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CEFOTAXIM NATRI

pic sulbactam va c6 thdi gian lwu trong déi 12 0,9 so voi
sulbactam, d¢ phan giai gira pic sulbactam va pic tap chat
phén hiy cua cefoperazon khéng duge nho hon 1,5. Tién
hanh sic ky véi dung dich chudn, s6 dia 1y thuyét tinh trén
pic cefoperazon khéng nho hon 3000, hé sé ddi xtmg tinh
trén pic cefoperazon khéng 16n hon 2 va dd léch chuin
twong d6i cua cac dién tich dap img tir 6 1an tiém lp lai
khong 16m hon 2,0 %.

Tién hanh sic ky lin luot voi dung dich chuén va dung
dich thir. Tinh ham lugng cefoperazon, CysH,7NgOgS,, va
sulbactam, CgH,;NOsS, trong ché phim dua vao dién tich
pic thu duoc trén sic ky db cia dung dich thir, dung dich
chuén va ham luong C,5sH,7NyO5S; ctiia cefoperazon chuén
va CgH;NOS cua sulbactam chun.

Bao quéan

Trong bao bi kin, dé noi mat, tranh anh sang.
Loai thudc

Khang sinh.

Ham lwgng thwong dung
Cefoperazon 0,5 g; sulbactam 0,5 g.
Cefoperazon 1 g; sulbactam 1 g.
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Cefotaxim natri la (6R,7R)-3-[(acetyloxy)methyl]-7-
[[(Z)-2-(2-aminothiazol-4-yl)-2-(methoxyimino)
acetyl]-amino]-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-
en-2-carboxylat natri, phai chira tir 96,0 % dén 102,0 %
C;¢H;¢NsNaO,S,, tinh theo ché phim khan.

Ché pham ban téng hop tir mdt san pham 1én men.

Tinh chat
B4t mau trdng hodc hoi vang, hit 4m. Dé tan trong nudc,
hoi tan trong methanol.

Pinh tinh

A. Phd hap thu héng ngoai (Phu luc 4.2) clia ché pham
phai phit hop véi phd hip thu hdng ngoai cua cefotaxim
natri chuén.

B. Ché pham phai cho phan (g (A) cia ion natri (Phy
luc 8.1).

P§ trong ciia dung djch o
Dung djch S: Hba tan 2,5 g ché pham trong nuwdc khong cé
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carbon dioxyd (TT) va pha loang thanh 25,0 ml v&i cung
dung méi.

Dung dich S phai trong (Phu lyc 9.2). Thém 1 ml acid
acetic bang (TT) vao 10 ml dung dich S. Quan sat ngay,
dung dich thu dugc phai trong.

pH ,
Tir 4,5 dén 6,5 (Phu luc 6.2).
Dung dung dich S dé do.

Goéc quay cuc riéng

Tir +58,0° dn +64,0°, tinh theo ché phim khan (Phu luc 6.4).
Hoa tan 0,100 g ché phém trong nude va pha loang thanh
10,0 ml véi cung dung méi. Dung dung dich thu dugce
dé do.

Db hip thy
Khéng dugce qua 0,40 (Phu luc 4.1).
Dung dung dich S d€ do d¢ hap thu & budc séng 430 nm.

Pj hip thy riéng

Hoa tan 20,0 mg ché phim trong nudc va pha loang thanh
100,0 ml vé&i cung dung méi. Pha lodng 10,0 ml dung dich
thu dwoc thanh 100,0 ml bing nuée. Gia tri A (1 %, 1 cm)
do & budc séng 235 nm phai tir 360 dén 390, tinh theo ché
phim khan.

Tap chit lién quan

Phuong phap sic ky 16ng (Phu luc 5.3). Chuén bj cac dung
dich ngay trudce khi dung.

Pha dong A: Dung dich dinatri hydrophosphat 0,71 % (TT)
dugc diéu chinh dén pH 6,25 bang acid phosphoric (TT).
Pha dong B: Methanol (TT).

Hon hop dung méi: Pha dong B - pha dong A (14 : 86).
Dung dich thir: Hoa tan 40,0 mg ché pham trong hdn hop
dung méi va pha loang thanh 50,0 ml v&i ciing dung méi.
Dung dich d6i chiéu (1): Hoa tan 8,0 mg acid cefotaxim
chuén trong hdn hop dung méi va pha loang thanh 10,0 ml
vdi cing dung moi.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 m1 bang hdn hop dung méi.

Dung dich déi chiéu (3): Thém 1,0 ml dung dich acid
hydrocloric loang (TT) vao 4,0 ml dung dich thir. Pun néng
dung dich thu duogc & 40 °C trong 2 h. Thém 5,0 ml dung
dich dém pH 6,6 (TT) va 1,0 ml dung dich natri hydroxyd
1 M (TT).

Dung dich doi chiéu (4): Hoa tan 4 mg cefotaxim chuin
dung dé dinh tinh pic (chira cac tap chat A, B, C, E va F)
trong 5 ml hén hop dung méi.

Piéu kién sédc ky:

Cot kich thude (15 cm x 3,9 mm) dugc nhdi pha tinh C
(5 pm).

Nhiét d6 c6t: 30 °C.

Detector quang phé tir ngoai dit & buée song 235 nm.
Téc ¢ dong: 1,0 ml/min.

Thé tich tiém: 10 pl.
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Cadch tién hc:mh:
Tién hanh sic ky theo chuong trinh dung mdi nhu sau:

Thi gian PhadongA  PhadjngB
(min) (% ti/tt) (% t/tt)
0-7 86 14
7-9 86 — 82 1418
9-16 82 18
16 - 45 82 — 60 18 — 40
45-50 60 40
50 - 55 60 — 86 40— 14
55- 60 86 | 14

Tién hanh sic ky voi dung dich thir va cac dung dich déi
chiéu (2), (3), (4).

Sir dung sic ky @6 cung cip kém theo cefotaxim chuén
diing dé dinh tinh pic va sic ky dé cia dung dich déi chiéu
(4) dé xac dinh pic cua tap chitA, B, C, EvaF.

Thoi gian lru twong d6i so véi cefotaxim (thm gian huu
khoéng 13 min): Tap chit B khoang 0,3; tap chit A khoang
0,5; tap chit E khoang 0,6; tap chéit C khoéng 1,9; tap chit
D khoang 2,3; tap chit F khoang 2,4; tap chit G khoang 3,1.
Kiém tra tinh thich hop ctia hé théng Trén sic ky db coa
dung dich d6i chiéu (3), d6 phén giai giita pic cta tap chit
E va pic clia cefotaxim it nhét la 3,5; hé s6 dbi xtimg ciia
pic cefotaxim khong qua 2,0.

Gidi han:

Tap chit A, B, C, D, E, F: V&i mdi tap chét, dién tich pic
khong dugc 16m hon dién tich pic chinh thu dwgc trén sic
ky db ciia dung dich d6i chiéu (2) (1,0 %).

Tap don khéc: Dién tich pic ctia mdi tap chit khong duoc
16n hon 0,2 14n dién tich pic chinh thu dwoc trén sic ky db
cia dung dich di chiéu (2) (0,2 %).

Tong dién tich pic cta tit ca cac tap chit khong duoc 16n
hon 3 14n dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich déi chiéu (2) (3,0 %).

Bo qua nhimg pic c6 dién tich nhé hon hoc bang 0,05 lan
dién tich pic chinh thu duoc trén sic ky db cta dung dich
dbi chiéu (2) (0,05 %).

Ghi chii:

Tap chit A: Acid (6R,7R)-7-[[(2Z)-2-(2-aminothiazol-4-yl)-
2-(methoxyimino)acetyl]amino]-3-methyl-8-0xo0-5-thia-1-
azabicyclo[4.2.0]oct-2-en- 2-carboxylic (deacetoxycefotaxim).
Tap chit B: Acid (6R,7R)-7-[[(2Z)-2-(2-aminothiazol-4-yl)-2-
(methoxyimino)acetyl]amino]-3-(hydroxymethyl)-8-oxo-5-thia-
1-azabicyclo [4.2.0]oct-2-en-2-carboxylic (deacetylcefotaxim).
Tap chit C: Acid (6R,7R)-3-[(acetyloxy)methyl]-7-[[(2Z)-2-
[2-(formylamino)thiazol-4-yl]-2-(methoxyimino)acetyl]
amino]-8-0xo0-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic
(N-formylcefotaxim).

Tap chit D: Acid (6R,7R)-3-[(acetyloxy)methyl]-7-[[(2E)-2-(2-
aminothiazol-4-yl)-2-(methoxyimino)acetyl]amino]-8-oxo-5-
thia-1-azabicyclo[4.2.0]oct-2-en-2- carboxylic (£-cefotaxim).
Tap chit E: (5aR,6R)-6-[[(2Z)-2-(2-aminothiazol-4-yl)-2-(methoxy-
imino)acetyl]amino]-5a,6-dihydro-3H,7H-azeto[2,1-b]
furo[3,4-d][1,3]thiazin-1,7(4H)-dion (deacetylcefotaxim lacton).
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Tap chit F: Acid (6R,7R)-3-[(acetyloxy)methyl]-7-[[(2Z)-2-[2-
[[[(6R,7R)-7-[[(2Z)-2-(2-aminothiazol- 4-y])-2-(methoxyimino)
acetyl]amino]-2-carboxy-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-
2-en-2-yllmethyl]amino]thiazol-4-yl]-2-(methoxyimino)acetyl]
amino]-8-oxo-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic
(cefotaxim dimer).

Tap chit G: Acid (6R,7R)-3-[(acetyloxy)methyl]-7-[[(22)-2-
[2-[[(2Z)-2-(2-aminothiazol-4-yl)-2-(methoxyimino)acetyl]
amino]thiazol-4-yl]-2-(methoxyimino)acetyl]amino]-8-oxo-5-
thia-1-azabicyclo[4.2.0]oct-2-en-2-carboxylic (ATA cefotaxim).
Ethanol

Khéng dwoc qua 1,0 % (Phu luc 10.14, hé sic ky A).

N,N-Dimethylanilin

Khéng dugc qué 20 phin triéu (Phu luc 10.16, phuong
phap 2).

Acid 2-ethylhexanoic

Khéng dwoc qué 0,5 % (kI/kl) (Phu luc 10.17).

Nuée
Khong duge qua 3,0 % (Phu luc 10.3).
Ding 0,300 g ché pham.

Ngi doc t6 vi khuén

Khong dugc qua 0,05 EU/mg (Phu luc 13.2), néu ché
phim ding trong san sudt thudc tiém ma khong ¢6 phuong
phap hitu higu dé loai bo néi doc t6 vi khudn.

Pinh legng

Phuong phép séc ky long (Phu luc 5.3). Piéu kién sic ky
nhu mo ta trong phén Tap chiét lién quan.

Tién hanh sic ky véi dung dich thir va dung dich d6i
chiéu (1).

Tinh ham luong cia cefotaxim dya vao dién tich pic thu
dugc trén sic ky db cia dung dich thi, dung dich dbi
chiéu (1) va ham lwong cia cefotaxim chuén.

Ham luong cia C¢H sNsNaO;S, trong ché phim bing
ham lugng cua cefotaxim nhan véi 1,048.

Bdo quin
Trong bao bi kin va tranh 4nh sang. Néu ché pham v6 khuan
thi bao quan trong bao bi kin v6 khuan.

Loai thude
Khéng sinh nhém cephalosporin.

Ché phim
B0t pha tiém.

BOT PHA TIEM CEFOTAXIM

Bot pha tiém cefotaxim 1a bdt thubc vo6 khuidn chia
cefotaxim natri, c6 thé c6 ta duoc va déng trong b dung kin.
Ché pham phai dép (rng cdc yéu cau trong chuyén luén
“Thudc tlem thude tiém truyen thude cay” (Phu luc 1.19)
v céc yéu cdu sau:
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