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vIEN NEN MOXIFLOXACIN

L v:cn nén chira moxifloxacin hydroclond

Ché pham phai dp img cac yéu cau trong chuyén luan
«Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

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

Blnh tinh

A. Trong phian D hoa tan, phd hép thy tir ngoai (Phu lyc
4.1) cua dung dich thir phai ¢6 cac cuc dai hép thu tuong
{mg voi cac cuc dai hap thy cua dung dich chuan,

B. Trong phan Dinh luong, sic ky dd cua dung dich thir phai

cho pic chinh ¢6 thoi gian qu trong ang véi thoi glan luu

cua pic moxifloxacin trén sic ky dd cua dung dich chuan.

pj hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khuay.

Méi treong hoa tan: 900 ml dung dich acid hydrocloric 0,1 M
(TT) da dugc loai khi.

Téc do quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thur: Sau thoi gian hoa tan quy dinh 1iy mot
phan dich hoa tan, loc va pha lodng dich loc bang méi
truong hoa tan néu can dé thu dugce dung dich c6 ndng do
moxifloxacin twong duong véi dung dich chuén.

Dung dich chuan: Dung dich moxifloxacin hydroclorid
chuan pha trong méi trudong hoa tan ¢ nong do chinh xéac
khoang 4,5 pg/ml.

Po d6 hdp thu (Phu luc 4.1) cua dung dich thir, dung dich
chuin & bude song 296 nm, méu tring 1a moi truong hoa
tan. Tinh ham lugng moxifloxacin, C;H,,FN;O,, hoa tan
dva vao do hép thu cua dung dich chuan, dung dich thu
va ham lwong C, H,,FN,0, cua moxifloxacin hydroclorid
chuén.

Yéu cau: Khong it hon 80 % (Q) lugng moxifloxacin,
CyHFN;O,, so voi lugng ghi trén nhan duge hoa tan
trong 30 min.

Tap chit lién quan

Phrong phap sic ky long (Phu luc 5.3).

Pha déng A: Methanol - dung dich dém (20 : 80).

Pha déng B: Methanol - dung dich dém (80 : 20).

Dung dich dém: Hoa tan 1,5 g tetrabutylamoni hydrosulfat
(TT) va 1,0 g kali dihydrophosphat (TT) trong 1000 ml
nuGe. Thém 2 ml acid phosphoric (TT) va chinh pH dén
2,5 bﬂ'ﬁg triethy iamm (TT).

Dung méi pha méu. Hoa tan 0,5 g tetr «abutylamoni hydrosulfat
(TT) va 1.0 g kali dihydrophosphat (TT) trong 1000 ml
nuge. Thém 2,0 ml acid phosphoric (TT). Thém 10 ml
dung dich natri hydroxvd 0,1 M (TT), lic déu.

Dung dich tap chudn goc: Dung dich chira 0,02 mg/ml méi

tap chat F va tap chat A cua moxifloxacin trong acetonitril
(TT).

Dungdjchphan giar. Dungdlchchua(l 3 mg/mlmoxifloxacin
hydroclorid, 0,3 pg/ml moi tap chat F va tap chit A cuia
moxifloxacin trong dung moi pha mau duoc chudn bj nhu
sau: can chinh xac 82 mg moxifloxacin hydroclorid chuan
va chuyén vao binh dinh mirc 250 ml, thém 4,0 ml dung
dich tap chuén gbc va thém dung moi pha mau dén vach,
lic déu.

Dung dich d@oi chiéu: Dungdichchira 3,3 pg/ml moxifloxacin
hydroclorid chuén trong dung mdi pha mau.

Dung dich thir: Can chinh xac mot lugng bot vién tuong
{mg véi 82 mg moxifloxacin hydroclorid, chuyen vao binh
dinh mrc 250 ml. Thém 150 ml dung moi pha mau va siéu
am 30 min, thinh thoang lic. Thém dung moi pha mau dén
vach, lic deu ly tam va loc dung dich thu duoc.

Piéu kién sdc ky:

Cét kich thude (25 cm < 4, [} mm) dugc nhoi pha tinh phenyl-
silyl silica gel dung cho sac ky (5 pm).

Nhiét d6 cdt: 50 °C.

Detector quang ph tir ngoai dat & budc séng 293 nm va
317 nm.

Tbec do dong: 1,1 ml/min.

Thé tich tiém: 25 pl.

Cach tién hanh:

Tién hanh séc ky v&i chuong trinh dung méi nhu sau:

Thoi gian Pha ding A Pha déng B

(min) (% tt/tt) (%o tt/tt)

0 95 5

22 95 5

39 30 70

52 30 70

53 0 100

58 0 100
58,1 95 5

70 95 5

Kiém tra tinh pht hop cua hé théng: Trén sic ky d6 cua
dung dich phan giai ¢ budc soéng 293 nm: do phéan giai
giita pic cia tap chat F va pic moxifloxacin khong nhé hon
2,0; ty sO dinh — hom (H,/H,) khoéng nho hon 1,5 trong do
H, la chiéu cao dinh pic tap chat A so v&i dudng nén va
H, 1a chiéu cao tinh tir duong nén dén day hdm phan tach
giira pic moxifloxacin va pic tap chit A. Trén sic ky d6 ctia
dung dich ddi chiéu & bude song 293 nm: hé sé ddi ximg
ctia pic moxifloxacin khéng lén hon 2,0; dd 1éch chuan
twong doi cua dién tich pic moxifloxacin tir 6 14n tiém lap
lai khong 16n hon 10,0 %.

Tinh ham lugng phan trdim méi tap chét trong ché pham,
néu cd, dya vao dién tich pic tap chét trén sic ky dd cua
dung dich thu, dién tich pic moxifloxacin trén sic ky dé
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cua dung dich doi chiéu va ham lugng ciia Cy,H,,FN,O,

trong moxifloxacin hydroclorid chuan. -

Gidi han: Xem Bang 1, bo qua cac pic ¢6 thoi gian luru nho

hon 3 min, cac pic ra sau pic 8-methoxy quinolonic ethyl

ester va pic ¢6 dién tich duéi 0,05 % so véi pic chinh.
Bang 1 - Céc tap chét cua moxifloxacin

Thoigian | Hésd Buée Giéi
Tén chdt | luu t:ro'ng dap vmg song han
doi twong doi | (nm) (%)
Tap chat F 0,82 1.0 203 1
Moxiflox- 1.0 _
acin i — 293/317 ==
Tap chat A 1,1 0,53 293 )
Tap chat B 1,26 0,77 317 .
Tap chit C 1,33 1,0 293 -
Tap chat D 1,38 0,76 293 ot
Tap chat E 1,49 0,26 293 -
Dan xuat
cua acid
g iy 1,72 13 293 -
quinolonic®
Dan xuat
cua acid
8-methoxy 1,89 1.9 S17 —!
quinolonic’
8-methoxy
quinolonic 1,93 1,6 317 —!
ethyl ester”
Tap chat
— 9 0,2
Khéc 1,0 293 ,
Téng tap — - 293/317 | 0,75
Ghi chu:

'chi ap dung cho dinh tinh cac pic tap, cdc tap nay la tap trong
qua trinh san xudt nguyén li¢u va dugc kit'%m s.pét trong nguyén
lidu, khong ap dung tinh tong tap trong ché pham.

Tap chit A, B, C, D, E: Xem chuyén luan Moxifloxacin.

Tap chat F: Acid l—cycIOpropyI—G-ﬁuoro-S-melhoxy-'/'—
[(4aS,7a9)-1 —methylhexahydro-]H-pyrrolo[3,4-b]pyridin-
6(2H)-yl]-4-oxo-1.4-dihydroquinolin-3-carboxylic. .
*Acid l-cyclopropyl-(),?-diﬂu0r0-8—hydroxy—4-oxo-3-quino]m-
carboxylic. o
*Acid l-cyc!opropyl-ﬁ__'?-diﬁuoro-8-mcthoxy-4-ox0-3»qu1nolm-
carboxylic. o
*Ethyl l-cycIopropyl—(),7-diﬂuoro—S—methoxy—4-oxo-3-qumohn-
carboxylat.

Pinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Dung dich dém: Hoa tan 1,36 g kali dihydrophosphat (TT)
trong 1000 ml nueéc. Thém 2 ml wriethylamin (TT) va chinh
pH dén 1,9 bang acid phosphoric (TT).

Dung dich A: Methanol - 1-propy! alcol - dung dich dém
(300 : 34 : 666).
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Pha djng: Acetonitril - dung dich A (50 : 1000).

Dung méi pha méu: Methanol - dung dich dem (20 : 8),
Dung dich chudn: Dung dich chira moxifloxacin hydro.
clorid chudn c6 ndng do chinh xac khoang 0,09 mg/m
trong dung méi pha mau. )

Dung dich thir: Can 20 vién, Xac dinh khoi lugng trung binp,
vién va nghién thanh bot min, can chinh xac mot luong b,
vién tuong {mg véi khoang 400 mg moxifloxacin vao bing
dinh mirc 100 ml, thém khoang 60 ml dung mdi pha may,
lic sidu am 30 min, thinh thoang ldc, pha loang bang dung
méi pha mau dén vach, lic déu, loc. Pha loang 5,0 ml dich
loc thanh 250,0 ml bang dung méi pha mau.

Dicu kién sdc ky: .

Cot kich thude (25 cm x 4,6 mm) dugc nhoi pha tinh
phenylsilyl silica gel diing cho sac ky (5 pm).

Nhiét do cot: 45 °C.

Detector quang phé tir ngoai dat & budc song 293 nm.
Tdc d6 dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Thaoi gian chay sac ky: 10 min.

Cdch tién hanh:

Kiém tra tinh phi hop cua hé théng: Trén sac ky do cia
dung dich chudn, h¢ s6 dbi ximg cua pic moxifloxacin
khong 16m hon 2,0; do léch chudn twong d6i cua dién tich
pic moxifloxacin tir 5 1an tiém lap lai khong lén hon 2,0 %.
Tién hanh sic ky lan luot véi dung dich chuan va dung
dich thir.

Tinh ham lugng phén tram cua moxifloxacin, C,;H,,FN;O,,
trong ché phém dua vao dién tich pic thu dugc trén sac ky
d6 cua dung dich thir, dung dich chuin va ham luong ciia
C, H,FN;0, trong moxifloxacin hydroclorid chuan. Phin
tr luong cua moxifloxacin va moxifloxacin hydroclorid
lan lugt 1a 401,43 va 437,89.

Bio quan

Trong @6 dung kin, tranh 4nh sang.
Loai thudc

Khéng sinh nhom fluoroquinolon.
Ham lwgng thwong dung

400 mg.



