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Kiém tra tinh phu hop cua hé théng: Trén sic ky do cua
dung dich doi chiéu (3), 46 phan g|a1 giira pic cua tap chat J
va pic ciia ranitidin it nhat Ia 1,5. Sic ky d6 cua mu tring
khéng duge c6 bat ky pic nao c6 cling thdi gian véi pic cia
tap chit A trén sic ky d6 cua dung dich ddi chiéu (1).

Gioi han:

Dé tinh ham lugng, nhan dién tich pic cua tap chit J véi hé
s6 hiéu chinh 1a 2.

Tap chat A: Dién tich pic tap chit A khong dugc 16m hon
0,5 lan dién tich pic chinh thu dugc trén sic ky d6 cua
dung djch déi chiéu (2) (0,5 %).

Tap chit B, C, D, E, F, G, H, I, J: Vi mi tap chat, dién
tich pic da hiéu chinh, néu cén, khéng dugc 16n hon 0,2 lan
dién tich pic chinh thu dugc trén sic ky do cua dung dich
dbi chiéu (2) (0,2 %).

Tap don khac: Véi méi tap chit, dién tich pic khong dugc
16n hon 0,1 lan dién tich pic chinh trén sic ky d6 cua dung
dich déi chiéu (2) (0,10 %).

Tong dién tich pic cia tit ca cac tap chat trir tap chét A
khong dugc 16m hon 0,5 lan dién tich pic chinh thu dugc
trén sac ky d6 cua dung dich déi chiéu (2) (0,5 %).

B6 qua nhimg pic c6 dién tich nhé hon hoac bing 0,05 lan
dién tich pic chinh thu dugc trén sic ky dd cua dung dich
dbi chiéu (2) (0,05 %).

Ghi chu:

Tap chat A: N,N-bis[2-[[[5-[(dimethylamino)methyl]furan-2-
yl]methyljsulfanyl]ethyl]-2- nitroethen-1,1-diamin.

Tap chat B: 2-[[[5-[(dimethylamino)methyl]furan-2- ylJmethy]]
sulfanyl]ethanamin.

Tap chit C: N-[2-[[[5-[(dimethylamino)methyl]furan-2-yl]
methyl] sulfinyl]ethyl]-N’-methyl-2- nitroethen-1,1-diamin.
Tap chit D: N-[2-[[[5-[(dimethylamino)methyl]furan-2-yl]
methyl]sulfanyl]ethyl]-2-nitroacetamid.

Tap chat E: N-[2-[[[5-[(dimethyloxidoamino)methyl]furan-2-
yl] methyl]sulfanyl]ethyl]-N’-methyl-2-nitroethen-1,1-diamin.
Tap chat F: [5-[(dimethylamino)methyl]furan-2-ylJmethanol.
Tap chat G: 3-(methylamino)-5,6-dihydro-2H- 1 4-thiazin-2-on-
oxim.

Tap chét H: N-methyl-2-nitroacetamid.

Tap chat I: 2,2’-methylenbis[N-[2-[[[5-[(dimethylamino)methy]]
furan-2-ylJmethyl]sulfanyl]ethyl]-N"-methyl-2-nitroethen-1,1-
diamin].

Tap chitJ: 1,1 *-N-[methylenbis(sulfandiylethylen)]bis(N'-methyl-
2-nitroethen-1,1-diamin).

Tap chat K: N-methyl-1-methylthio-2-nitroethenamin.

Kim loai néing

Khong dugc qua 20 phan triéu (Phu lyc 9.4.8).

Lay 1,0 g ché phdm dé thir theo phuong phép 3. Dung
2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé chuén bj
mau ddi chiéu.

Miit khdi lwrgng do 1am khé
Khéng dugc qua 0,75 % (Phu luc 9.6).
(1,000 g; 60 °C; trong chéan khong).

VIEN NEN RANITIDIN

Tro sulfat
Khéng duoc qua 0,1 % (Phy lyc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh lugng

Hoa tan 0,280 g ché pham trong 35 ml nwdc. Chudn d¢ bang
dung dich natri hydroxyd 0,1 N (CP). Xac dinh diém két
thuc bing phuong phap chuan d¢ do dién thé (Phy luc 10.2).
1 ml dung dich natri hydroxyd 0,1 N (CD) twong duong
voi 35,09 mg C|3H2]C1N4O]S.

Bdo quan
Trong bao bi kin, tranh anh sang.

Loai thubc ‘
Khang thy the H,-histamin; diéu tri loét da day.

Ché phim
Vién nén.

VIEN NEN RANITIDIN

La vién nén bao phim chira ranitidin hydroclond
Ché pham phai dap img cic yéu cau trong chuyén luén
“Thudc vién nén’ " (Phu luc 1.20) va cac yéu cau sau day:

Ham lwong ranitidin, C3H,,N,0,S, tir 95,0 % dén 105,0 %
so v@i lugng ghi trén nhin.

Pinh tinh

A. Trong phén Tap chét lién quan, vét chinh trén sic ky dd
cua dung dich thu (2) phai tuong ng V& vi tri, mau sic va
kich thudc véi vét chinh trén sic ky d6 cua dung dich déi
chiéu (1).

B. Trong phan Pinh lugng, thai gian luu cia pic chinh trén
sac ky do cua dung dich thir phai tuong mg véi thoi gian
Iru ctia pic ranitidin hydroclorid trén sic ky d6 cua dung
dich chuén.

C. Lic mdt lugng bt vién tuong (mg v&i khoang 0,1 g
ranitidin v&i 2 ml nwegce va lgc. Dich loc phai cho phan img
(A) cia clorid (Phu lyc 8.1).

Tap chit lién quan

Phuong phap sic ky 16p mong (Phu lyc 5.4)

Ban mong: Silica gel GF)s,.

Dung méi trién khai: Nuéc - amoniac 18 M - 2-propanol -
ethyl acetat (1 : 5 :15: 25).

Dung dich thir (1): Lic mét lugng bot vién twong ng véi
0,40 g ranitidin véi 20 ml methanol (TT), loc (gidy loc
Whatman s6 1 1a thich hop).

Dung dich thir (2): Pha loing 1,0 ml dung dich thr (1)
thanh 10 ml bang methanol (TT).

Dung dich déi chiéu (1): Hoa tan ranitidin hydroclorid
chuén trong methanol (TT) dé thu dugc dung dich cé néng
d6 2,2 mg/ml.
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Dung dich déi chiéu (2): Pha loang 5,0 ml dung dich dbi
chiéu (1) thanh 100,0 ml bing methanol (TT), dung dich
6 néng d0 ranitidin hydroclorid 110 pg/ml.

Dung djch déi chiéu (3); Pha loang 3,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing methanol (TT), dung dich
c6 ndng 46 ranitidin hydroclorid 66 pg/ml.

Dung dich déi chiéu (4): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing methanol (TT), dung dich
c6 ndng d6 ranitidin hydroclorid 22 pg/ml.

Dung dich déi chiéu (5): Pha loang 1,0 ml dung dich d6i
chiéu (1) thanh 200,0 ml béng methanol (TT), dung dich
co néng d6 ranitidin hydroclorid 11 pg/ml.

Dung dich doi chiéu (6): Hoa tan tap chit B chuin cua
ranitidin trong dung dich thir (1) dé thu dugc dung dich c6
néng d6 1,0 mg/ml.

Cadch tién hanh:

Chém riéng biét 1én ban mong 10 pl mdi dung dich thir va
dung dich d6i chiéu. Trién khai sic ky dén khi dung moi
di dugc it nhat khoang 15 cm, liy ban mong ra dé kho
ngoai khéng khi, d3t bin méng vio binh chira hoi iod dén
khi xuit hién cac vét. Kiém tra ban mong, va so sanh dd
dam cia bét ky vét phu nao quan sat duge trén sic ky dd
cua dung dich thir véi cac vét chinh trén sic ky db cua cac
dung dich déi chiéu. Phép thir chi c6 gid tri khi trén sic ky
do cua dung dich d6i chiéu (6) vét chinh cua ranitidin va
vét ciia tap chét B tach ra rd rang va dung dich d6i chiéu
(5) cho vét c6 thé quan sat dugc.

Gidi han:

Bit ky vét phu nao trén séc ky dd cua dung dich thur (1)
khéng dugc ddm mau hon vét trén sic ky do cua dung dich
dbi chleu (2) (0,5 %), khong c6 qua 1 vét phu ddm mau
hon vét chinh trén sic ky d6 cia dung dich déi chiéu (3)
(0,3 %) va tdng d6 dam cia cac vét phu trén sic ky db cua
dung dich thir khéng dugce 16m hon 2,0 %.

Ghi chu:

Tap chat B: 2-[[[5-[(dimethylamino)methyl]furan-2- yl]methyl]
sulfanyl]ethanamin.

Tap chit C: N-[2-[[[5-[(dimethylamino)methyl}furan-2-yl]
methyl]sulfinyl]ethyl]-N -methyl-2-nitroethen-1,1-diamin.

P hoa tan (Phy luc 11.4)

Thiét bi: Kiéu canh khudy.

Mobi truong hoa tan: 900 ml nudc.

Téc d: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich chudn: Hoa tan mdt lugng ranitidin hydroclorid
chuin trong nwdc dé thu dugc dung dich c6 ndng do
ranitidin 0,0010 %.

Dung dich thir: Sau thoi gian hoa tan quy dinh, 1y mét
phén dich hoa tan lgc, pha loing dich loc dén ndng do6
thich hgp véi nwore.

bo 4% hép thy (Phu luc 4.1) cua cac dung djch & budce
séng 314 nm véi mau tring 1a mede. Tinh lugng ranitidin,
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C13H2,N,0;S, d3 hoa tan trong mdi vién dya vao do hip
thy do dugc cua dung dich chuén, dung dich thir va ham
lugng C,3;H,,N,05S trong ranitidin hydroclorid chuén.
Yéu cdu: Khong dugc it hon 80 % (Q) lugng ranitidin,
C3H,N,405S, so v6i lugng ghi trén nhan dugc hoa tan
trong 45 min.

Dinh luwgng

Phuong phap sic ky long (Phu luc 5.3).

Pha dong: Dung dich amoni acetat 0,1 M - methanol
(15 : 85).

Dung dich chudn: Dung dich ranitidin hydroclorid chuin
0,0112 % trong pha dong.

Dung dijch thir: Cho 10 vién vao binh dinh muc 500 ml,
thém 400 ml pha dong lic cho cdc vién rd hoan toan
(khoang 15 min), thém pha dfng dén dinh mirc, lic déu,
loc (gidy loc Whatman GF/C 1 thich hgp). Pha loang dich
loc bang pha dong dé dugc dung dich c6 ndng do 0,01 %
ranitidin.

Dung dich phan giai: Dung dich chira 0,0112 % ranitidin
hydroclorid chuén va 0,0002 % tap chat C chuén trong
pha dong.

Diéu kién sdc ky:

Cét kich thuée (25 cm x 4,6 mm) dugc nhdi pha tinh C
(10 pm).

Detector quang phd tir ngoai dit & budc séng 322 nm.
Tdc d6 dong: 2 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phd hgp cua hé thdng: Trén sic ky db cua
dung dich chuén, d9 léch chudn tuong dbi ciia dién tich pic
ranitidin hydroclorid thu dugc tir 6 lan tiém 13p lai khong
16m hon 2 %. Trén sic ky db cua dung dich phén giai, pic
ranitidin phai tich r so véi pic cla tap chét C.

Tién hanh sic ky 1in lugt dung dich chuén va dung dich
thir.

Tinh ham lugng ranitidin, C,;szN,;O;S c6 trong vién dua
vdo dién tich pic thu dugc trén sic ky dd cua dung dich
thir, dung dich chuin va ham lugng C,;3H,,N,0,S trong
ranitidin hydroclorid chuén.

Hé sb chuyén déi tir ranitidin hydroclorid (C;H,,N,O;S.
HC]) sang ranitidin (C;;H,,N,0,S) 12 0,8961.

Béo quin
Trong d6 dung kin, dé noi khd mat, tranh anh séng.

Loai thudc ]
Doi khang thu the histamin H,.

Ham lugng thuong dung
150 mg, 300 mg.



