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Ghi chi:
Tap chit A: Acid (3RS)-9,10-difluoro-3-methyl-7-0x0-2,3-dihydro-
7H-pyrido[ 1,2,3-de]-1,4-benzoxazin-6-carboxylic (FPA).

Tap chét lién quan

Phuong phap sic ky 1ong (Phu luc 5.3). Chuén bj cac dung
dich ngay trude khi dung.

Pha djng: Hoa tan 4,0 g amoni acetat (TT) va 7,0 g natri
perclorat (TT) trong 1300 ml nuwée, diéu chinh dén pH 2,2
bing acid phosphoric (TT). Thém 240 ml acetonitril (TT)
va tron déu.

Hon hop dung méi: Acetonitril - nuoe (10 : 60).

Dung dich thir: Hoa tan 10 mg ché phim trong hén hop
dung méi va pha loang thanh 50,0 ml véi cing dung mdi.
Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bang hdn hop dung méi. Pha loang 1,0 ml
dung dich thu duoc thanh 10,0 ml bing hdn hop dung méi.
Dung dich déi chiéu (2): Hoa tan 10 mg tap chit E chudn
cua ofloxacin trong hén hop dung moéi va pha lodng thanh
100,0 ml v6i ciing dung méi. Trén déu 10,0 ml dung dich
thu dugc va 5,0 ml dung dich thir va thém hdn hgp dung
moi thanh 50,0 ml. Pha lodang 1,0 ml dung dich thu dugc
thanh 50,0 ml bang hén hep dung méi.

Diéu kién séc ky:
Cét kich thuéc (15 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Nhiét d6 cot: 45 °C.

Detector quang pho tr ngoai dat & budc song 294 nm.

Téc dd dong: Piéu chinh téc do dong sao cho thai gian luu
cua ofloxacin vao khoang 20 min.

Thé tich tiém: 10 pl.

Cch tién hanh:

Tién hanh sic ky véi thoi gian gép 2,5 14n thoi gian luu
cua ofloxacin.

Sir dung sic ky db cna dung dich déi chiéu (2) dé xac dinh
pic cia tap chét E.

Théi gian lwu tuong dbi so voi ofloxacin (thoi gian huu
khoang 20 min): Tap chét B khoéng 0,3; tap chit C khoéng
0,5; tap chitD khoang 0,7; tap chit E khoang 0,9; tap chét
F khoang 1,6.

Kiém tra tinh phi hop cia hé théng: Trén sic ky dd cua
dung dich d6i chiéu (2), 4 phan giai giita pic cia tap chét
E va pic ciia ofloxacin it nhat 1a 2,0.

Gidi han:

Tap chit B, C, D, E, F: Véi mdi tap chét, dién tich pic
khong dugce 16n hon dién tich pic chinh thu dugc trén séc
ky 45 ciia dung dich déi chiéu (1) (0,2 %).

Tap don khéc: Vi méi tap chit, dién tich pic khong dugc
I6m hon 0,5 1an dién tich pic chinh trén sic ky d cua dung
dich d6i chiéu (1) (0,10 %)

Téng dién tich pic cua tat ca cac tap chét khong duqc 16n
hon 2,5 lin dién tich pic chinh thu dugc trén sdc ky d6 cua
dung djch déi chiéu (1) (0,5 %).

Bo qua nhirng pic ¢6 dién tich nho hon hodc bing 0,25 lan

NANG OFLOXACIN

dién tich pic chinh thu dugc trén sic ky dd cua dung dich
dbi chiéu (1) (0,05 %).

Ghi chu:

Tap chit B: (3RS)-9-fluoro-3-methyl-10-(4-methylpiperazin-1-
yl)-2,3-dihydro-7H-pyrido[ 1,2,3-de]-1,4-benzoxazin-7-on.

Tap chit C: Acid (3RS)-3-methyl-10-(4-methylpiperazin-1-
yl)-7-0x0-2,3-dihydro-7H-pyrido[1,2,3-de]-1,4-benzoxazin-6-
carboxylic.

Tap chat D: Acid (3RS)-10-fluoro-3-methyl-9-(4-methyl
piperazin-1-yl)-7-ox0-2,3-dihydro-7H-pyrido[1,2,3-de]-1,4-
benzoxazin-6-carboxylic.

Tap chét E: Acid (3RS)-9-fluoro-3-methyl-7-oxo-10-(piperazin-
1-yl)-2,3-dihydro-7H-pyrido[1,2,3-de]-1,4-benzoxazin-6-
carboxylic.

TapchitF: 4-[(3RS)-6-carboxy-9-fluoro-3-methyl-7-oxo-2,3-dihydro-
7H-pyrido[1,2,3-de]-1,4-benzoxazin-10-yl]-1-methylpiperazin
1-oxyd.

Kim loai ndng

Khéng dugc qua 10 phan triéu (Phu luc 9.4.8).

Liy 2,0 g ché phim tién hanh thir theo phuong phap 3.
Dung 2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé
chuin bj mau déi chiéu.

Mit khoi lwgmg do 1am khd
Khéng dugce qua 0,2 % (Phu luc 9.6).
(1,000 g; 105 °C; 4 h).

Tro sulfat
Khéng dwoc qua 0,1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lwgng

Hoa tan 0,300 g ché phim trong 100 ml acid acetic khan
(TT). Chuan d6 bing dung dich acid percloric 0,1 N (CP),
xac dinh diém két thic bing phwong phap chuin d§ do
dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) tuong duong véi
36,14 mg C]gHngN304.

Bio quéin
Trong bao bi kin, tranh anh sang.

Loai thube
Khang sinh nhém fluoroquinolon.

Ché pham , )
Vién nén, nang, thuéc nhoé mit.

NANG OFLOXACIN

La nang cirng chira ofloxacin.
Ché pham phai dap tmg céc yéu cau trong chuyén luan
“Thudc nang” (Phu luc 1.13) va cac yéu cdu sau:

Ham lrgng ofloxaxin, C,gH,,FN;0,, tir 90,0 % dén 110,0 %
so voi lugng ghi trén nhan.
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Pinh tinh

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

Ban mong: Silica gel GF,s4.

Dung méi khai trién: Cloroform - methanol - dung dich
amoniac 0,45 M (150 : 75 : 15).

Dung dich thir: Liy mét lugng thudc trong tmg véi khoang
3 mg ofloxacin, hoa tan trong 10 ml hén hop cloroform -
methanol (1 : 1), loc.

Dung dich doi chiéu: Dung dich chira 0,3 mg/ml ofloxacin
chuén trong hdn hop cloroform - methanol (1 : 1).

Cdch tién hanh: Cham riéng biét 1én ban méng 2 pl méi
dung dich trén. Trién khai sic ky dén khi dung méi di duoc
khoang 3/4 chiéu dai ban mong. Liy ban mong ra khoi
binh sic ky va dé kho ngoai khong khi. Quan sat dudi 4nh
sang tir ngoai & budc séng 254 nm. Vét chinh trén sic ky
dd cua dung dich thir phai phtt hop véi vét chinh trén sic
ky dd cuia dung dich déi chiéu vé& vi tri, mau séc va kich
thudec.

B. Trong phin Dinh lrgng, thoi gian lwu ciia pic chinh trén
sic ky do cua dung dich thir phai twong tng véi thoi gian
Iuru cua pic ofloxacin trén sic ky d6 ciia dung dich chuén.

Po hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Moi truomg: 900 ml dung dich acid hydrocloric 0,1 M (TT).
Téc dg quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh: Sau thoi gian quy dinh, 14y mdt phan dich
hoa tan, loc, bé 20 ml dich loc dau. Pha loang mét lugng
dich loc thu duoc véi dung dich acid hydrocloric 0,1 M (TT)
dé dwoc dung dich c6 ndng db ofloxacin khoang 5 pg/ml.
Po do hép thu (Phu luc 4.1) cia dung dich thu dugc &
budc song hz“ip thu cuc dai 294 nm, cbc do day 1 cm, mau
tring 13 dung dich acid hydrocloric 0,1 M (TT). So sénh
véi dung dich ofloxacin chudn c6 néng d6 twong duong
trong cung dung moi.

Tinh lugng ofloxacin, C,gH,0FN;0,, d& hoa tan tir mbi
nang dya vao d6 hap thu cia dung dich chuén, dung dich
thir va l}ﬁm lwgng C,5H,0FN;0, ctia ofloxacin chudn.

Yéu cau: Khong it hon 80% (Q) lugng ofloxacin,
C,3H,0FN;0,, so véi lugng ghi trén nhdn duoc hoa tan
trong 30 min.

Tap chit lién quan

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

Dém phosphat: Dung dich kali dihydrophosphat 2,72 mg/ml
dugc didu chinh dén pH 3,3 + 0,1 bing dung dich acid
phosphoric 10 % (TT).

Pha déng A: Acetonitril - dém phosphat (3 : 22).

Pha dong B: Acetonitril - dém phosphat (3 : 2).

Dung dich thir: Cén chinh xdc mdt lugng bot thudc twong
g v&i khoang 100 mg ofloxacin va chuyén vao binh dinh
mic 100 ml. Thém khoang 70 ml methanol (TT) va lic
siéu 4m trong 20 min. Thém methanol (TT) vira di dén
vach, lic déu, loc.
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Dung dich déi chiéu: Dung dich ofloxacin chuan trong
methanol (TT) c6 ndng 4o 4 pg/ml.

Diéu kién sdc ky:

Cot kich thuée (10 cm x 4,6 mm) dugc nhoi pha tinh C
(5 pm). i

Detector quang pho tir ngoai dét & budc séng 294 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh

Tién hanh sic ky theo chuong trinh dung moi nhu sau:

“Théi gian Pha djng A Pha dqng B
(min) (% t/tt) (% tt/tt)
0 100 0
8 100 0
25 40 60
26 ‘ 100 0
40 100 0

Kiém tra tinh phu hop cia hé théng: Trén sic ky db cua
dung dich dbi chiéu, 46 1éch chuén twong dbi cla dién tich
pic ofloxacin thu dugc tir 6 13n tiém l3p lai khong 16n hon
5,0 %; hé sb dbi xung cua pic ofloxacin khéng 1én hon 2,0.
Thoi gian lwu trong dbi so véi ofloxacin cua tap chit C
khoang 0,5; tap chit A khoang 3,6.

Tién hanh sic ky dung dich th.

Tinh ham luong moi tap chét dva vao dién tich pic tap chit
trén sac ky dd ctia dung dich thir, dién tich pic ofloxacin
trén sic ky d6 cta dung dbi chiéu va ham luong ciia
ofloxacin chuén.

Véi tap chét A, hiéu chinh dién tich pic béng cach chia
dién tich pic cua tap chat A thu dugc trén sic ky do cia
dung dich thir cho hé s6 dap (g twong dbi bang 0,22.
Gioi han:

Tap chét A, C: Khéng 16n hon 0,3 %.

Tap don khéc: Khéng 16n hon 0,2 %.

Téng cac tap chit: Khong 16n hon 1,0 %.

Pinh lugng

Phwong phép sic ky long (Phu lyc 5.3).

Pém phosphat: Pugc chuén bi nhu mé ta & muc Tap chit
lién quan.

Pha dong: Acetonitril - dém phosphat (3 : 22).

Dung méi pha mdu 1: Methanol - acid acetic bang (3 : 1).
Dung moi pha mau 2: Acetonitril - nuée (1 : 9).

Dung dich chuan goc: Hoa tan ofloxacin chuén trong dung
mdi pha miu 1 @ thu dugc dung dich ¢é ndng dd chinh
xac khoang 1 mg/ml.

Dung dich chudn: Pha loang dung dich chuan gdc bang
dung méi pha méu 2 dé thu dugc dung dich ¢ ndng o
ofloxacin khoang 20 pg/ml.

Dung dich thir; Can 20 nang, tinh khdi lugng trung binh
ctia bot thude trong nang va nghién min. Cin chinh x4c mjt
lrgng bot thude twong g véi khoang 100 mg ofloxacin
vio binh dinh mirc 100 ml, thém 70 ml dung méi pha méu |
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va lac siéu 4m khoang 20 min. Thém dung méi pha méu
1 dén vach, lac déu. Loc qua gidy loc, bé 20 ml dich loc
dau. Hut chinh xac 2,0 ml dich lgc vao binh dinh mirc
100 ml va thém vira di dén vach bing dung méi pha
mau 2.

Diéu kién sdc ky:

Cét kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm). .

Detector quang pho tir ngoai dit & budc séng 294 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phd hop ctia hé thdng: Trén sic ky dd cia
dung dich chuén, d6 léch chuén twong dbi cua dién tich
pic ofloxacin thu duoc tir 6 lan tiém lap lai khong lén
hon 2,0 %: hé sb déi xung cua pic ofloxacin khong lén
hon 2,0.

Tién hanh sic ky lin lwot véi dung dich chuén va dung
dich thir.

Tinh ham luong ofloxacin, C,gH,,FN;0,, trong nang dya
vao dién tich pic ofloxacin thu dugc trén sic ky db cia dung
dich thir, dung dich chuin va ham luong C,gH,oFN;04
trong ofloxacin chun.

Bio quin
Trong d6 dung kin. D€ noi khé mat, tranh 4anh sang.

Loai thudc
Khang sinh nhém fluoroquinolon.

Ham lwgng thudng dung
100 mg; 200 mg.

THUOC NHO MAT OFLOXACIN

Thuéc nho mit ofloxacin 13 dung dich vd khuin ciia ofloxacin
trong nudc.

Ché pham phai dap {mg cac yéu ciu trong chuyén ludn
“Thudc diing tai mit” (Phu luc 1.14) va cac yéu cu sau:

Ham lwgng ofloxacin, C,3H,,FN;0,, tir 90,0 % dén 110,0 %
so voi lugng ghi trén nhan.

Tinh chét
Dung dich trong suét, khéng mau.

Pinh tinh

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

Ban mong: Silica gel GF,s,.

Dung méi khai trién: Cloroform - methanol - dung dich
amoniac 0,45 M (150 : 75 : 15).

Dung dich thw: Pha lodng mot thé tich ché pham bing hén
hqp cloroform - methanol (1 : 1), dé thu duoc dung dich cé
nong d¢ ofloxacin khoang 0,3 mg/ml.

Dung dich déi chiéu: Dung dich ofloxacin chun c6 nong
d6 0,3 mg/ml trong hdn hop cloroform - methanol (1 : 1).

THUOC NHO MAT OFLOXACIN

Céch tién hanh: Cham riéng biét lén ban mong 2 pl méi
dung dich trén. Trién khai sic ky dén khi dung méi di duge
khoang 3/4 chiéu dai ban mong. Liy ban mong ra dé kho
ngoai khéng khi. Quan sat dudi anh sang tir ngoai & budc
song 254 nm. Vét chinh trén sic ky do cua dung dich thir
phai pha horp véi vét chinh trén sac ky d6 cta dung dich
d6i chiéu v& vi tri, mau sic va kich thudc. )

B. Trong phén Dinh lugng, pic chinh trén sic ky d6 cua
dung dich thir phai ¢6 thoi gian huu twong ing v6i thoi gian
lru ctia pic ofloxacin trén sic ky d6 ctia dung dich chuin.

pH )
Tir 6,0 dén 6,8 (Phu luc 6.2).

Pinh lwgng

Phuong phéap sic ky long (Phu luc 5.3).

Pha déng: Hon hop dung dich natri lauryl sulfat 0,24 % -
acetonitril - acid acetic bang (580 : 400 : 20).

Dung dich chuan: Hoa tan mdt lugng ofloxacin chuin
trong dung dich acid hydrocloric 0,05 M (TT) dé thu dugc
dung dich c6 ndng d6 khoang 0,06 mg/ml.

Dung dich thi: Pha lodng mgt thé tich chinh x4c ché phim
bang dung dich acid hydrocloric 0,05 M (TT) dé thu duoc
dung dich c6 ndng d¢ ofloxacin khoang 0,06 mg/ml.

Dung dich phén gidi: Hda tan mét luong ofloxacin chudn
va propylparaben trong acetonitril (TT) dé thu dugc dung
dich c6 néng d6 0,1 mg ofloxacin va 2,4 mg propylparaben
trong 1 ml.

Diéu kién sdc ky:

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

Nhié¢t do cot: Duy tri & 35 °C.

Detector quang phd tir ngoai dat & budc song 294 nm.

Toc d6 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phu hop ctia hé théng:

Tién hanh sic ky ddi voi dung dich phén giai: P6 phdn
gidi gitra hai pic ofloxacin va propylparaben khéng dugc
nhé hon 2,0. T1en hanh sic ky 6 lan riéng biét ddi véi dung
dich chudn: Ha s6 d6i ximg pic khéng dugc 16m hon 3,0 va
d0 1éch chuan trong ddi cuia dién tich pic ofloxacin khong
dugc 16n hon 2,0 %.

Tién hanh séc ky 1an lugt di véi dung dich chudn va dung
dich thir.

Tinh ham lwgng ofloxacin tir dién tich pic trén sic ky
d6 cia dung dich thir, dung dich chudn va ham luong
C,3H,0FN;0, trong ofloxacin chuan.

Bdo quin
D¢ noi kh6 maét, tranh anh séng.

Loai thudc
Thuoc khang sinh.

Ham lwgng thwomg dung
0,3 %.
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