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Ham lwgng levodopa, CoH, NO,, tir 95,0 % dén 105,0 %
s0 vGi lugng ghi trén nhan.

DPinh tinh

A. Trong muc Dinh lugng, sic ky dd thu dugc tir dung
dich thir ¢6 2 pic chinh c6 thoi gian luu twong tng véi thoi
gian luu cua pic carbidopa v levodopa trén sic ky dé thu
duoc tir dung dich chuén.

B. Ly mét lugng bot vién twong tmg véi 1 mg carbidopa
khan, thém 5 ml dung dich acid sulfuric 0,05 M, lic 2 min
va loc. Thém 5 ml thudc thir dimethylaminobenzaldehyd
(TT) vao dich loc, xuit hién mau vang dam.

C. Lay mét lugng bdt vién twong tmg véi 50 mg levodopa,
thém 4 ml ethanol 96 % (TT) va 1 ml dung dich acid sulfuric
I M (TT), lic 2 min. Thém 2 ml cinamaldehyd (TT), dé
yén 20 min, thém 50 ml dung dich acid hydrocloric 0,1 M
(TT), lic 2 min va dé cho tach 16p. Loc 16p nudc, thém vao
5 ml dich loc 0,1 ml dung dich sdt (I1) clorid 10,5 % (TT).
Chia dung dich thu dugc lam 2 phén vio 2 6ng nghiém.
Thém vao dng nghiém tha nhét mét lugng thira dung dich
amoniac 5 M (TT), xuit hién mau tim dé. Thém vao ong
nghiém thir hai mdt luong thira dung dich natri hydroxyd
2 M (TT), xuit hién mau dé dam.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gié quay.

Mbi truong hoa tan: 750 ml dung dich acid hydrocloric
0,1 M (TT).

Téc dé quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Tién hanh phuong phap séc ky 1ong v6i Pha dong va Didu
kién sic ky nhu mé ta & muc Pinh luong.

Dung dich chudn: Can chinh x4c mot lugng levodopa chuin
va carbidopa chuén pha trong dung dich acid hydrocloric
0,1 M (TT) sao cho thu dugc dung dich ¢6 néng d6 levodopa
va nong d6 carbidopa trong img véi ndng d¢ trong dung
dich thir.

Dung dich thir: Liy mét phan dich hoa tan sau thoi gian
hoa tan quy dinh, loc, loai bo dich loc dau.

Tinh ham lugng carbidopa, CoH14sN204, va levodopa,
CoH,;NO,, d4 hoa tan trong mdi vién dwa vao dién tich pic
cua carbidopa va levodopa trén sic ky 46 thu duoc tir dung
dich chuén, dung dich thir, ham luong C,oH,,N,O, trong
carbidopa chuin va ham lugng CoH,;NO, trong levodopa
chuén.

Yéu cau: Khong it hon 70 % (Q) lugng carbidopa,
C,oHsN,0y4, va levodopa, CoH, NO,, so véi lugng ghi
trén nhan dugc hoa tan trong 45 min.

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

Pha dpng: Dung dich kali dihydrophosphat 0,1 M duoc
diéu chinh dén pH 3,0 bang dung dich acid phosphoric 1 M.
Dung dich chudn: Cén chinh xac mét luong levodopa chudn,
carbidopa chuan pha trong dung dich acid hydrocloric 0,1 M

LEVOFLOXACIN

(TT) sao cho ndng d6 levodopa 13 0,05 % va ty 1& ndng do
levodopa va carbidopa tuong tng véi ty 1é levodopa va
carbidopa trong vién.

Dung dich thir: Can 20 vién, tinh khdi lrgng trung binh
vién va nghién thanh bdt min. Can chinh x4c mét hrong
bot vién tuong (g voi khoang 0,25 g levodopa vao binh
dinh mirc 100 ml, thém 60 ml dung dich acid hydrocloric
0,1 M (TT), lic 15 min, thém dung dich acid hydrocloric
0,1 M (TT) dén vach, lac déu, loc. Pha loding 10,0 ml dich loc
thanh 50,0 ml bang dung dich acid hydrocloric 0,1 M (TT).
Piéu kién sdc ky:

Cot kich thudc (20 cm x 4,0 mm) dugc nhdi pha tinh B
(10 pm), Lichrosorb RP8 14 phu hop.

Detector quang phd tir ngoai dit & budc séng 282 nm.

Téc @6 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tiém riéng biét dung dich chuin va dung dich thir.

Tinh ham lugng carbidopa, C,oHi4sN,04, va 1evodopa
CyH,;NO,, trong ché phim dua vao dién tich cua pic
carbidopa va levodopa trén sic ky dd thu dugc tir dung
dich chuén, dung dich thir, ham lugng C,(H,4N,0, trong
carbldopa chuan va ham lwong CoH,,NO, trong levodopa
chuén.

Bdo quin

Noi khé mat, tranh anh sang.
Loai thudc

Piéu tri Parkinson.

Ham lwong thwong ding
Carbidopa (tinh theo chat khan) va levodopa tuong uing
25 mg va 100 mg, 10 mg va 100 mg, 25 mg va 250 mg.
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Levofloxacin 14 acid (-)-(5)-9-fluoro-2,3-dihydro-3-methyl-
10-(4-methyl-1-piperazinyl)-7-oxo-7H-pyrido[1,2,3-de]-
1,4-benzoxazin-6-carboxylic hemihydrat, phai chira tur
98,0 % dén 102,0 % CgHa0FN;0y, tinh theo ché phim khan.

Tinh chat

Bot két tinh hay tinh thé mau tring nga dén tring hoi vang.
Tan trong dimethyl sulfoxid va trong acid acetic, hoi tan
trong nudc, aceton va methanol.
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Pinh tinh

A. Phd hap thu hong ngoai (Phu luc 4.2) cia ché phim
pha: phu hop véi phé hip thu hdng ngoai cia levofloxacin
chuén.

B. Trong phin Pinh luong, pic chinh trén sic ky dd cia
dung dich thir phai c6 thoi gian luu twong tu véi thoi gian
luu cua pic levofloxacin trén sic ky d6 cia dung dich chuan.

Géc quay cyre riéng o
Tir-92° dén -106°, tinh theo ch€ pham da 1am khé (Phu luc 6.4).
Xéc dinh trén dung dich ché phim 0,5 % trong methanol (TT).

Tap chit lién quan
Phuong phép sic ky 1ong (Phu luc 5.3).
Dung dich A, pha ddng, dung dich thir va diéu kién sic ky
nhu mo ta trong muc Dinh lugng.
Dung dich kiém tra tinh phit hop ctia hé thong: Dung dich
levofloxacin chuén trong pha déng c6 ndng d6 1 mg/ml.
Dung dich kiém tra d nhay: Dung dich levofloxacin
chuin trong pha ddng c6 nbng d6 0,3 pg/ml.
Cdch tién hanh:
Kiém tra tinh ph hop ciia hé thong sic ky:
Tién hanh sic ky véi dung dich kiém tra tinh phd hop ciia hé
théng, do 1éch chuén tuong dbi ctia dién tich pic levofloxacin
gitta cac an tiém 1ap lai khong dugc 16n hon 1,0 %.
Tién hanh sic ky voi dung dich kiém tra do nhay, ty b tin
hiéu trén nhiéu (S/N) x4c dinh trén pic levofloxacin khong
dugc nho hon 10.
Tién hanh sic ky v6i dung dich thir, tinh ham luong phén
trim mdi tap chit trong ché phdm theo céng thirc:

r, X 100

I, X F

Trong do:

r, 1a dién tich pic tap chét cin xac dinh trong dung dich thir;
1 1a dién tich pic levofloxacin trong dung dich thir;

F 12 hé sb dap img tuong dbi, duoc trinh bay trong Bang 1.
Gidi han:

Timg tap chét: xem trong Béang 1.

Tong cac tap chit trir tap chit D-isomer: Khéng duoc 16n
hon 0,5 %.

Bang I - Danh muc cic tap chat

" Thoi gnan H(: 56 -
& Gi6i
Tén chét lru twong  ddp g | %)
. doi twong doi  ° .
\N-Desmethy] levofloxacins 0,47 1,0 0,3
Din xuét diamin® 0,52 0,9 0,3
Levofloxacin N-oxide 0,63 1,1 0,3
9-Desfluoro levofloxacind 0,73 1,0 0,3
'Levofloxacin 1,0 - -
|
D-Isomere 1,23 1,0 0,8 [
Tap don khic - 1,0 01 |
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Ghi chu:

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

® Acid (S)-9-fluoro-2,3-dihydro-3-methyl-10-[2-(methylamino)
ethylamino]-7-oxo-7H-pyrido[1,2,3-de][1,4]benzoxazin-6-
carboxylic.
¢(S)-4-(6-Carboxy-9-fluoro-2,3-dihydro-3-methyl-7-oxo0-7H-
pyrido[1,2,3-de][1,4]-benzoxazin-10-yl)-1-methyl-piperazin-
1-oxid.

4 Acid (S)-2,3-dihydro-3-methyl-10-(4-methyl-1-piperazinyl)-7-
oxo-7H-pyrido[1,2,3-de][ 1,4]-benzoxazin-6-carboxylic.

*Acid  (R)-9-fluoro-2,3-dihydro-3-methyl-10-(4-methyl-1-
piperazinyl)-7-oxo-7H-pyrido[1,2,3-de][1,4]-benzoxazin-6-
carboxylic.

Nuwée '
Tir 2,0 % dén 3,0 % (Phu luc 10.3).

Tro sulfat
Khéng duge qua 0,2 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché phém, ding chén nung platin.

Pinh lwgng

Phuong phap séc ky 1ong (phu Iuc 5.3).

Dung dich A: Dung dich chira amoni acetat (TT) 8,5 g/l,
dong sulfat ngdm ndm phdn tir nudc (TT) 1,25 g/l va
L-isoleucin (TT) 1,3 g/l.

Pha dpng: Methanol - dung dich A (3 : 7).

Dung dich thir: Dung dich ché phdm trong pha déng co
nong d6 1 mg/ml.

Dung dich chudn: Dung dich levofloxacin chuin trong pha
dng c6 nong do 1 mg/ml.

Diéu kién sdc ky:

Cétkich thuée (25 cm * 4,6 mm) dugc nhdi pha tinh C (5 pm).
Detector quang phd tir ngoai d4t & budc séng 360 nm.
Téc d dong: 0,8 ml/min.

Thé tich tiém: 25 pl.

Nhiét d3 cft: 45 °C.

Cdch tién hanh:

Kiém tra tinh phit hop ctia hé théng séc ky: Tién hanh sic
ky véi dung dich chuén, phép thir chi c6 gia tri khi hé sb doi
xtng clia pic levofloxacin nam trong khoang tir 0,5 dén 1,5
va d¢ 1éch chudn fuwong d6i cua dién tich pic levofloxacin
gitra cac 14n tiém 13p lai khong dugc lom hon 1,0 %.

Tién hanh séc ky cac dung dich thir va dung dich chudn.

T mh ham lugng levofloxacin, C]gHgoFN304, trong ché
phdm duva vao dién tich pic thu duoc trén sic ky do cua
dung dich thir, dung dich chudn va ham lugng C,gH,,FN;0,
trong levofloxacin chuin.

Bao quén
Trong bao bi kin, tranh dnh sang.

Loai thude
Thudc khang sinh nhém quinolon.

Ché phim
Vién nén.



