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khi dung dich chuyén sang kiém, thir bing gidy quy tim
(TT). Pha loang dung dich thu dugc thanh 25 ml bang
muce va diéu chinh vé pH 3,0 dén 4,0 bing acid acetic
loang (TT). Loc, néu can nra chén nung va phéu loc bing
10 ml nwoc, gop dich loc va dich nra vao 6ng Nessler, va
pha loang thanh 35 ml bang nwde.

Dung dich déi chiéu: Trong mot dng Nessler, pha lodng
1,0 ml dung dich chi mdu 20 phdn triéu Pb (TT) thanh
25,0 ml bing nwde, diéu chinh pH cia dung dich thu
duge vé pH 3,0 dén 4,0 bﬁng acid acetic lodng (TT) hodc
dung djch amoniac loang (TT), va thém nuoc vira du 35 ml.
Tién hanh: Thém 10 ml dung dich hydrogen sulﬁd (TT)
m6i pha vao mdi ng chira dung dich ddi chiéu va dung
dich thu, lic déu va thém nurge vira du 50 ml, dé yén 5 min,
Quan sat thir va chudn trén nén tring, tr trén xudng.

Mit khoi lrgng do 1am kho
Khong dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C, 2 h).

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuwong phép 1).
Ding 1,0 g ché phim.

Dinh lrgng

Hoa tan 0,3 g ché phim trong 50 ml acid acetic bing (TT).
Chuén do bﬁng dung dich acid percloric 0,1 N (CD). Xéac
dinh diém két thic bing phuong phap chudn do do dién
thé (Phu luc 10.2). Song song tién hanh moét mau tri'mg

1 ml dung djich acid percloric 0,1 N (CD) twong duwong vai
0,04296 g C,oH;sNO,.

Bio quén
Trong d6 dung kin, tranh anh sang.

Loai thudc
Thuodc tranh thai, thu6c giy say thai.

Ché phim
Vién nén.

VIEN NEN MIFEPRISTON

La vién nén chira mifepriston.
Ché pham phai dap {mg cic yéu cau trong chuyén luén
“Thuoc vién nén” (Phu lyc 1.20) va céac yéu cau sau:

Ham lugng mifepriston, C,,H;sNO,, tir 90,0 % dén
110,0 % so v&i lugng ghi trén nhan.

Dinh tinh

A. Hoa tan mét lugng bdt vién trong methanol (TT) dé thu
dugc dung dich chira 0,001 % mifepriston, loc. Do phé
hép thy tir ngoai (Phy luc 4.1) cua dich loc thu dugc trong
khodng buéc séng tir 200 nm dén 400 nm, dung dich phai
cho hai cyc dai hédp thy & bude séng 260 nm va 303 nm.

VIEN NEN MIFEPRISTON

B. Trong phén Dinh lugng, thoi gian luu cia pic chinh trén
sic ky d6 cua dung dich thir phai tuong img véi thoi gian
lru cia pic chinh trén sic ky d6 cia dung dich d6i chiéu.

P{ hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Moéi truong hoa tan: 900 ml dung dich chira 1,0 % natri
lauryl sulfat (TT) trong nudc.

Téc d6 quay: 75 r/min.

Thai gian: 60 min.

Cdch tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, iy mét
phén dich hoa tan va loc, bé vai mililit dich loc dau. Pha
lodng bing méi trudmg hoa tan néu cAn dé dugc dung dich
¢6 ndng d6 mifepriston twrong dwrong dung dich chuin.
Dung dich chudn: Can chinh x4c mot lugng mifepriston
chuin hoa tan trong mdt lwgng thich hop methanol (TT),
sau d6 pha lodng bang méi truong hoa tan dé dugc dung
dich c6 ndng d¢ mifepriston khoang 0,01 mg/ml.

Do do hép thu (Phu luc 4.1) cua dung dich thir va dung
dich chuén ¢ budc song 302 nm. Mau tring 1a méi trudong
hoa tan.

Tinh lugng mifepriston, C,0H3sNO,, dd hoa tan dua vao d§
hip thu cta dung dich thir, dung dich chuin va ham lugng
cua CygH35sNO, trong mifepriston chuén.

Yéu cau: Khéng it hon 70 % (Q) luong mifepriston,
Cy9H35NO,, so vai lugng ghi trén nhdn dugc hoa tan trong
60 min.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Methanol - acetonitril - nudc - triethylamin
(21 : 14 : 15 : 0,1), diéu chinh dén pH 4,5 bang acid
phosphoric (TT).

Dung dich thir: Can 20 vién va nghién thanh b6t min. Cén
chinh xac mot lugng bt vién twong img vdi khoang 50 mg
mifepriston cho vao binh dinh mirc 100 ml, thém khoang
20 ml pha dong, siéu 4m 15 min. Thém pha dong dén vach
va ly tim. Pha loang 5,0 ml dich trong sau khi ly tim thanh
50,0 ml bang pha déng.

Dung dich d6i chiéu: Dung dich chira 0,005 % mifepriston
chuén trong pha dong.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4 mm) duge nhdi pha tinh C
(5 pm). ‘

Detector quang pho tir ngoai dit & bude song 302 nm.
Téc do dong: 1,5 mI/min,

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky dung dich thir va dung dich déi chiéu.
Kiém tra tinh phu hop cua hé thong: Trén sic ky dd
cla dung dich dbi chiéu, sb dia ly thuyét tinh theo pic
mifepriston khong nhé hon 4000; hé s6 ddi ximg cua pic
mifepriston khéng 16n hon 2,0 va d¢ 1éch chuén twong déi

783



https://nhathuocngocanh.com/

MONTELUKAST NATRI

cua dién tich pic mifepriston thu dugc tir 6 14n tiém l3p lai
khong Iém hon 2,0 %.

Tinh ham lugng phén tram tap chat (néu c6) trén siic ky db
cua dung dich thir bing phuong phap chuin hoa.

Gioi han:

Tap don bét ky: V&i mdi tap chat, khong duge qué 1,0 %.
Téng cac tap chit: Khong dugc qua 2,0 %.

Pinh lrgng ’

Phuong phép sac ky long (Phy lyc 5.3) nhu md ta trong
phén Tap chit lién quan.

Tinh ham lugng phén trim cta mifepriston, C29H3sNO,,
trong ché phim dya vao dién tich pic thu duqc trén sic ky
db cua dung dich thir, dung dich d6i chiéu va ham lugng
ctia CooH;3sNO, trong mifepriston chuan.

Bio quin
Trong 46 dung kin, trinh anh sang.

Loai thuéc o '
Thudc tranh thai khan cap (ham lugng thap).
Thuoc cham dut thai ky & giai doan sém (ham lugng cao).

Ham lrgng thrdong diung
10 mg; 25 mg; 200 mg.

MONTELUKAST NATRI

C35H35C1NN303S Pt.l: 608,2

Montelukast natri 1a natri [1-[[[(1R)-1-[3-[(E)-2-(7-
cloroquinolin-2-yl)ethenyl]phenyl]-3-[2-(1-hydroxy-1-
methylethyl)phenyl]propyl]sulfanyl]methyl]cyclopropyl]
acetat, phai chira tir 98,0 % dén 102,0 % C;5H;sCINNaO,S,
tinh theo ché phidm khan.

Tinh ghét ‘ )

Bt tring hodc gin nhu tring, hit am. Dé tan trong nuéc
va trong methylen clorid, d& tan dén rat tan trong ethanol
96 %.

Pinh tinh

A. Phd hip thy hong ngoal (Phu lyc 4.2) cua ché phim
phai phii hop véi pho hap thy héng ngoai ciia montelukast
natri chuén.

B. Ché pham phai dap img phép thir Tap chit dong phén
d6i quang.
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C. Nung 0,1 g dén khi thu dugc cdn gin nhu tréing. Hoa tan
céin trong 2 ml nwde va loe, dich lgc cho phan (mg (A) cia
ion natri (Phy luc 8.1).

Tap chét lién quan

Phucmg phép sic ky long (Phy luc 5.3). Tién hanh trong
diéu kién tranh 4nh séng, sir dung binh nau, siéu 4m trong
nudc da, cac dung djch ding ngay sau khi pha.

Pha dong A: Hoa tan 3,85 g amoni acetat (TT) trong
1000 ml nudrc, thém | ml eriethylamin (TT), diéu chinh dén
pH 5,5 bing acid acetic bang (TT).

Pha dgng B: Methanol (TT).

Dung méi pha méu: Nudc - methanol (20 : 80)

Dung dich thi: Hoa tan chinh x4c khoang 100 mg ché
phidm trong 100,0 ml dung mdi pha mau.

Dung dich @i chiéu (1): Dung dich montelukast natri
chuén 0,1 % trong dung mdi pha miu.

Dung dijch doi chiéu (2): Pha loaing 10,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing dung mdi pha miu. Pha
lodng 3,0 ml dung dich thu dugc thanh 100,0 ml bing
dung méi pha miu.

Diéu kién sdc ky:

Cot kich thuéc (15 cm x 4,6 mm) duge nhoi pha tinh C
(5 pm).

Detector quang phd tir ngoai dit & budc séng 240 nm.
Téc @ dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién himh

Tién hanh sic ky theo churong trinh dung méi nhur sau:

Thoi gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0 40 60
20 30 70
45 20 80
55 15 85
60 15 85
65 40 60
70 40 60

Thoi gian lwu twong ddi so voi montelukast cia céc dong
phdn montelukast sulfoxid 1a khoang 0,66 va 0,69; cua
montelukast styren la khoang 1,38.

Kiém tra tinh phi hop cta hé théng: Trén sic ky 46 cua
dung dich d6i chiéu (2), 49 léch chuén twong dbi cua dién
tich pic montelukast thu dugc tir 6 14n tiém l3p lai khong
16n hon 5,0 %.

Gidi han: Trén sc ky d6 cua dung dich thir:

Téng dién tich pic cuia cic ddng phan montelukast sulfoxid
khéng dugc 16n hon dlén tich pic chinh thu dugc trén sic
ky b cia dung dich ddi chiéu (2) (0,3 %).

Dién tich pic montelukast styren khong dugc 1én hon dién
tich pic chinh thu dugc trén sic ky d6 cia dung dich dbi
chiéu (2) (0,3 %).



