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LOPERAMID HYDROCLORID

LOPERAMID HYDROCLORID
o]]

. HCI

C29H33C1N202HC1 Ptl: 513,5

Loperamid hydroclorid 14  4-[4-(4-clorophenyl)-4-
hydroxypiperidin-1-yl]-N,N-dimethyl-2,2-diphenyl
butanamid hydroclorid, phai chira tir 99,0 % dén 101,0 %
Cy9H33CIN,0,.HCl, tinh theo ché phdm da 1am khé.

Tinh chét
Bot da hinh, mau trang hodc gan nhu trang. Kho tan trong
nudc, dé tan trong methanol va ethanol 96 %.

Pinh tinh

Phé hép thu héng ngoai (Phu luc 4.2) ciia ché phim
phai phi hop véi phé hip thu hdng ngoai ciia loperamid
hydroclorid chuan.

Néu phd do dugc cia ché phim va chuin khac nhau thi
hoa tan riéng biét ché phim va chit chuin trong mét luong
tbi thiéu methylen clorid (TT), bbc hoi cac dung dich t6i
khd, ghi phd méi ciia cic cin thu dugc.

Tap chit lién quan

Phuong phap sic ky léng (Phu luc 5.3).

Pha dong A: Dung dich tetrabutylamoni hydrosulfat 1,7 %.
Pha dong B: Acetonitril (TT).

Dung dich thir: Hoa tan 0,10 g ché pham trong methanol
(TT) va pha lodng thanh 10,0 ml véi cing dung méi.
Dung dich déi chiéu (1): Hoa tan 10,0 mg loperamid
hydroclorid chuin dé kiém tra tinh phu hop ctia hé théng
trong methanol (TT) va pha lodng thanh 1,0 ml vé1 cung
dung moi.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 20,0 ml bing methanol (TT). Pha loang 1,0 ml dung
dich thu dugc thanh 25,0 ml bang methanol (TT).

Diéu kién sdc ky:

Cot kich thudc (10 cm x 4,6 mm) duoc nhodi pha tinh base-
deactivated octadecylsilyl silica gel diing cho sdc ky (3 pm).
Nhiét d¢ cft: 35 °C.

Detector quang ph tir ngoai dat & buée song 220 nm.
Téc dp dong: 1,5 ml/min.

Thé tich tiém: 10 pl.
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Cdch tién hanh:
Tién hanh sic ky theo chuong trinh dung moi nhu sau:

| Thoigian Pha déng A Pha djng B
| (min) (% tt/tt) (% tt/tt)

\ 0-15 90 — 30 10— 70
L 15-17 30 70

Klem tra tinh phi hop cta hé théng: Tren sic ky db cua
dung dich dbi chiéu (1):

Ty sb dinh - hém (HP/HV) it nhat 1a 1,5; trong d6 H, la
chiéu cao dinh pic tap chit G so voi dlrérng nén va H la
chiéu cao cha day hdm phén tach pic tap chét G va pic tap
chit H so véi dudng nén.

Ty s6 dinh - hém (Hp/HV) it nhit 1a 1,5; trong do H, 1a
chiéu cao dinh pic tap chit E so véi duong nén va H la
chiéu cao ciia ¢4y hom phan tich pic tap chét E va pic tap
chét A so v6i dudng nén.

Séc ky 5 thu duoc phai phu hop véi sic ky d6 cung cip
kém theo loperamid hydroclorid chuin d kiém tra tinh
phu hop cta hé théng.

Gidi han:

Pé tinh ham lrgng nhan dién tich pic cua tap chét A véi
1,3; tap chét D véi 1,7.

Tap chit A, B, C, D, E, F, G, H: V6i mi tap chét, dién tich
pic da hiéu chinh, néu can, khong duoc 16n hon dién tich
pic chinh trén séc ky do cua dung dich ddi chiéu (2) (0,2 %).
Tap don khac: V&i méi tap chét, dién tich pic khéng dugc
16m hon 0,5 14n dién tich pic chinh trén sic ky d6 ctia dung
dich di chiéu (2) (0,10 o).

Téng dién tich pic cua tat ca cac tap chat khong duoc lon
hon 1,5 14n dién tich pic chinh trén sic ky db cia dung
dich déi chiéu (2) (0,3 %).

B6 qua nhimg pic c¢6 dién tich nhé hon hodc bang 0,25 lan
dién tich pic chinh trén sic ky d6 ctia dung dich di chiéu
(2) (0,05 %).

Ghi chu:

Tap chat A: 4-[4-(4’-clorobiphenyl-4-yl)-4-hydroxypiperidin-1-
yl]-MN—Eiimethyl-2,2-diphenylbutanamid.

Tap chat B: 4-(4-clorophenyl)-1,1-bis[4-(dimethylamino)-4-
oxo0-3,3-diphenylbutyl]-4-hydroxypiperidinium.

Tap Chi:'it C: 4-(4-clorophenyl)piperidin-4-ol.

Tap chat D: 4-(4-hydroxy-4-phenylpiperidin-1-yl)-N, N-dimethyl-
2,2-diphenylbutanamid.

Tap chét E: 4-(4-clorophenyl)- 1-[4-[4-(4-clorophenyl)-4-hydroxy-
piperidin-1-y1]-2,2-diphenylbutanoyl]piperidin-4-ol.

Tap chét F: 4-[rrans-4-(4-clorophenyl)-4-hydroxy- 1-oxidopiperidin
-1-yl]-N,N-dimethyl-2,2-diphenylbutanamid (loperamid oxid).

Tap chat G: 4-[cis-4-(4-clorophenyl)-4-hydroxy-1-oxidopiperidin
-1-yl]-N, N-dimethyl-2,2-diphenylbutanamid.

Tap chét H: 4-[4-(4-clorophenyl)-3,6-dihydropyridin-1(2H)-yl]-
N,N-dimethyl-2,2-diphenylbutanamid.

Mt khéi lwgng do 1am khd
Khéng dugc qua 0,5 % (Phy luc 9.6).
(1,000 g; 105 °C; 4 h).
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Tro sulfat
Khéng dugc ql'.lé 0,1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lugng

Hoéa tan 0,400 g ché phim trong 50 ml ethanol 96 % (TT),
thém 5,0 ml dung dich acid hydrocloric 0,01 N (CD).
Chuén d¢ bang dung dich natri hydroxyd 0,1 N (CP). Xéc
dinh diém két thiic bing phuong phap chuin do do dién
thé (Phu luc 10.2). Doc thé tich dung dich natri hydroxyd
0,1 N (CP) thém vao giira hai diém uén.

| ml dung dich natri hydroxyd 0,1 N (CD) tuong duong
véi 51 ,35 mg ngHMClzNzog.

Bio quan
Tranh dnh sing.

Logi thude
Chong ia chay.

Ché phim
Thudc nang, vién nén.

NANG LOPERAMID

La nang cimg chira loperamid hydroclorid.
Che pham phai dép tng cac yéu cau trong chuyén luan
“Thudc nang” (Phy luc 1.13) va cic yéu ciu sau day:

Ham lwgng loperamid hydroclorid, C;H33CIN,0,.HCI,
tir 90,0 % dén 110,0 % so vai luong ghi trén nhan.

Pinh tinh

A. Trong phim Dinh lwong, thdi gian luu cua pic chinh trén
sic ky db ciia dung dich thir phai twong img vGi thoi gian
luu cia pic chinh loperamid hydroclorid trén sic ky d cua
dung dich chuén,

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

Badn mong: Silica gel GF,s,.

Dung méi khai trién: Cloroform - methanol - acid formic
(85:10:5).

Dung dich thir: Lic mt luong bdt thude c6 chira khoang
10 mg loperamid hydroclorid véi 10 ml methanol (TT)
trong 5 min va lgc.

Dung dich déi chiéu: Chira loperamid hydroclorid chuin
véi ndng d6 khoang 10 mg/ml pha trong methanol (TT).
Cdch tién hanh: Chim 10 pl dung dich thir va 1 pl dung
dich d6i chiéu 1én ban méng. Sau khi trién khai séc ky, dé
khé ban méng ngoai khéng khi, sau d6 cho vao binh hoi
iod dén khi hién vét va quan sat. Vét chinh trén sic ky do
cta dung dich thir phai c6 cling vi tri vai vét trén sic ky do
cta dung dich déi chiéu.

D¢ hoa tan (Phu luc 11.4)
Thiét bi: Kiéu gio quay.
Méi truong hoa tan: 500 ml dung dich dém acetat pH 4,7.

NANG LOPERAMID

Céch pha dung dich dém acetat pH 4,7: Thém 200 ml dung
dich acid acetic 1 M (TT) vao 600 ml nwéc, diéu chinh dén
pH 4,70 + 0,05 bing dung djch natri hydroxyd 1 M (TT),
pha loang t&i 1000 ml bang rnurdc.

Toc dp quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh: Xac dinh bing phwong phap séc ky long
(Phu luc 5.3).

Pha dong, diéu kién sic ky va cach tién hanh thuc hién
theo chi din trong phan Dinh lrgng.

Dung djch thi: Sau thoi gian hoa tan quy dinh, ldy mot
phan dich hoa tan, loc, bd 20 ml dich loc dau.

Dung djch chudn: Dung dich loperamid hydroclorid chuin
¢6 nong d§ twong duong dung dich thi, pha trong méi
trudng hoa tan.

Yéu cau: Khong it hon 80 % (Q) lugng loperamid
hydroclorid, CoH33;CIN,O,.HCI, so v6i lwgng ghi trén nhin
dugc hoa tan trong 30 min.

D¢ dong déu ham lugng

Phai dap g yéu cu vé phép thir Do dong déu ham luong
(Phu lyc 11.2).

Phuong phép sic ky long (Phy lyc 5.3).

Pha dfng, dung dich chuin va diéu kién sic ky theo chi
dan trong phin Djnh lugng.

Dung dich thir. Cho lugng thudc trong 1 nang vao binh
dinh mirc 10 ml, thém 3,5 ml dung dich acid hydrocloric
0,5 M (TT), lic siéu 4m 15 min. Thém 3,5 ml acetonitril
(TT) rbi l4c siéu 4m thém 15 min nira. Sau d6 thém hdn
hop ddng thé tich acetonitril (TT) va dung dich acid
hydrocloric 0,5 M (TT) dén dinh mirc, tron déu va loc. Léy
chinh xéac 5,0 ml dich loc, pha lodng bﬁng hdn hop déng
thé tich acetonitril (TT) va nurée t6i thé tich 100,0 ml, tron
déu va loc.

Pinh luwgng

Phuong phap sc ky long (Phy luc 5. 3).

Pha dpng Lay 500 ml acetonitril (TT) pha lodng thanh
1000 ml bang nuéc, thém 20 giot acid phosphoric (TT), lic
déu. Piéu chinh néu cén.

Dung dich thir: Can 20 nang, tinh khéi lugng trung binh
cuia bot thube trong nang, nghién thanh bdt min. Cén chinh
x4c mot lrgng bdt ché pham twong tmg véi khodng 20 mg
loperamid hydroclorid vao binh dinh m&c 100 ml, thém
35 ml dung dich acid hydrocloric 0,5 M (TT), lic siéu 4m
15 min. Thém 35 ml acetonitril (TT) va lic siéu 4m thém
15 min nira. Sau d6 pha loding bing hdn hop ddng thé tich
acetonitril va dung dich acid hydrocloric 0,5 M (TT) dén
dinh mirc. Tron déu va loc. Lay chinh x4c 5,0 ml dich loc
pha lodng bang hdn hop dong thé tich acetonitril (TT) va
nueée thanh 100,0 ml, tron déu.

Dung djch chudn: Cin chinh xé4c khoang 50 mg loperamid
hydroclorid chuén, hoa tan trong hdn hop ddng thé tich
acetonitril (TT) va dung djch acid hydrocloric 0,5 M (TT)
vira di 250 ml. Pha lodng 5,0 ml dung dich nay thanh

695




