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DUQC PIEN VIET NAM VI

MEFLOQUIN HYDROCLORID

. HCI

va dong phan di quang

C|7H|6F6N20.HCI Pt.l: 414,8

Mefloquin hydroclorid 1a (RS)-[2,8-bis(trifluoromethyl)-
quinolin-4-y1][(2SR)-piperidin-2-ylJmethanol hydroclorid,
phai chira tir 99,0 % dén 101,0 % C,;H,(F¢N,0.HCI, tinh
theo ché phim khan.

Tinh chit

Bt két tinh da hinh mau tring hodc ving nhat. R4t khé tan
trong nudc, dé tan trong methanol, tan trong ethanol 96 %.
Chay ¢ khoang 260 °C kém theo phan hiy.

Pinh tinh

C6 thé chon mét trong hai nhom dinh tinh sau:

Nhom I: A, E.

Nhém II: B, C, D, E.

A. Phd hap thu hong ngoal (Phu luc 4.2) ciia ché phim
phai phu hgp vai pho hap thu hong ngoai ciia mefloquin
hydroclorid chuin. Néu c¢6 su khac biét giira hai phd, hoa
tan riéng biét ché phiam va chit chuén trong methanol
(TT), bay hoi dén kho va do phd hdng ngoai cua céc cin
thu dugc.

B. Phuong phép sic ky 16p mong (Phu luc 5.4)

Bdn mong: Silica gel GF,s5; 34 dugc trién khai bing hdn
hop methanol - methylen clorid (20 : 80), siy khé & nhiét
d6 100 °C dén 105 °C trong 15 min trudc khi sir dung.
Dung méi khai trién: Acid acetic khan - methanol -
methylen clorid (10 : 10 : 80).

Dung dich thir: Hoa tan 8 mg ché phdm trong methanol
(TT) va pha loang thanh 5 ml véi ciing dung moi.

Dung dich déi chiéu (1): Hoa tan 8 mg mefloquin
hydroclorid chudn trong methanol (TT) va pha lodng thanh
5 ml véi cung dung méi.

Dung dich doi chiéu (2): Pha loang 2,5 ml dung dich thir
thanh 100 ml bing methanol (TT).

Dung dich dsi chiéu (3): Thém 1 ml dung dich quinidin
sulfat chuén 0,0016 % vao 1 ml dung dich i chiéu (2).
Cach tién hanh: Chim riéng biét 1én ban mong 20 ul cac
dung dich thir, dung dich d6i chiéu (1) va dung dich dbi
chiéu (3). Trién khai sic ky cho dén khi dung méi di dwoc
10 cm. Lam khé ban mong bing mét ludng khong khi 4m
trong 15 min, kiém tra dudi anh sang dén tir ngoai & budc
song 254 nm. Phun nhe bing hén hop acid sulfuric - thuéc
thiz iodoplatinat (1 : 40) dugc pha ngay trude khi sir dung.
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Sau d6 phun ban mong véi dung dgch hydrogen peroxyd
ddam ddc (TT). Vet chinh trén sic ky dd cia dung dich thi
phai tuong (rng vé vi tri, mau sic va kich thudc véi vét
chinh trén sic ky d6 cia dung dich dbi chiéu (1). Phép thir
chi c6 gi4 trj khi trén sic ky d6 cua dung dich dbi chiéu (3)
cho hai vét tich ra rd rang.

C. Tron khoang 10 mg ché phim véi 45 mg magnesi oxyd
ndng (TT) trong chén nung, nung cho dén khi thu duoc cin
mau tring. D& ngudi, thém 2 ml nurée va 0,05 ml dung dich
phenolphtalein (TT), thém khodng 1 ml acid hydrocloric
lodng (TT) dé tao dung dich khong mau. Loc, thém vao
dich loc 0,1 ml dung dich alizarin S (TT) méi pha va
0,1 ml dung dich zirconyl nitrat (TT). Tron déu, dé yén
5 min va so sanh mau cia dung dich thir v6i mau cia mau
tring dugc chudn bi tuong tuw nhung khong c6 ché pham.

Dung dich thir c6 mau vang, mau trang c6 mau do.

D. Thém vao khoang 20 mg ché phim 0,2 ml acid sulfuric
(TT), xuét hién huynh quang mau xanh lam khi nhin duéi
den tir ngoai 365 nm.

E. Ché phim phai cho phan tmg (A) cia ion clorid (Phy
luc 8.1).

D trong va mau sic cia dung dich

Dung dich S: Hoa tan 2,50 g ché phém trong methanol
(TT) va pha lodng thanh 50 ml vé&i cung dung méi.

Dung dich S phai trong (Phu luc 9.2) va mau khong duoc
ddm hon dung dich mau mau VN, (Phu luc 9.3, phuong
phap 1).

Goc quay cue
Tir -0,2° dén +0,2° (Phu luc 6.4).
Ding dung dich S dé do.

Tap chit lién quan

Phuong phap sic ky long (Phu Iuc 5.3).

Pha dong: Hoa tan 1 g tetraheptylamoni bromid (TT) trong
hén hop gdém 200 ml methanol (TT), 400 ml dung dich
natri hydrosulfat 0,15 % va 400 ml acetonitril (TT).

Dung dich thir: Hoa tan 0,10 g ché phim trong pha déng
va pha loang thanh 25,0 ml v&i cing dung méi.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bing pha dong. Pha lodng 1,0 ml dung dich
thu dugc thanh 20,0 ml bing pha dong.

Dungdich doichiéu (2): Hoatan 8 mg mefloquin hydroclorid
chuéin va 8 mg quinidin sulfat chuén trong pha dong va pha
long thanh 50,0 ml véi cling dung méi. Pha lodng 5,0 ml
dung djch thu dugc thanh 100,0 ml bing pha dong.

Diéu kién sdc ky:

Cot kich thudce (25 cm x 4 mm) va tién ct kich thudc
(2,5 cm x 4 mm) déu dugc nhdi pha tinh 13 end-capped
octadecylsilyl silica gel (5 pm).

Detector quang phd tir ngoai dat tai buéc séng 280 nm.
Téc 46 dong: 0,8 ml/min.

Thé tich tiém: 20 pl,

Cdch tién hanh:
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VIEN NEN MEFLOQUIN

On dinh cjt bing cach cho pha déng chay qua cft vai toc
dd 2 ml/min, trong khoang 30 min.

Tiém dung dich d6i chiéu (1), dleu chinh d¢ nhay sao cho
chiéu cao cua pic chinh trén sic ky 46 khong duoc dudi
50 % cua thang do.

Trén séc ky d6 cua dung dich dbi chiéu (2), thoi gian luu
cua quinidin khoang 2 min, meﬂoqum khoang 4 min, tap
chét B khoang 15 min va tap cht A khoang 36 min.

Phép thur chi c6 gia trj khi trén sic ky dd cua dung dich
dbi chiéu (2), 6 phan giai gitra quinidin va mefloquin it
nhat Ia 8,5.

Tién hanh sic ky dung dich thir va dung dich déi chiéu (1)
vGi thoi gian gap 10 lan thoi gian luu cua pic chinh.

Gidi han: Trén sic ky do cia dung dich thir:

Dién tich cua pic c6 thoi gian hru twong dbi bing khoang
0,7 so véi mefloquin khéng duoc 1ém hon 2 lan dién tich
cua pic chinh cua dung dich ddi chieu (1) (0,2 %).

Dién tich cia bat ky pic phu khac khéng dwoc 16n hon dién
tich cia pic chinh ciia dung dich dbi chiéu (1) (0,1 %).
Tong dién tich cua cac pic phu khong dugc 16n hon 5 lan
dién tich ctia pic chinh ctia dung dich ddi chiéu (1) (0,5 %).
Loai bo nhiing pic c6 dién tich nhé hon hoic biang 0,2 lan
dién tich pic chinh ctia dung dich déi chiéu (1).

Ghi chu:

Tap chat A: [2,8-bis(trifluoromethyl)quinolin-4-yl]-(pyridin-2-
yl)methanon.

Tap chat B: (RS)-[2,8-bis(trifluoromethyl)quinolin-4-y](pyridin-
2-yl)methanol.

Kim loai ning

Khéng duge qué 20 phan triéu (Phu luc 9.4.8).

1.4y 1,0 g ché phim tién hanh theo phuong phép 3. Dung
2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé chuan bi
méu dbi chiéu.

Nude
Khéng dugc qua 3,0 % (Phy luc 10.3).
Dung 1,0 g ché pham.

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché phim.

Pinh hrong

Phuong phép chuan d9 trong méi trudng khan (Phu luc 10.6).
Cin chinh x4c khoang 0,350 g ché phidm, hoa tan trong
15 ml acid formic khan (TT), thém 40 ml anhydrid acetic
(TT). Chuan d6 bang dung dich acid percloric 0,1 N ( CD),
xac dinh diém twong dwong bing phuong phap chuin db
do dién thé (Phu luc 10.2).

1 ml dung djch acid percloric 0,1 N (CP) twong duong véi
41,48 mg C17H|7CIF5N20.

Bao quan
Trong b bao g6i kin, tranh anh sing.

Loai thude
Khang ky sinh tring sot rét.
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Ché phim
Vién nén.

VIEN NEN MEFLOQUIN

La vién nén chira meﬂoqum hydroclorid.
Ché pham phai dap irng cac yéu cau trong chuyen ludn
“Thudc vién nén” (Phu lyc 1.20) va cic yéu céu sau:

Ham ]uqng mefloquin hydroclorid, C;;H;F¢N,O.HCI,
tr 90,0 % dén 110,0 % so véi lugng ghi trén nhan.

Pinh tinh

A. Phuong phép sic ky 16p méng (Phu lyc 5.4).

Ban mong: Silica gel GF,s; da dugc trlen khai bing hén
hop methanol - methylen clorid (20 : 80), siy kho & 100 °C
dén 105 °C trong 15 min trude khi sir dyng.

Dung méi khai trién: Acid acetic khan - methanol -
methylen clorid (10 : 10 : 80).

Dung dich thir. Léy mot lugng bot vién tuong tmg véi
khoéng 16 mg mefloquin hydroclorid, thém 10 ml methanol
(TT), lac k¥ va loc.

Dung dich d‘oz chiéu (1): Dung dich mefloquin hydroclorid
chuén cé nong do 1,6 mg/ml trong methanol (TT).

Dung dich déi chiéu (2): Pha loang 2,5 ml dung dich thir
thanh 100 ml bing methanol (TT).

Dung dich @i chiéu (3): Thém 1 ml dung dich quinidin
sulfat chudn 0,016 mg/ml vao 1 ml dung dich déi chiéu (2).
Céch tién hanh: Chdm riéng biét 1én ban mong 20 pl mbi
dung dich trén. Trién khai sic ky dén khi dung méi di
duoc khoang 10 cm. Liy ban méng ra khoéi binh sic ky,
dé ban moéng kho ngoai khong khi khoang 15 min. Quan
sat ban mong dudi dnh séng tir ngoai & budc séng 254 nm.

Phun nhe bing hén hop dugc pha ngay trudce khi st dung
gdm 1 thé tich acid sulfuric (TT) va 40 thé tich thudc thir
iodoplatinat (TT). Sau d6 phun 1€n ban mong dung dich
hydrogen peroxyd dam ddc (TT).

Vet chinh trén séc ky d6 cua dung dich thir phél twong (mg
vé gia tri Ry, mau séc va kich thude voi vét chinh trén sic
ky d6 cua dung dich d6i chiéu (1). Phép thir chi c6 gia tri
khi trén sic ky dd cua dung dich dbi chiéu (3) cho hai vét
tach ra r rang.

B. Trong phan Dinh lwong, pic chinh trén sic ky dd cua
dung dich thir phai cé thoi gian huu trong (g véi thai gian
Iwru ciia pic mefloquin trén sic ky d6 ctia dung dich chuin.

C. Lic mot lugng bot vién tuong duong 0,2 g mefloquin
hydroclorid vé&i 20 ml nede, loc, dich loc cho phan img (A)
cua ion clorid (Phuy lyc 8.1).

D) hoa tan (Phy luc 11.4)

Thiét bj: Kiéu canh khudy.

MGéi triecong hoa tan: 900 ml dung djch acid hydrocloric
0,1 M(TT).

Téc dé quay: 50 r/min.

Thoi gian: 30 min,



