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NANG CEFACLOR
Thb‘i.ginn PhadjngA PhadfngB Ghi chii *
(min) (% tr/tt) (% t/tt)
0-30 95 — 75 525 Tuyéntinh |
30-45 75—0 25 — 100 Tuyén tinh
45-55 0 100 Ding dong |
55-70 0—095 1005  Cén bing lai cjt

Kiém tra tinh phd hop cta hé théng: Trén sic ky dbd cua
dung dich phén giai, d§ phéan giai gilra hai pic cefaclor va
delta-3-cefaclor khéng nhé hon 2,0; néu can diéu chinh ty
1é acetonitril trong pha dong.

Gidi han: Trén sic ky db thu duoc tir dung dich thu:

Dién tich cia bat ky pic phu nao khéng dugc 16n hon dién
tich cua pic chinh trén sic ky dd thu duoc tir dung dich déi
chiéu (1 %).

Téng dién tich cua cac pic phu khéng dugc 16n hon 3 lan
dién tich cua pic chinh trén sic ky d6 thu dugc tir dung
dich déi chiéu (3 %).

B0 qua céc pic c6 dién tich nh6 hon hodc bing 0,1 lan dién
tich cua pic chinh trén sic ky db ciia dung dlch dbi ch:eu
(0,1%) va céc pic trong Ung vdi cac pic xuét hién trén sic
ky db cia dung dich gia dugc.

Pinh lrong

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

Pha dgng: Hoa tan 1,0 g natri pentansulfonat (TT) trong
hén hop gom 780 ml nude va 10 ml triethylamin (TT),
diéu chinh pH dén 2,5 bing acid phosphoric (TT), thém
220 ml methanol (TT) va trén déu.

Dung dich chudn: Hoa tan mot lugng chinh xéc cefaclor
chuén trong pha dong dé thu duoc dung dich c6 nong do
khoang 0,3 mg trong 1 ml. Siéu 4m dé hoa tan, néu cén,
tranh khong lam néng dung djch.

Dung dich thir. D6i v6i ché phim déng géi don liéu, can
chinh xdc mét luong bot thudc sau khi xac dinh d6 dbng
déu khéi lugng; dbi véi ché phdm déng géi da lidu, can
chinh xac mét lwong hén dich tao thanh, pha nhu quy dinh
trén nhan tuong img vdi khoang 60 mg cefaclor khan vao
binh dinh mirc 200 ml, thém khoang 150 ml pha dong va
lic siéu 4m 15 min, tranh khong 1am néng dung dich. Pha
loang bang pha dong vira du dén vach va lic déu, loc.
Dung dich phan giai: Hoa tan mdt lugng cefaclor chuén va
delta-3-cefaclor chuén trong pha dong dé thu dwoc dung
dich cé nong d6 0,3 mg/ml méi chét.

Diéu kién sdc ky:

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

Detector quang pho tir ngoai dat ¢ budc song 265 nm.
Téc 4o dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Kiém tra tinh phu hop cia hé théng: Tiém dung dich
phén gii, thoi gian Iuu twong déi cua cefaclor va delta-
3-cefaclor lan Iuot 12 0,8 va 1,0; 49 phén giai giira hai pic
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cefaclor va delta-3-cefaclor khéng nho hon 2,5; hé sb déi
xirng cua pic cefaclor khéng 16n hon 1,5.

Tién hanh séc ky d6i véi dung dich chuin: B lgch chuin
fuong d6i cua dlen tich pic cefaclor trong 6 l4n tiém lap lai
dung dich chuﬁn khong dugc 16n hon 2,0 %.

Tién hanh séc ky I4n luot di véi dung dich chuan va dung
dich thur.

Tu dién tich pic thu dugc tir dung dich thir, dung dich
chuén, ham lugng C,sH;4CIN;0,S cua cefaclor chuén va
khdi lugng riéng cia hdn dich (ddi véi dang déng géi da
lidu, x4c dinh theo phu luc 6.5), tinh ham lugng cefaclor,
C|5H|4C]N304S, co trong Ché phém

Bio quin

Thudc bt duoc bao quan trong bao bi kin. Dé noi khd
mat, tranh 4nh séng.

Hon dich da liéu sau khi pha dwoc bao quan trong khoang
thoi gian va & nhiét ¢ nhu huéng dan trén nhan.

Nhién

Nhin cin quy dinh cich pha b6t thudc thanh hén dich va
ghi lugng tuong tmg cefaclor (C,sH;4CIN;0,S) c6 trong
mot dom vi thé tich hdn dich tao thanh (ddi véi dang dong
g6i da liéu).

Loai thude
Khang sinh nhém cephalosporin.

Ham lwgng thuwdng dung
Ché pham don liéu: 125 mg; 250 mg.
Ché phim da liéu: 125 mg/5 ml; 250 mg/5 ml.

NANG CEFACLOR

La nang cumng chira cefaclor.
Ché pham phai ddp g cic yéu ciu trong chuyén ludn
“Thudc nang” (Phu luc 1.13) va céc yéu ciu sau:

Ham lugng cefaclor khan, CisH 4CIN3O,4S, tir 90,0 %
dén 110,0 % so v&i lugng ghi trén nhin.

Pinh tinh

A. Lic mét lugng bot thude trong nang twong tmg voi
khoang 0,3 g cefaclor khan v&i 100 ml nwde, loc va pha
lodng 1 ml dich loc thanh 100 ml v&i nwéc. Phé hip thy
ctia dung dich thu duge & dai séng tir 190 nm dén 310 nm
chi c6 mét cyc dai hép thu & 264 nm (Phy luc 4.1).

B. Trong ph?m Dinh lugng, thdi gian luu cia pic chinh trén
séc ky d6 cua dung dich thir phai tuong (mg véi thoi gian
Iuru cua pic cefaclor trén sic ky d6 cua dung dich chuan.

Pj hoa tan (Phy luc 11.4)
Thiét bj: Kiéu cach khudy.

Mbi truong hoa tan: 900 ml nuorc.
Téc dg quay: 50 r/min.

Thoi gian: 30 min.
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Cdch tién hanh: Liy mét phan dung dich méi truong da
héa tan mau thir, loc (bo 20 ml djch loc déau). Pha lodng
dich loc v6i nude (néu cin) dé thu dugc dung dich cé ndng
d6 cefaclor khan 0,025 %. Po d6 hép thu (Phu luc 4.1) cia
dung dich thu dugc ¢ bude song co hap thu curc dai khoang
264 nm, cbc do day 1 cm, miu tréng 12 nude.

Tinh lugng cefaclor, C,sH,,CIN;0,S, da hoa tan trong mdi
nang dua vao d¢ hép thu cia dung dich cefaclor chuan cé
nong d6 twong duong pha trong cung dung moi.

Yéu cdu: Khong it hon 80 % (Q) lugng cefaclor khan,
C,sH,4CIN;O,S, so voi lugng ghi trén nhan duge hoa tan
trong 30 min.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3)

Pha dong A: Dung dich natri dihydrophosphat (TT) 0,78 %
duoc diéu chinh dén pH 4,0 bang acid phosphoric (TT).
Pha dong B: Acetonitril - pha dong A (45 : 55).

Dung méi pha mau: Dung dich natri dihydrophosphat (TT)
0,27 % dugc diéu chinh dén pH 2,5 bing acid phosphoric
(TT7), néu can.

Chuin bi cac dung dich sau ngay trudc khi ding:

Dung dich thir: Can chinh xic mét lugng bdt thube trong
nang tuong tmg va&i khoang 0,5 g cefaclor khan vao binh
dinh mirc 250 ml, thém 200 ml dung méi pha mAu, lic dé
hoa tan, thém dung méi pha mau t6i vira du va loc.

Dung dich déi chiéu: Dung dich chira 0,002 % cefaclor
chudn trong dung méi pha mau.

Dung dich phdn giai: Dung dich chira 0,0025 % cefaclor
chuén va 0,005 % delta-3-cefaclor chuén trong dung méi
pha mau.

Piéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm) duoc nhdi pha tinh C
(5 pm) (Cét Spherisorb ODS-2 la phu hop).

Detector quang phd tir ngoai dit & budc séng 220 nm.
Toc dd dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Can bing cot v&i hén hop pha dpngA pha dong B (95:5)
trong it nhat 15 min sau d6 tién hanh sic ky theo chuong
trinh dung mdi nhur sau:

i ng A ha dong B -
Th(br;iﬁi)“ P':»Z '(jt?/ttg) g % (tf/ttg) il
0-30 95 — 75 525 Tuyén tinh
30-45 750 25— 100 Tuyén tinh
45-55 0 100 Ping dong
55-170 0—95 100 —5  Cén bang lai cjt

Tién hanh sic ky lin lurgt dung dich phan giai, dung dich
d6i chiéu va dung dich thir.

Kiém tra tinh phu hop ciia hé théng: Trén sic ky d6 cia
dung dich phan giai, 4§ phén giai giira pic cefaclor va pic
delta-3-cefaclor it nhat 12 2,0. Néu cin c6 thé diéu chinh
thanh phén acetonitril trong pha déng.

NANG CEFACLOR

Gidi han: Trén sic ky dd cua dung djch thir:

Dién tich cua bét ky pic phu nao khéng dwoc 16n hon mét
nira dién tich pic chinh trén sic ky d6 cua dung dich déi
chiéu (0,5 %).

T6ng dién tich pic cua cac pic phu khéng dugc 16n hon 2
14n dién tich pic chinh trén sic ky db cua dung dich déi
chiéu (2 %).

Bé qua bit ky pic nao cé dién tich nh6 hon hodc bing 0,1
lin dién tich pic chinh trén sic ky db cia dung dich déi
chiéu (0,1 %).

Nude
Khong dugc qua 8,0 % (Phu luc 10.3).
Diing 0,5 g bdt thudc trong nang.

Pinh lrong

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

Pha djng: Hoa tan 1,0 g natri pentansulfonat (TT) trong
hon hop gom 780 ml mwdc va 10 ml triethylamin (TT),
diéu chinh dén pH 2,5 + 0,1 bang acid phosphoric (TT),
thém 220 ml methanol (TT) va tron déu.

Dung dich chudn: Hoda tan mét luong cefaclor chuén
trong pha ddng dé thu dwoc dung dich c6 ndng d6 khoang
0,3 mg/ml, Siéu 4m dé hoa tan, néu cin, tranh khong lam
néng dung dich.

Dung dich thir. Can chinh xac mét luong bét thudc trong
nang trong ing v&i khoang 15 mg cefaclor khan vao binh
dinh mirc 50 ml, thém 35 ml pha déng va Iic siéu 4m
15 min, trdnh khong 1am néng dung dich. Pha long béng
pha dong vira du dén vach va lac déu, loc.

Dung dich phan gii: Hoa tan mot lugng cefaclor chuin va
delta-3-cefaclor chuin trong pha déng dé thu dugc dung
dich c6 néng d6 0,3 mg/ml mdi chét.

Diéu kién séc ky:

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

Detector quang pho tr ngoai dit & budc séng 265 nm.
Téc do dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé théng: Trén sic ky d6 cua
dung dich phén gidi, do phan giii giira pic cefaclor va
pic delta-3-cefaclor it nhét 12 2,5; hé s6 d6i ximg cua pic
cefaclor khong 16n hon 1,5. P 1éch chuén twong dbi cua
dién tich pic cefaclor thu dwgc tir 6 lan tiém 13p lai dung
dich chuin khéng 1ém hon 2,0 %.

Tién hanh sic ky lin luot véi dung dich chuén va dung
dich thr.

Tinh ham lugng cefaclor, C,SI-IMCINgO.,S trong nang dua
vao di¢n tich pic cefaclor thu dugc trén sic ky do cia dung
dich thir, dung dich chuén va ham lugng C,sH,,CIN;0,S
trong cefaclor chuin.

Bio quin )
Trong do dung kin. Dé noi khé mat, nhiét 4§ khong qua
30 °C, tranh anh séng.
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CEFADROXIL MONOHYDRAT

Loai thubc
Khang sinh nhém cephalosporin.

Ham lugng thudmg dung
250 mg; 500 mg.

CEFADROXIL MONOHYDRAT

CO,H
N \~CHs
H NH, —N
. H,0
S
Ci6H,7N;05S.H,0 Ptl: 381,4

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.



