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VIEN NEN AMLODIPIN

ky dd cua dung djch déi chiéu (4) dé x4c dinh pic cia tap
chét A.

Thoi gian luu twong dbi so véi amlodipin (thoi gian luu
khoang 20 min): Tap chit G khoing 0,21; tap chit B
khoang 0,25; tap chét D khoing 0,5; tap chét F khoang
0,8; tap chit E khoang 1,3.

Kiém tra tinh phu hop cua hé théng: Trén sic ky db cua
dung dich d6i chiéu (2), do phén giai gilta pic ciia tap chit
G véi pic cia tap chét B it nhat 1a 2,0.

Gidi han:

Pé tinh ham luong, nhén dién tich pic cia céc tap cht sau
v6i hé sb hiéu chinh twong tmg: Tap chit D 14 1,7; tap chét
Flao0,7.

Tap chét D: Dién tich pic tap chit D di hiéu chinh khong
dugc 16n hon 3 14n dién tich pic chinh thu dugc trén séic ky
6 cuia dung dich déi chiéu (1) (0,3 %).

Tap chét A: Dién tich pic tap chit A khong dugc 16m hon
1,5 14n dién tich pic trong tmg thu dwoc trén sic ky db cia
dung dich déi chiéu (4) (0,15 %).

Tap chat E, F: Véi mdi tap chét, dién tich pic di hiéu
chinh, néu cén, khéng dugc 16n hon 1,5 lan dién tich pic
chinh thu dugc trén sic ky db cta dung dich déi chiéu (1)
(0,15 %).

Tap don khac: Dién tich pic cia mal tap chit khong duoc
16m hon dién tich pic chinh trén sic ky @b cua dung dich
dox chiéu (1) (0,10 %).

T6 ong céc tap chat: Khong dugc qua 0,8 %.

B0 qua nhimg pic c6 dién tich nh6 hon hozc bang 0,5 lin
@én tich pic chinh trén sic ky dd cua dung dich ddi chidu
(1) (0,05 %); bé qua pic cua benzen sulfonat (thdi gian Iuu
twong ddi so véi amlodipin khoang 0,14).

Ghi chu:

Tap chit A: 3-ethyl S-methyl (4RS)-4-(2-clorophenyl)-2-[[2-
(1,3-dioxo-1,3-dihydro-2H-isoindol-2-yl)ethoxy]methyl]-6-
methyl-1,4-dihydropyridin-3,5-dicarboxylat.

Tap chat B: 3-ethyl 5-methyl (4RS)-4-(2-clorophenyl)-6-methyl-
2-[[2-[[2-(methylcarbamoyl)benzoyl]Jamino]ethoxy]

methyl] -1,4-dihydropyridin-3,5-dicarboxylat.

Tap chét D: 3-ethyl 5-methyl 2-[(2-aminoethoxy)methyl]-4-(2-
clorophenyl)-6-methylpyridin-3,5-dicarboxylat.

Tap chit E: Dimethyl (4RS)-2-[(2-aminoethoxy)methyl]-4-(2-
clorophenyl)-6-methyl-1,4-dihydropyridin-3,5-dicarboxylat.
Tap chit F: Dimethyl (4RS)-2-[(2-aminoethoxy)methyl]-4-(2-
clorophenyl)-6-methyl-1,4-dihydropyridin-3,5-dicarboxylat.
Tap chit G: Dimethyl 4-(2-clorophenyl)-2,6-dimethyl-1,4-
dihydropyridin-3,5-dicarboxylat.

Tap chat H: Acid 2-[[2-[[(4RS)-4-(2-clorophenyl)-3-(ethoxy-
carbonyl) -5-(methoxycarbonyl)-6-methyl-1,4-dihydropyridin-
2-yl]methoxy]ethyl]carbamoyl]benzoic.

Nuéc
Khoéng dugc qua 0,5 % (Phu luc 10.3).
Dung 1,000 g ché pham.

Tro sulfat
Khéng dugc qua 0,2 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.
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Pinh lugng

Phuong phap sic ky long (Phu luc 5.3). Piéu kién sic ky
nhu mb ta trong phan Tap chét lién quan.

Tién hanh sic ky véi dung dich thir (2), dung dich déi
chiéu (5). ’

Tinh ham Iwong ctia CpgH;;CIN,O5S trong ché phim dua
vao dién tich pic thu duoc trén sic ky d6 ctia dung dich thir
(2), dung dich déi chiéu (5) va ham lugng dugc cong bd
ctia CygH3,CIN,O4S trong amlodipin besilat chuén.

Béo quin
Trong bao bi kin, tranh 4nh sang.

Loai thubc
Thuoc chen kénh calci.

Ché phim
Nang, vién nén.

VIEN NEN AMLODIPIN

La vién nén chira amlodipin besilat.
Ché pham phai dap Umg cic yéu ciu trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va cic yéu céu sau day:

Ham lwong amlodipin, C,oH,sCIN,Os, tir 90,0 % dén
110,0 % so voi lwgng ghi trén nhan.

Pinh tinh

A. Phuong phap sic ky 16p mong (Phu luc 5.4)

Ban mong: Silica gel GF,s,.

Dung méi khai trién: Lic hdn hop acid acetic bing - nudc -
methyl isobutyl keton (25 : 25 : 50), dé tach 16p, 1iy 16p trén.
Dung djch thir: Lac mot hrong bot vién twong \mg véi
10 mg amlodipin véi 2 ml methanol (TT), ly tam ldy dich
trong.

Dung dich déi chiéu: Hoa tan amlodipin besilat chuin
trong methanol (TT) d¢ dwoc dung dich c6 chira 5 mg
amlodipin trong 1 ml.

Cdch tién hanh: Chdm riéng biét 1én ban mong 5 pl mdi
dung dich trén. Trién khai sic ky téi khi dung méi di dugc
khoang 15 cm, liy ban méng ra, dé bay hoi dung méi.
Quan sat duéi dén tir ngoai & buwrde séng 365 nm.

Vét chinh trén séc ky @5 ciia dung dich thir phai twong tmg
v& vi trf, mau sfc, kich thuéc véi vét chinh trén sic ky do
cta dung dich déi chiéu.

B. Trong muc Pinh lugng, théi gian luu cia pic chinh trén
sic ky d6 thu dugc ciia dung dich thir phai twong (mg voi
thoi gian luu cta pic chinh trén sic ky dd thu duge cua
dung dich chuan.

P hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Mbi truong hoa tan: 900 ml dung dich acid hydrocloric
0,01 M (TT).
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Téc dp quay: 75 r/min.

Thai gian: 45 min.

Cdch tién hanh:

Dung dich chudn: Dung dich amlodipin besilat chuén
trong moi trudng hda tan c6 néng dd twong \mg véi ndng
d¢ amlodipin besilat trong dung dijch thur.

Dung dich thir: Ly mét phin méi tredng sau khi hda tan
va loc, loai bé dich loc dau.

Po d6 hip thu cua cac dung dich & buéc séng 239 nm
(Phu luc 4.1) trong céc do day 1 cm, ding dung dich
acid hydrocloric 0,01 M (TT) 1am mAu tring. Tinh lugng
amlodipin, C,oH,sCIN,Os, d4 hoa tan trong mdi vién dya
vao do hép thu do duoc cua dung dich chuén, dung dich thir
va ham lugng C,,H,sCIN,Os trong amlodipin besilat chuan.
Yéu cau: Khéng it hon 70 % (Q) Irgng amlodipin,
C,H,5CIN,Os, so v4i lugng ghi trén nhdn duge hoa tan
trong 45 min.

Tap chit lién quan

Phuong phap sic ly 16ng (Phu lyc 5.3).

Pha déng va Diéu kién sic ky nhu mé ta & muc Dinh lugng.
Dung dich thir. Cn 20 vién va nghién thanh bdt min.
Cén chinh xac mét lugng bt vién twong ung voi khodng
50 mg amlodipin, hoa tan trong pha ddng va pha loang thanh
50,0 ml véi pha dong. Ly tam ldy dich trong.

Dung dich déi chiéu: Pha loang 5,0 ml dung dich thir thanh
100,0 ml véi pha dong va pha lodng 5,0 ml dung dich thu
duoc thanh 50,0 ml véi pha dong.

Dung dich phdn gidi: Hoa tan 5 mg amlodipin besilat
chuén trong 5 ml dung dich hydrogen peroxyd dim dgc (TT).
Pun néng & 70 °C trong 45 min.

Cdch tién hanh:

Théi gian hwu trong di gitra pic amlodipin va pic tap chat
D la khoang 0,5.

Tiém dung dich phéan giai, phép thir chi c¢6 gia tri khi 49
phén giai giita pic twong tmg v&i amlodipin va pic tap chit
D it nhét 12 4,5.

Tiém dung dich thir va dung dich d6i chiéu. Tién hanh
sic ky d6i voi dung dich thir trong khoang thdi gian gép
3 1an thoi gian luu cia amlodipin.

Gidi han: Trén sic ky db cha dung dich thir, hai 14n dién
tich clia pic twong tmg véi tap chat D khéng dugc Ién hon
dién tich cia pic chinh trén sic ky d5 cua dung dich déi
chiéu (0,5 %). Téng dién tich cuia tit ca céc pic tap khac
khéng dugc 1ém hon dién tich cia pic chinh trén trén sic
ky d6 cua dung dich dbi chiéu (0,5 %). Bo qua pic tuong
img vé&i benzen sulfonat (thdi gian luu tuong ddi khoang
0,2) va bat ky pic nao c6 dién tich nho hon hodc bing 0,1
l4n dién tich cia pic chinh trén sic ky db cua dung dich
ddi chiéu (0,05 %).

Pinh lugng

Phuong phip sic ky long (Phu lyc 5.3).

Pha dong: Dung dich dém triethylamin pH 3,0 - methanol
- acetonitril (50 : 35 : 15).

' AMODIAQUIN HYDROCLORID

Dung dich dém triethylamin pH 3,0: Hoa tan 7,0 ml
triethylamin (TT) trong 1000 ml nudéc, diéu chinh dén pH
3,0 £ 0,1 bing acid phosphoric (TT).

Dung dich chudn: Cén chinh xac khoang 70 mg amlodipin
besilat chuin hoa tan trong pha dong va pha lodng v6i pha
dong thanh 100,0 ml. Pha lodng 10,0 ml dung dich thu
dugc thanh 100,0 ml véi pha dong.

Dung djch thir: Can 20 vién, tinh khéi lugng trung binh
vién va nghién thinh bdt min. C4n chinh x4c mét luong
bdt vién twong mg véi khoang 50 mg amlodipin vao binh
dinh muc 100 ml, thém 70 ml pha dong, Jac siéu 4m 10 min,
dé ngudi, thém pha dong dén vach, loc. Pha lodng 10,0 ml
dich loc thanh 100,0 ml bing pha déng.

Diéu kién sdc ky:

Cot kich thuéc (15 cm x 3,9 mm) duge nhdi pha tinh C
(5 pm). 1

Detector quang phé tir ngoai dit & bude séng 237 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tiém riéng biét dung dich chuin va dung dich thr.

Tinh ham lugng amlodipin, C,0H,sCIN,Os, trong ché
phim dua vao dién tich cua pic amlodipin trén sic ky
dd thu duoc cia dung dich thir, dung dich chuin va ham
lwong C,H,sCIN,Os trong amlodipin besilat chuén.

Bio quin
Noi khd mat, trdnh 4nh sang.

Loai thudc
Chong ting huyét ap.

Ham lwgng thwong dung
5 mg; 10 mg.

AMODIAQUIN HYDROCLORID
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CyoHy;CIN;0.2HC1.2H,0

Amodiaquin hydroclorid 1a 4-[(7-cloro-4-quinolinyl)amino]-
2-[(diethylamino)-methyl]phenol dihydroclorid dihydrat ho#c
4-[(7-cloro-4-quinolyl)amino]-a-(diethylamino)-o-cresol
dihydroclorid dihydrat, phai chira tir 97,0 % dén 103,0 %
C,0H,,CIN;0.2HCI, tinh theo ché phdm khan.

P.t.l: 464,8

Tinh chét

Bot két tinh mau vang, khéng mui, vi hoi dc"mg. Tan trong
nuéc, hoi tan trong ethanol 96 %, rat kho tan trong benzen,
cloroform va ether.
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