say & 110 °C trong 10 min va quan st duéi 4nh sang thudng.
Vét chinh trén sic ky dd cta dung dich thir phai twrong tmg
véi vét chinh trén sic ky db ciia dung dich d6i chiéu vé vi
tr, mau sdc va kich thudc.

B. Trong ph?m Pinh lugng, pic chinh trén sic ky d6 cua
dung dich thir phéi c6 thoi gian Iuu tuong Ung vai thoi
gian lwu cia pic chinh trén sic ky dd cta dung dich chuén.

Mit khoi lwgng do lam kho

Khéng dugce qua 7,0 % (Phu luc 9.6).

Cén chinh xdc khodng 100 mg bdt ché pham, siy trong
chan khong duéi 4p suit giam 5 mmHg & 60 °C trong 3 h.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gi6 quay.

Mobi truong hoa tan: 900 ml dung dich acid hydrocloric
0,12 M (TT).

Toc do quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh: Liy mét phin dung dich méi truong da
hoa tan miu thir, loc (b6 20 ml dich loc dau). Pha loing
dich loc thu dugc téi néng do thich hop v6i moi trnrong
hoa tan (néu cin). Po do hip thu (Phu luc 4.1) cua dung
dich thu dugc & budc séng hip thu cwc dai 255 nm, cb¢
do diy 1 cm, miu tring 12 méi truong hoa tan. Tinh
lugng cephalosporin bing cach tinh téng lugng cefradin,
C,6H,oN304S, va cephalexin, C,sH,;7N;0,4S, hoa tan trong
mdi vién so sanh voi dung dich cefradin chuén c6 néng dé
twong duong trong cung dung mai.

Yéu cau: Khéng it hon 75 % (Q) lwong cefradin so véi
lugng ghi trén nhén dugc hoa tan trong 45 min, tinh theo
téng cefradin va cephalexin.

Cephalexin

Khéng qua 10,0 % tdng cefradin, C,sH,oN;0,S va cephalexin,
CisH7N;0,S. \

Tinh ham lrgng phan trdm cephalexin, C,sH,,N;0,S trong
ché phim dya vao dién tich pic cephalexin va dién tich pic
cefradin trén sic ky dd thu dugc tir dung dich thir trong
phan Dinh luong.

Pinh lrgng

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

Pha dong: Nuoc - methanol - dung dich natri acetat 0,5 M -
dung dich acid acetic 0,7 M (782 : 200 : 15 : 3).

Dung dich chudn: Dung dich cefradin chuan 0,05 % trong
pha dong.
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