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CLOXACILIN NATRI

Bdo qm!n
Trong d6 dyng kin, tranh anh sang.

Loai thubc
Thuoc chong nam tai cho, pho rong.

Ham lrong thwomg diung
100 mg, 500 mg.

CLOXACILIN NATRI
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Cloxacilin natri 1a natri (2S,5R,6R)-6-[[[3-(2-cloropheny])-
5-methylisoxazol-4yl]carbonyl]amino]-3,3-dimethyl-
7-ox0-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylat
monohydrat, dwoc ban téng hop tir mot san phin 1én men,
phai chira tir 95,0 % dén 102,0 % C,oH,,CIN;NaO;S, tinh
theo ché pham khan.

Tinh chat
Bot két tinh mau tring hodic gan nhu tring, hit 4m. Dé tan
trong nudc va methanol, tan trong ethanol 96 %.

DPinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhom II: B, C, D.

A. Phé hip thy hbng ngoai (Phu luc 4.2) cua ché phim
phai phu hop vdi phd hap thu hong ngoai cia cloxacilin
natri chuén. Chuan bi miu dang dia nén.

B. Tién hanh sic ky 16p mong nhu mé ta trong phan Dinh
tinh cac penicilin (Phu luc 8.2).

C. Tién hanh phan img B trong phép thir phan (g mau cia
cac penicilin va cephalosporin (Phu luc 8.3).

D. Ché phém cho phan trng (A) cua ion natri (Phu luc 8.1).

P§ trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,50 g ché pham trong nudc khong
co carbon dioxyd (TT) va pha lodng thanh 25,0 ml véi
cung dung moi.

Dung dich S phai trong (Phu luc 9.2) va d6 hip thu 4nh séng
(Phu lyc 4.1) tai buéc song 430 nm khong dugce qua 0,04.

pH
Tir 5,0 dén 7,0 (Phy lyc 6.2).
Dung dung dich S dé do.
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Goéc quay cuc riéng

Tir +160° dén +169° tinh theo ché pham khan (Phu luc 6.4),
Hoa tan 0,250 g ché phim trong mwede va pha loing thinh
25,0 ml vdi ciing dung moi.

Tap chét lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dng: Tron 25 thé tich acetonitril (TT) va 75 thé tich
dung dich kali dihydrophosphat 0,27 % (TT) di dugc diéu
chinh dén pH 5,0 bing dung dich natri hydroxyd loang (TT).
Dung dich thir (1): Hoa tan 50,0 g ché phdm trong pha
dong va pha loang thanh 50,0 ml v&i cung dung méi.
Dung dich thir (2): Pha lodng 5,0 ml dung dich thur (1)
thanh 50,0 ml bing pha dong.

Dung dich doi chiéu (1): Hoa tan 50,0 mg cloxacilin natri
chuan trong pha déng va pha loang thanh 50,0 ml véi ciing
dung mdi. Pha lodng 5,0 ml dung dich thu dugc thanh
50,0 ml bang pha déng.

Dung dich doi chiéu (2): Pha loang 5,0 ml dung dich thir
(2) thanh 50,0 ml bang pha déng.

Dung dich déi chiéu (3): Hoa tan 5 mg flucloxacilin natri
chuén va 5 mg cloxacilin natri chun trong pha déng va
pha lodng thanh 50,0 ml véi cung dung moi.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4,0 mm) dugc nhdi pha tinh C
(5 pm). )

Detector quang pho tir ngoai dét & budc séng 225 nm.
Tbc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tiém dung dich thir (1) va dung dich dbi chiéu (2), (3).
Tién hanh sic ky véi thoi gian gap 5 1in thoi gian lru cia
cloxacilin.

Kiém tra tinh phit hop ctia hé théng;: Trén séc ky db cia dung
dich dbi chiéu (3), d6 ph4n giai giiva pic cua cloxacilin (pic
thir nhat) voi pic ctia flucloxacilin (pic thir hai) it nhét 14 2,5.
Gidi han: Trén sic ky d6 cia dung dich thir (1):

Dién tich pic ctia bit ky tap don niao khéng dugc 16n hon
dién tich pic chinh trén sic ky d6 cia dung dich déi chiéu
(2) (1,0 %).

Téng dién tich pic cua tit ca céc tap chit khong duge 16n
hon 5 lan dién tich pic chinh trén sic ky d6 cua dung dich
dbi chiéu (2) (5,0 %).

Bo6 qua nhimg pic c6 dién tich nhé hon hoéc b?mg 0,05 1an
dién tich pic chinh trén sic ky d6 cta dung dich ddi chiéu
(2) (0,05 %).

Ghi chu:

Tap chit A: Acid (45)-2-[carboxy[[[3-(2-clorophenyl) 5-methyl-
isoxazol-4-yl]carbonyl]amino]methyl]-5,5 dimethylthiazolidin-
4-carboxylic (acid peniciloic cua cloxacilin).

Tap chit B: (2RS,45)-2-[[[[3-(2-clorophenyl)-5-methylisoxazol-
4-ylJcarbonyl]amino]methyl]-5,5-dimethylthiazolidin-4-
carboxylic (acid peniloic cua cloxacilin).

Tap chat C: Acid (2S,5R,6R)-6-amino-3,3-dimethyl-7-oxo-4-thia-
1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-aminopenicilanic).
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Tap chit D: Acid 3-(2-clorophenyl)-5-methylisoxazol-4-
carboxylic.

Tap chat E: Acid (25.5R.6R)-6-[[[(25.5R,6R)-6-[[[3-(2-
clorophenyl)-S-methylisoxazol-4-yl]carbonyl]amino]-3,3-
dimethyl-7-0x0-4-thia- 1-azabicyclo[3.2.0]hept-2-yl]carbonyl]
amino]-3.3-dimethyl-7-ox0-4-thia- 1 -azabicyclo[3.2.0]heptan-
2-carboxylic (6-APA cloxacilin amid).

N,N-dimethylanilin
Khéng dugc qua 20 phan tridu (Phu luc 10.16, phuong
phép 2).

Acid 2-ethylhexanoic
Khong duoc qua 0.8 % (kUk!) (Phuy luc 10.17).

Nuée
Tir 3.0 % dén 4,5 % (Phuy luc 10.3).
Dung 0,300 g ché pham.

Nbi djc tb vi Khudn

Khéng dugc qua 0,20 EU/mg (Phu luc 13.2), néu ché phim
dugc du dinh dé san xuét cac dang thudc tiém ma khong cé
cic phuong phép thich hgp dé loai bo ndi doc té vi khudn.

Dinh hrong

Phuong phép sic ky long (Phu luc 5.3). Piéu kién sic ky
nhur mé ta trong phén Tap chit lién quan.

Tién hanh sic ky véi dung dich thu (2), dung dich déi
chiéu (1).

Kiém tra tinh phi hop cta hé théng: Do léch chuin twong
d6i cua dién tich pic cloxacilin natri trén sic ky dd cua
dung dich ddi chiéu (1) thu dwoc tir 6 14n tiém lap lai
khéng dugc 1om hon 1,0 %.

Tinh ham luong cua cloxacilin natri, C,oH,,CIN;NaO;S,
trong ché phim dya vao dién tich pic thu duogc trén sic ky
d ctia dung dich thir (2), dung dich d6i chiéu (1) va ham
lugng cia cloxacilin natri chuén.

Bio quin

Trong bao bi kin, nhi¢t 4§ khong dugc qué 25 °C. Néu ché
pham la v6 trung, bao quan trong bao bi kin, v6 tring.
Nhin

Phai ghi r5 néu ché phdm khéng c6 ndi doc t5 vi khuén.
Loai thube

Khang sinh nhém penicilin.

Ché phim
Nang, thuéc tiém truyén.

NANG CLOXACILIN

La nang cimg chira cloxacilin natri.
Ché pham phai dap (mg cic yéu ciu trong chuyén ludn
“Thube nang” (Phu lyc 1.13) va cac yéu ciu sau.

NANG CLOXACILIN

Ham lwgng cloxacilin, C,oH ;CIN;0;S, tir 90,0 % dén
110,0 % so va&i lugng ghi trén nhan.

Djnh tinh

A. Trong phén Dinh lugng, trén sic ky d6 cua dung dich
thir phai c6 mét pic chinh cé thoi gian lru twong (ng véi
thoi gian Iuu cua pic cloxacilin trén sic ky db cia dung
dich chuan.

B. Hoa tan khoang 50 mg ché pham trong 2 ml nuée, loc.
Acid héa dich loc bang dung dich acid acetic lodng (TT),
thém | ml dung dich magnesi uranyl acetat (TT), co thanh
dng nghiém bing mot diia thiy tinh néu can, s& cho tua két
tinh vang.

P§ hoa tan (Phy luc 11.4)

Thiét bi: Kiéu canh khuéy.

Méi trieomg hoa tan: 900 ml dém phosphat chudn pH 6,8 (TT).
Téc dg quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Phuong phép sic ky long (Phu luc 5.3).

Pha déng, dung dich chuan, diéu kién sdc ky nhu mo ta
trong phan Dinh lugng.

Dung dich thir: Sau thoi gian hoa tan quy dinh, liy mot
phﬁn dich hoa tan, loc, bo 20 ml dich loc dau. Pha lodng
dich loc b?lng pha dong dé thu dwgc dung dich thir co néng
do cloxacilin 0,01 %.

Tién hanh sic ky l4n lugt dung dich chuén, dung dich thr.
Tinh ham lugng cloxacilin da hoa tan dua vao dién tich pic
thu duge tir sic ky dd cia dung dich thir, dung dich chuén
va ham lugng cloxacilin trong cloxacilin natri chuan.

Yéu cdu: Khong it hon 80 % (Q) lugng cloxacilin,
CoHgCIN;Os8S, so véi lugng ghi trén nhian duge hoa tan
trong 45 min.

Nuée
Khong dugc qua 5,0 % (Phu luc 10.3).
Dung 0,300 g ché pham.

Pinh luwgng

Phwong phap sic ky long (Phu luc 5.3).

Dung dich @ém: Pha dung dich kali dihydrophosphat (TT)
0,02 M trong murée, didu chinh dén pH 6,8 bang dung dich
natri hydroxyd 2 M (TT).

Pha dong: Dung dich dém - acetonitril (70 : 30).

Dung dich chudn: Pha cloxacilin natri chuan trong pha
dong dé thu dugc dung dich c6 ndng d6 cloxacilin 0,01 %.
Dung djch thir: Cén 20 nang, xac dinh khéi lugng trung
binh cua bt thube trong nang. Can chinh xac mdt lugng
b6t thudc twong mg véi khoang 100 mg cloxacilin vao
binh djnh mirc 200 ml, thém 150 ml pha ddng, lic dé hoa
tan v thém pha dong vira di dén vach, tron déu. Loc va
b6 20 ml dich loc ddu. Pha lodng 5,0 ml dich lgc thanh
25,0 ml bing pha déng, tron déu.

Diéu kién sdc ky:
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