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CEFADROXIL MONOHYDRAT

Loai thubc
Khang sinh nhém cephalosporin.

Ham lugng thudmg dung
250 mg; 500 mg.

CEFADROXIL MONOHYDRAT
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Cefadroxil 1a acid (6R,7R)-7-[[(2R)-2-amino-2-(4-hydroxy-
phenyl)acetyl]Jamino]-3-methyl-8-oxo0-5-thia-1-azabicyclo
[4.2.0]oct-2-en-2-carboxylic monohydrat, dugc ban tong hop
tir mot san phim 1én men, phai chira tir 95,0 % dén 102,0 %
C,¢H,7N;0s8, tinh theo ché phim khan.

Tinh chét
B{t mau trang hodc gan nhu trang. Kho tan trong nudc, rat
kho tan trong ethanol 96 %.

Pinh tinh
Pho hap thu hong ngoai (Phu luc 4.2) cia ché phdm phai
phu hop va&i phé hap thu hong ngoai cua cefadroxil chuén.

pH

Tir 4,0 dén 6,0 (Phu luc 6.2).

Lic 1,0 g ché phim trong nwéc khéng cé carbon dioxyd
(TT) va pha lodng thanh 20 ml v&i cing dung moi.

Géc quay curc riéng

Tir +165° dén +178°, tinh theo ché phim khan (Phy luc 6.4).
Hoa tan 0,500 g ché phim trong nuwdc va pha loing thanh
50,0 ml véi cung dung méi.

Tap chit lién quan

Phuong phap séc ky léng (Phu luc 5.3).

Pha dong A: Dung djch dém phosphat pH 5,0 (TT).

Pha dong B: Methanol (TT)).

Dung dich thir: Hoa tan 50,0 mg ché phim trong pha dong
A va pha loang thanh 50,0 ml véi cung dung mdi.

Dung dich doi chiéu (1): Hoa tan 10,0 mg D-a-(4-hydroxy-
phenyl)glycin chuin (tap chit A) trong pha dong A va pha
lodng thanh 10,0 ml véi cing dung moi.

Dung dich déi chiéu (2): Hoa tan 10,0 mg acid 7-amino-
desacetoxycephalosporanic chuén (tap chat B) trong dung
dich dém phosphat pH 7,0 (TTs) va pha loang thanh 10,0 ml
véi cung dung moi.

Dung dich doi chiéu (3): Pha loang 1,0 ml dung dich déi
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chiéu (1) va 1,0 ml dung dich déi chiéu (2) thanh 100,0 ml
bing pha dong A.

Dung dich déi chiéu (4): Hdatan 10,0 mg dimethylformamid
(TT) va 10 mg dimethylacetamid (TT) trong pha dong A va
pha lodng thanh 10,0 ml vé&i cling dung mo6i. Pha loang 1,0 ml
dung djch thu duge thanh 100,0 ml bing pha dong A.
Dung dich doi chiéu (5): Pha loang 1,0 ml dung dich déi
chiéu (3) thanh 25,0 ml bing pha dong A.

Diéu kién sdc ky:

Cot kich thude (10 cm x 4,6 mm) dugc nhdi pha tinh
spherical octadecylsilyl silica gel ding cho sdc ky (5 pm).
Detector quang phé tir ngoai dat ¢ budc séng 220 nm.
Téc do dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh séc ky theo chirong trinh dung mdi nhu sau:
e _

Thoi gian Pha djng A Pha dgng B
‘ (min) (% tw/tt) (% t/tt)
; 0-1 98 2
| 1-20 98 — 70 230

Thoi gian hru twong d6i so voi cefadroxil (thdi gian lwu
khoang 6 min): Dimethylformamid khoang 0,4; dimethyl-
acetamid khoang 0,75.

Kiém tra tinh phd hop cta hé théng: Trén sic ky d cua
dung dich dbi chiéu (3), d6 phan giai giira pic ciia tap chét
A véi pic ciia tap chét B it nhit Ia 5,0. Trén séc ky dé cua
dung dich déi chiéu (5), ty s tin hiu trén nhidu it nhét 13
10 dbi véi pic thir 2.

Gidi han:

Tap chét A: Dién tich pic tap chét A khong dugc 16n hon
dién tich pic thir nhat thu duoc trén sic ky dd cia dung
dich déi chiéu (3) (1,0 %).

Tap don khéc: Dién tich pic ciia mbi tap chat khéng dugc
16n hon dién tich pic thir 2 thu duoc trén sic ky db cia
dung dich déi chiéu (3) (1,0 %).

Téng dién tich pic cua tt ca cac tap chét khong dugc lon
hon 3 1an dién tich pic thir 2 thu dwoc trén séc ky dd cua
dung dich déi chiéu (3) (3,0 %).

Bo qua nhimg pic c6 dién tich nhé hon hodc bang 0,05 lin
dién tich pic thir 2 thu dugc trén sic ky do cua dung dich
dbi chiéu (3) (0,05 %). Bo qua pic cuia dimethylformamid
va dimethylacetamid.

Ghi chu:

Tap chit A: Acid (2R)-2-amino-2-(4-hydroxyphenyl)acetic.
Tap chit B: Acid (6R,7R)-7-amino-3-methyl-8-oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-en-2-carboxylic (7-ADCA).

Tap chit C: Acid (2R,5RS)-2-[(R)-[[(2R)-2-amino-2~(4-hydroxy-
phenyl)acetyl]lamino]carboxymethyl]-5-methyl-5,6-dihydro-
2H-1,3-thiazin- 4-carboxylic.
TapchétD:Acid(6R,'IR)-7-[[(2.5')-2-amino-Z-(4-hydroxyphenyl)
acetyl]amino]-3-methyl-8-o0xo-5-thia- 1-azabicyclo[4.2.0]oct-
2-en-2-carboxylic (L-cefadroxil).

Tap chit E: (6RS)-3-(aminomethylen)-6-(4-hydroxyphenyl)
piperazin-2,5-dion.
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Tap chat F: Acid (6R,7R)-7-[[(2R)-2-[[(2RS)-2-amino-2-(4-
hydroxyphenyl)acetyl]amino]-2-(4-hydroxyphenyl)acetyl]
amino]-3-methyl-8-oxo0-5-thia-1-azabicyclo[4.2.0]oct-2-en-2-
carboxylic.

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

Tap chét H: Acid (6R,7R)-7-[(2,2-dimethylpropanoyl)amino]-3-
methyl-8-o0xo-5-thia-1-azabicyclo [4.2.0] oct-2-en-2-carboxylic
(7-ADCA pivalamid).

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

Nwoc )
Tir 4,0 % dén 6,0 % (Phu Iuc 10.3).
Dung 0,200 g ché phim.

Tro sulfat
Khéng dugc qgé 035 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh hrong

Phuong phép sic ky 16ng (Phu luc 5.3).

Pha dong: Acetonitril - dung dich kali dihydrophosphat
0272 % (4 : 96).

Dung dich thir: Hoa tan 50,0 mg ché pham trong pha dong
va pha lo4ng thanh 100,0 ml v&i cing dung moi.

Dung dich chudn (1): Hoa tan 50,0 mg cefadroxil chuén
trong pha dong va pha loang thanh 100,0 ml véi cung
dung moi.

Dung dich chudn (2): Hoa tan 5 mg cefadroxil chuin va
50 mg amoxicilin trihydrat chuan trong pha déng va pha
loéng thanh 100 ml véi cung dung méi.

Diéu kién sdc ky:

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

Detector quang phd tir ngoai dit & budc song 254 nm.
Téc d¢ dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phit hop cta hé théng: Trén sic ky dd cta
dung dich chuan (2), d6 phan giai giira pic cta cefadroxil
v6i pic ciia amoxicilin it nhat 12 5,0.

Tiém dung dich thir, dung dich chuén (1).

Tinh ham hrgng cefadroxil trong ché phim dwa vao dién
tich pic cua cefadroxil trong dung dich thir, dung dich chuén
(1) va ham luong C,¢H;;N;0sS trong cefadroxil chuin.

Béo quan
Trong bao bi kin, tranh 4nh sing.

Loai thudc

Khéng sinh nhém cephalosporin.
Ché phim ,

Nang, hdn dich uong.

BOT PHA HON DICH CEFADROXIL

BOQT PHA HON DICH CEFADROXIL

La thubc bt hodc cém dung dé pha hdn dich udng chira
cefadroxil. Cé thé co thém céc ta dugc thich hop tao mui
vi, tao mau, chét bao quan, chét 6n dinh hdn dich,..

Hoén dich tao thanh sau khi pha theo hudéng din tren nhan
thude phal dap tmg cac yéu cau trong chuyén luan “Hon
dich thubc” (Phu luc 1.5).

Bot pha hdn dich phai dap tmg cac yéu cau trong chuyén
luan “Thuéc bot” (Phu luc 1.7) hodc “Thudc cém” (Phu
luc 1.8) va céc yéu cdu sau day:

Ham lwgng cefadroxil, C,;H;N;0sS, tir 90,0 % dén
110,0 % so vai lugng ghi trén nhan.

Pinh tinh

A. Phuong phép séc ky 16p mong (Phu luc 5.4).

Bdn méng: Silica gel day 0,25 mm, khong cé chét két dinh.
Tru6c khi chay sic ky dat ban mong trong binh c6 chira
hén hop dung méi n-hexan - n-tetradecan (95 : 5) ngap
khoang 1 cm, dé dung méi di chuyén theo chiéu trién khai
sic ky, sau d6 14y ban mong ra khéi binh séc ky va dé dung
moi bay hoi.

Dung méi khai trién: Dung dich acid citric 0,1 M - dung
dich dinatri hydrophosphat 0,1 M - dung dich ninhydrin
6,7 % trong aceton (60 : 40 : 1,5).

Dung dich thir: Liy mét luong bdt thube twong img véi
khoang 20 mg cefadroxil, hoa tan trong 10 ml nwoc, loc.
Dung dich déi chiéu: Dung dich chira 0,2 % cefadroxil
chun trong nudrc.

Cdch tién hanh: Chim riéng biét 1én ban moéng 20 pl méi
dung dich trén. Trién khai sic ky dén khi dung méi di duoc
khoang 3/4 chidu dai ban mong. Ly bin méng ra khoéi
binh séc ky, d4nh diu mirc dung moi va dé ban mong kho
ngoai khong khi. Phun 1én ban méng dung dich ninhydrin
0,2 % trong ethanol (TT) (dung dich nay dugc bao quan
tranh 4nh sang), siy ban méng & 110 °C trong 10 min va
quan sat dudi dng sang thudng. Trén sic ky db thu dugc,
vét chinh ciia dung dich thir va cia dung dich d6i chiéu
phai c6 ciing mau sic, kich thudc va gia tri Ry.

B. Trong phén Pinh lugng, théi gian luu cua pic chinh trén
sic ky db cua dung dich thir phai tuong tng véi thoi gian
lru ca pic cefadroxil trén sic ky db ctia dung dich chuan.

pH

Tir 4,5 dén 6,0 (Phu luc 6.2).

Xac dinh trén hdn dich tao thanh sau khi pha theo huéng
dn trén nhin.

Tap chét lién quan

Phuong phép sac ky long (Phu luc 5.3).

Pha dong A: Hoa tan 5,44 g kali dihydrophosphat (TT)
trong 2000 ml nwdc va diéu chinh dén pH 5,0 bing dung
dich kali hydroxyd (TT) 1 % (néu can).

Pha dong B: Thém 400 ml acetonitril (TT) vao 600 ml
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