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cloroquin phosphat khong nho hon 1,5; hé sé d6i xing ctia
ca hai pic khong 16n hon 1,5; @6 1éch chuin tuong dbi cua
dién tich pic tir céc l4n tiém 13p lai dung dich chuén khéng
16m hon 2,0 %.

Tién hanh sic ky lin luot v6i dung dich chuan va dung
dich thur.

Tinh ham lugng cloroquin phosphat, C,3H,4CIN3.2H;PO,,
trong vién dya vao dién tich cua pic chinh trén sic ky d6
thu duge tir dung dich chuén, dung dich thir va ham lugng
C,3H26CIN;.2H;PO, cua cloroquin phosphat chuén.

Béo quin

Dung trong d6 dumg kin, trdnh 4nh sang.
Loai thudc

Chéng sbt rét.

Ham lwgng thwdomng ding
50 mg, 500 mg.

CLORPHENIRAMIN MALEAT
Clorphenamin maleat
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Clorpheniramin maleat 1a (3RS)-3-(4 clorophenyl)-N,N-
dimethyl-3-(pyridin-2-yl)propan-1-amin hydrogen (2)-
butendioat, phai chira tir 98,0 % dén 101,0 % C,sH;,CIN,.
C{H,0y, tinh theo ché pham da lam kho.

Tinh chét
Bot két tinh tring hoac gan nhu tring. Dé tan trong nuéc,
tan trong ethanol 96 %.

Pinh tinh

A. Ph6 hip thu hdng ngoai (Phu lyc 4.2) phai phu hop vai
phd hap thu héng ngoai cua clorpheniramin maleat chuan.
B. Diém chay: Tir 130 °C dén 135 °C (Phu luc 6.7).

C. Ché pham phai dap ting phép thir Géc quay cuc.

P trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,0 g ché phdm trong nwde va pha
loding thanh 20,0 ml vé&i cung dung méi.

Dung dich S phai trong (Phu luc 9.2) va khong dugc co
mau dim hon mau ciia mau miu VN, (Phy luc 9.3, phuong
phap 2).

CLORPHENIRAMIN MALEAT

Géc quay cyc
Tir -0,10° dén +0,10f’ (Phu lyc 6.4).
Dung dung dich S dé do.

Tap chiit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Acetonitril - dung dich dém pH 3,0 (20 : 80).
Dung dich dém pH 3,0: Dung dich amoni dihydrophosphat
(TT) 0,857 % dugc didu chinh dén pH 3,0 bing acid
phosphoric (TT).

Dung dich thir; Hoa tan 0,100 g ché phdm trong pha dong
va pha loang thanh 100,0 ml v&i cung dung moi.

Dung dich doi chiéu (1): Pha loang 0,5 ml dung dich thu
thanh 100,0 ml bing pha dong.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 10,0 ml bing pha déng. ' 1
Dung dich déi chiéu (3): Hoa tan 5 mg tap chat C chuin
cuia clorpheniramin trong 5 ml dung dich thir va pha loang
thanh 50,0 ml bing pha dong. Pha lodng 2 ml dung dich
thu dugc thanh 20 ml bang pha dong.

Dung dich déi chiéu (4): Hoa tan 5 mg 2,2 -dipyridylamin
(TT) (tap chit B) trong pha déng va pha lodng thanh
100 ml véi cliing dung méi. )
Dung dich déi chiéu (5): Hoa tan tap chit A chuan cua
clorpheniramin c6 trong 1 lo chuén trong 2 ml dung dich
thir, siéu 4m trong 5 min.

Diéu kién séc ky:

Cot kich thude (30 em x 3,9 mm) dugc nhdi pha tinh C
(10 pm).

Detector quang phd tir ngoai dit & buéc séng 225 nm.
Téc d6 dong: 1,2 ml/min.

Thé tich tiém: 20 pl.

Céch tién hanh:

Tién hanh sic ky véi thoi gian glp 3,5 14n thoi gian hru cia
clorpheniramin.

Thoi gian hru twong ddi so voi clorpheniramin (thoi gian
luvu khoang 11 min): Acid maleic khoang 0,2; tap chat A
khoang 0,3; tap chét B khoang 0,4; tap chit C khoang 0,9;
tap chit D khoang 3,0.

Kiém tra tinh phi hop ctia hé théng: Trén sic ky d6 cua
dung dich di chiéu (3), 4 phan giai gitra pic cua tap chét
C v6i pic cia clorpheniramin it nhat 1a 1,5.

Gioi han:

Dé tinh ham lwgng, nhén dién tich pic cua cac tap chit sau
v6i hé s6 hiéu chinh twong {mg: Tap chat A 1a 1,5; tap chét
Blal4.

Tap chét A: Dién tich pic tap chit A da hiéu chinh khong
dugc 16m hon 0,4 14n dién tich pic chinh trén sic ky d6 cua
dung dich dbi chiéu (1) (0,2 %).

Tap Chﬁt' B, C, D: V6i mbi tap chét, dién tich pic di hiéu
chinh, néu can, khong dugc 16m hon 0,2 lan dién tich pic
chinh trén séc ky dd cia dung dich dbi chiéu (1) (0,1 %).
Céc tap don khac: Dién tich pic cia mdi tap chit khéng
dugc 16m hon 0,2 lan dién tich pic chinh trén sic ky d6 cta
dung dich dbi chiéu (1) (0,10 %).

357



https://nhathuocngocanh.com/

VIEN NEN CLORPHENIRAMIN

Téng dién tich pic cua tit ca céc tap chét khéng dugce 1én
hon dién tich pic chinh trén sic ky dd cua dung dich dbi
chiéu (1) (0,5 %).

Bo qua nhimg pic c6 dién tich nho hon hodc bing dién
tich pic chinh trén séc ky db cua dung dich d6i chiéu (2)
(0,05 %): bo qua pic ctia miu trang va acid maleic.

Ghi chu:

Tap chat A: 2-(4-lorophenyl)-4-(dimethylamino)-2-[2-
(dimethylamino) ethyl]butannitril.

TapchétB: N-(Pyridin-2-yl)pyridin-2-amin(2,2’-dipyridylamin).
Tap chét C: (3RS)-3-(4-Clorophenyl)-N-methyl-3-(pyridin-2-y1)
propan-1-amin.

Tap chit D: (2RS)-2-(4-Clorophenyl)-4-(dimethylamino)-2-
(pyridin-2-yl)butannitril.

Kim loai néing

Khéng dugc qua 20 phe‘“m triéu (Phu lyc 9.4.8).

Lay 1,0 g ché pham thir theo phuong phép 3. Ding 2 ml
dung dich chi mau 10 phan triéu Pb (TT) dé chuén bi méau
déi chiéu.

Mt khoi lwgng do 1am khé
Khong dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C; 4 h).

Tro sulfat
Khéng dugc qgé O:l %. (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lugng

Hoa tan khoang 0,150 g ché phim trong 25 ml acid acetic
khan (TT). Chuan d6 bang dung dich acid percloric 0,1 N (CD),
xac dinh diém twong duong bing phuong phap chuin d6 do
dién thé (Phu lyc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
]9,54 mg C20H23C1N204.

Bio quén
Trong bao bi kin, tranh anh sang.

Loai thube
Péi khang thu thé histamin H,.

Ché phim

Vién nén.

VIEN NEN CLORPHENIRAMIN

La vién nén chia clorpheniramin maleat.
Ché phim phai dap Umg cdc yéu cau trong chuyén luén
“Thudc vién nén” (Phu lyc 1.20) va céc yéu cAu sau day:

Ham lugng clorpheniramin maleat, C,H,,CIN,.C,H,O,,
tir 90,0 % dén 110,0 % so véi lugng ghi trén nhan.

Djnh tinh
A. Phuong phap sic ky 16p mong (Phy luc 5.4).
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Ban mong: Silica gel GF5;,.

Dung méi khai trién: Dung dich acid acetic 1 M - methanol
- ethyl acetat (20 : 30 : 50)

Dung djch thir: Lic k§ mot lugng bt vién twong duong
khoang 5 mg clorpheniramin maleat vé&i cloroform (TT),
loc, bay hoi dich lgc dén kho. Hoa tan cin trong 1 ml
cloroform (TT).

Dung dich dbi chiéu: Dung dich clorpheniramin maleat
chuén 0,5 % trong cloroform (TT).

Cdch tién hanh: Chdm riéng biét 1én ban mong 2 pl mdi
dung dich trén. Sau khi trién khai, 14y ban mong ra, dé khd
ngoai khong khi va quan sat dudi anh sang tir ngoai & budc
séng 254 nm. Hai vét chinh trén sic ky d6 ctia dung dich
thir phai twong tmg vé vi tri va mau sic vé6i hai vét chinh
trén sic ky dd cia dung dich dbi chiéu. Phun thudc thi
kali iodobismuthat lodng (TT) 1én ban mong. Vét chinh
thu dugc trén sic ky dd cua dung dich thir phai trong (mg
vé vi tri va mau sic v6i vét chinh trén sdc ky d6 ciia dung
dich déi chiéu.

B. Trong muc Dinh lugng, sic ky d6 ctia dung dich thir phai
cho hai pic chinh c6 thoi gian luu trong ing véi thoi gian
luu ciia hai pic chinh trén sic ky db cia dung dich chuén.

Tap chit lién quan

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

Ban mong: Silica gel GF 5s4.

Dung méi khai trién: Diethylamin - cloroform - cyclohexan
(10:40: 50)

Dung dich thir: Lac ki mot luong bét vién twong duong
khoang 50 mg clorpheniramin maleat véi cloroform (TT),
loc, bay hoi dich loc dén khé. Hoa tan cén trong 1 ml
cloroform (TT).

Dung dich déi chiéu: Pha loang 1 thé tich dung dich thir
v6i cloroform (TT) thanh 500 thé tich.

Cdch tién hanh: Chim riéng biét 1én ban mong 10 pl mbi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 12 cm. Ly ban méng ra, & khé ngoai khéng khi
va quan sat dudi 4nh sdng tir ngoai & budc song 254 nm.
Bit ky vét phu nao trén sic ky do cua dung dich thir khéng
duge ddm mau hon vét trén sic ky d6 cia dung dich ddi
chiéu (0,2 %). B qua céc vét tai diém xudt phat.

P§ hoa tan (Phu luc 11.4)

Thiét bj: Kiéu céch khudy.

Mb6i truomg hoa tan: Pha lodng 2,5 ml dung dich acid
hydrocloric 10 % (TT) v61 nwdc thanh 250 ml.

Téc d quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh: Sau thoi gian hoa tan quy dinh, liy mét
phén dich hoa tan, loc. Po d¢ hip thu cia dich loc thu
dugc & budc song 264 nm. Tinh lrgng clorpheniramin
maleat da hoa tan theo A (1 %, | cm), ldy 217 la gia tri
A (1 %, 1 cm) cia clorpheniramin maleat & budc song
264 nm.



