https://nhathuocngocanh.com/

VIEN NEN LOSARTAN KALI

Sur dn,mg sic ky db cung cip kém theo losartan chuan dung
dé kiém tra tinh phu hop cua hé thong va sic ky dd cia
dung dich d6i chiéu (2) dé dinh tinh c4c pic cia cic tap
chét G, J, K, L va M. Sir dung sic ky db cua dung dich dbi
chiéu (3) dé dinh tinh pic cta tap chit D.

Thoi gian luu tuong dbi so v6i losartan (thdi gian luu
khoang 14 min): Tap chat D khoang 0,9; tap chat J khoéng
1,4; tap chit K khoang 1,5; tap chit L khoang 1,6; tap chét
M khoang 1,75; tap chét G khoang 1,8.

Tinh phu hop cua h¢ théng: Trén sic ky dd cia dung dich
ddi chiéu (2): Ty s6 dinh - hom (Hy/H,) it nhat 12 2,0; trong
do,H, la chiéu cao cua dinh pic tap chit M va H, 1a chidu
cao cua ddy hom tach hai pic tap chit M va tap chit G.
Giéi han: Trén sic ky do clia dung dich thir:

Tap chit D: Dién tich pic tap chat D khong dugc 16n hon
dién tich cua pic twong Ung trén séc ky b cua dung dich
dbi chiéu (3) (0,15 %).

Tap chét J, K, L va M: Véi mdi tap chét, dién tich pic
khoéng dugc I6n hon 1,5 14n dién tich ciia pic chinh trén sic
ky dd cua dung dich dbi chiéu (1) (0 15 %).

Tap don khéc: Dién tich pic cia méi tap chit khong dugc
16m hon dién tich cua pic chinh trén sic ky dd cia dung
dich dbi chiéu (1) (0,10 %).

Tong dién tich pic cia tit ca cac tap chat khong dugc 16n
hon 3 14n dién tich cua pic chinh trén sic ky d6 cua dung
dich déi chiéu (1) (0,3 %).

B0 qua cac pic c6 dién tich nho hon hodc b?mg 0,5 l4n dién
tich cua pic chinh trén sic ky dd ciia dung dich déi chiéu
(1) (0,05 %).

Ghi chu:

1ap chét D: 2-butyl-4-cloro-1H-imidazol-5-carbaldehyd.

Tap chit G: Triphenylmethanol.

Iap chét J: [2-butyl-4-cloro-1-[[2’-(1 H-tetrazol-5-yl)biphenyl-
4-yl)methyl]- 1 H-imidazol-5-ylJmethyl acetat.

T'ap chét K: 2-butyl-4-cloro-1-[[2’-(1 H-tetrazol-5-yl)biphenyl-
4-yl]methyl]-1H-imidazol-5-carbaldehyd.

Tap chit L: [2-butyl-1-[[2’-[1-[[2-butyl-4-cloro-1-[[2°-(1H-
tetrazol-5-yl)biphenyl-4-ylJmethyl]-1H-imidazol-5-ylJmethyl]
-1H-tetrazol-5-yl]biphenyl-4-ylJmethyl]-4-cloro-1H-imidazol-
5-yl]methanol.

Tap chit M: [2-butyl-1-[[2’-[2-[[2-butyl-4-cloro-1-[[2’-(LH-
tetrazol-5-yl)biphenyl-4-ylJmethyl]-1H-imidazol-5-ylJmethyl]
-2H-tetrazol-5-yl]biphenyl-4-yl]methyl]-4-cloro-1H-imidazol-
5-ylJmethanol.

Kim loai ning .

Khéng dugce qua 20 phan triéu (Phu luc 9.4.8).

Dung dich thir: Hoa tan 1,0 g ché pham trong 20 ml hén
hop ddng thé tich ctia mude va ethanol 96 % (TT).

Ong thir: 12 ml dung dich thir.

Ong mau: Léc déu 1,0 ml dung dich chi méu 10 phén triéu
Pb (TT) va&i 2,0 ml dung dich thir va 9 ml nuwde.

Ong rrc}ng Léc déu 2,0 ml dung dich thir va 10 ml nude.
Thém vao mdi éng 2 ml dung dich dém acetat pH 3,5 (TT).
Lic déu. Taa tao thanh. Pha lodng mdi dung dich thanh
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40 ml véi ethanol 96 % (TT). Tua tan hoan toan. Lic déu
va thém 1,2 ml dung dich thioacetamid (TT). Lac déu ngay.
Loc céc dung dich ndy qua mang loc (kich thuéc 15 loc
0,45 pm). So sanh vét trén mang loc cua cac dung dich.
Phép thir chi c6 gié tri khi vét cia éng miu c6 mau ndu
den khi so sanh véi vét clia 6ng trang. Vét mau nau den cia
ng thir khong duge ddm hon mau ciia dng miu.

Mt khoi lrgng do lam khb
Khéng duge qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Pinh lugmng

Hoa tan 0,200 g ché phdm trong 75 ml acid acetic khan
(TT) va siéu 4m trong 10 min. Chuén d6 bing dung dich
acid percloric 0,1 N (CP). Xac dinh diém tuong duong
bing phuong phap chuén 8 do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) twong duong voi
23,05 mg szszC[KNGO.

Bédo qudn
Trong bao bi kin.

Loai thudc
D6i khéng thu thé angiotensin II (AT)), diéu tri ting huyét ap.

Ché phim
Vién nén.

VIEN NEN LOSARTAN KALI

La vién nén chira losartan kali.
Ché pham phai dap mg céc yéu cau trong chuyén luan
“Thudc vién nén’ > (Phu luc 1.20) va cac yéu cau sau day:

Ham lugng losartan kali, C,,H,,CIKNO, tir 95,0 % dén
105,0 % so vdi lugong ghi trén nhan.

Pinh tinh

Trong phin Pinh luong, thoi gian lvu cua pic chinh trén
sic ky dd cua dung dich thir phai twong img véi thi gian
Iuwu cla pic losartan trén sic ky d6 cuia dung dich chudn.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dgng A, pha dgng B, chueong trinh dung méi, diéu kién
sde ky, dung dich thie tinh phii hop ciia hé thong, dung dich
thir: nhu mb ta & phan Pinh luong,

Dung dich ddi chiéu: Pha loang 1,0 ml dung dich thir thanh
100,0 ml vé&i pha dong A.

Dung dich thir d nhay: Pha loang 1 ml dung dich dbi
chiéu véi pha dong A vira dia 10 ml.

Cdch tién hanh:

Tién hanh séc ky dung dich thir 46 nhay. Trén sic ky d thu
dugc, ty sb tin hiéu trén nhiéu (S/N) caa pic chinh trong
l4n tiém déu tién khong dugc nhod hon 10. Néu khéng dat,
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ty sb tin hiéu trén nhiéu (S/N) ciia pic chinh phai 16n hon
3 véi d6 léch chuin tuong ddi ciia dién tich pic tir 3 1An tiém
13p lai phai nho hon 25 %.

Tién hanh sic ky véi dung dich thir tinh phit hop cia hé
théng, ¢ phén giai gitta hai pic twong ung véi 1H-dimer
va 2H-dimer trén sic ky dd khong nho hon 2,0; hé sb dbi
xUing cua cdc pic tuong mg voi losartan, 1H-dimer va
2H-dimer khéng 1ém hon 2,0.

Tién hanh sic ky véi dung dich déi chiéu, s6 dia 1y thuyét
ciia cot khong nhé hon 3000; hé sé déi ximg cuia pic
losartan khéng 16n hon 2,0; d léch chuén twong dbi cia
dién tich pic tir 6 14n tiém 13p lai khéng 16n hon 5,0 %.
Tién hanh séc ky 14n Iugt véi dung dich dbi chiéu va dung
dich thur.

Yéu cdu: Trén sic ky d6 cua dung dich thir, pic trong (g
v&i 1H-dimer va 2H-dimer néu cé khéng dugc cé dién tich
I6n hon 0,5 14n dién tich pic chinh trén sic ky db cta dung
dich déi chiéu (0,5 %). Tdng dién tich cac pic tap chit, bao
gom ca pic 1H-dimer va 2H-dimer va céc tap chét chua
xac dinh khong duoc 16n hon dién tich pic chinh trén sic
ky d6 cua dung dich di chiéu (1,0 %). Bé qua céc pic c6
dién tich nho hon hodc bing 0,1 1dn dién tich pic chinh trén
sic ky db cua dung dich d6i chiéu (0,1 %).

Ghi chii:

1H-dimer: [2-butyl-1-[[2’-[1-[[2-butyl-4-cloro-1-[[2’-(1H-
tetrazol-5-yl)biphenyl-4-ylJmethyl]-1 H-imidazol-5-ylJmethyl]
- lH—tetrazol-S-yl]biph’enyl-4-yl]methyl]-4-clor0~ 1 H-imidazol-
5-yl]methanol (Tap chat L).

2H-dimer: [2-butyl-1-[[2’-[2-[[2-butyl-4-cloro-1-[[2’-(1H-
tetrazol-5-yl)biphenyl-4-yl]methyl]-1 H-imidazol-5-ylJmethyl]
-2H-tetrazol-5-yl]biphenyl-4-ylJmethyl]-4-cloro-1 H-imidazol-
5-yl]methanol (Tap chit M).

Do hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Mai trieomg hoa tan: 900 ml nuwde da dwoc dudi khi.

Téc dé quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thir: Sau thdi gian hoa tan quy dinh, liy mot
phén dich hoa tan va loc, loai bo dich loc ddu. Pha loing
dich loc (néu cén) véi nuée dé thu dugc dung dich ¢6 ndng
d6 losartan kali khoang 0,025 mg/ml.

Dung dich chudn: Dung dich losartan kali chudn trong
nudée ¢6 ndng d6 khoang 0,025 mg/ml.

Do d6 hép thu (Phu luc 4.1) cia cic dung dich thu duge &
budc song cuc dai khoang 256 nm, trong coc do day 1 cm,
ding nwée lam mau tring.

Tinh lugng losartan kali, C,;H,,CIKN4O, d4 hoa tan trong
mdi vién dya vao d6 hap thu do dugc cua dung dich chuén,
dung dich thir va ham lugng C,,H,,CIKN4O trong losartan
kali chuan.

Yéu cdu: Khong dugc it hon 75 % (Q) luong losartan kali,
CxH»,CIKNGO, so v6i lugng ghi trén nhin duoc hoa tan
trong 30 min.

VIEN NEN LOSARTAN KALI

Pinh lwgng

Phuong phép sic ky 1ong (Phu luc 5.3).

Dung dich dém: Hoa tan 1,25 g kali dihydrophosphat (TT)
va 1,5 g dinatri hydrophosphat khan (TT) trong vira du
1000 ml nwrde. Dung dich thu duge ¢ pH khoang 7,0.
Pha dong A: Acetonitril - dung dich dém (15 : 85)

Pha dong B: Acetonitril.,

Dung dich thi tinh phit hop ctia hé thong: Hoa tan 12 mg
losartan kali chuén trong binh dinh mitrc 50 ml. Thém 5 ml
nudc va 5 ml dung dich acid hydrocloric 0,1 M (TT), lam
néng binh & nhiétdd 105 °C trong 1 h dén 2 h. D& ngudi dén
nhiét do phong. Thém tiép 5 ml dung djch natri hydroxyd
0,1 M (TT) va thém mwedre vira di thé tich. Diéu chinh pH cia
dung dich thu dugc dén 6,0 bing dung dich natri hydroxyd
0,1 M (TT) hodc dung dich acid hydrocloric 0,1 M (TT).
Dung dich thu dugc ¢6 chira 1H-dimer va 2H-dimer, dung
dich nay c6 thé hoi duc. Thém 3 ml acetonitril (TT) vao
7 ml dung dich trén, tron déu, thu dwgc dung dich trong,
ding d# thir tinh phit hop cuia hé thng.

Dung dich chudn: Dung dich c6 nbng d¢ losartan kali
chuén khoang 0,25 mg/ml trong pha dong A.

Dung djch thir géc: Chuyén 10 vién vao binh dinh mirc
500 ml, thém 250 ml pha déng A, lic siéu 4m khoang
15 min, thinh thoang lic tay trong thoi gian siéu 4m. Tiép
tuc lic siéu 4m thém 10 min. D& ngudi dén nhiét dd phong,
thém pha dong A vira du thé tich, lac déu, loc.

Dung dich thir: Pha loang dung dich thir gbc véi pha dong
A dé thu dugc dung dich c6 ndng d6 losartan kali khoang
0,25 mg/ml.

Diéu kién sdc ky:

Cot kich thude (15 cm % 3,9 mm) dugce nhéi pha tinh B
(5 pm). i

Detector quang pho tir ngoai déat & budc séng 250 nm.

Tébc d6 dong: 1,0 mI/min.

Thé tich ti€ém: 10 pl.

Cdch tién hanh:
Tién hanh chay séc ky v&i chwong trinh dung méi nhur sau:
' Thdigian  PhadgngA  PhadongB
(min) (% t/tt)) (% tt/tt)
0 80 20
10 ; 40 60 |
11 80 20 .
R 80 20 |
Kiém tra tinh phu hqp cua he thong

Tién hanh sic ky véi dung dich thir tinh phi hgp cua hé
théng, d6 phan giai gifra hai pic twong tmg véi 1H-dimer
va 2H-dimer trén séc ky d6 khéng nhé hon 2,0; hé sé déi
xirng cua cac pic twong g vdi losartan, 1H-dimer va
2H-dimer khong 16n hon 2,0.

Tién hanh sic ky véi dung dich chuin, sb dia ly thuyét cua
cot khong nhé hon 3000; hé sb d6i ximg ca pic losartan
khong 16n hon 2,0; 46 1éch chudn twong déi cta dién tich
pic tir 6 1an tiém lap lai khong 16n hon 2,0 %.
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LOVASTATIN

Tién hanh sic ky 1dn lugt véi dung dich chudn va dung
dich thur.

Tinh ham lugng losartan kali, szHZZClKNﬁo trong mbi
vién dya vao dién tich pic thu dugc trén sac ky dd cua dung
dich thir, dung dich chuan va ham lugng C,,H,,CIKN,O
trong losartan kali chuén.

Bio qua’m
Pé noi mat, trong dd dung kin, tranh 4nh séng.

Loai thude
Pbi khang thu thé angiotensin IT (AT)), diéu tri ting huyét ap.

Ham lugng thwong dung
25 mg, 50 mg, 100mg.

LOVASTATIN

H CH,

C24H3605 Ptl: 404,5

Lovastatin 1a (15,3R,7S,8S,8aR)-8-[2-[(2R,4R)-4-hydroxy-
6-oxotetrahydro-2 H-pyran-2-yl]ethyl]-3,7-dimethyl-
1,2,3,7,8,8a-hexahydronaphthalen-1-yl(2S5)-2-methyl-
butanoat, phai chira tir 97,0 % dén 102,0 % C,4H;¢0s, tinh
theo ché phim da 1am kh.

Tinh chit

Bt két tinh mau tring hoic gin nhu tring.

Thuc té khong tan trong nudc, tan trong aceton, hoi tan
trong ethanol khan.

Pinh tinh

A. Phé hép thy hdng ngoai (Phu luc 4.2) ciia ché phdm phai
phu hop véi phé hép thu héng ngoai cia lovastatin chuén.
B. Ché phim phai dap g phép thir Goc quay cure riéng.

Géc quay cuc riéng

Tir +325° dén +340°, tinh theo ché phdm da lam khé (Phy
luc 6.4).

Hoa tan 0,125 g ché phim trong acetonitril (TT) va pha
lodng thanh 25,0 ml véi cung dung méi.

Tap chit E

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha déng: Acetonitril (TT)) - dung dich acid phosphoric
L1gd(13:7).
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Dung dich thir: Hoa tan 25,0 mg ché phim trong acetonitril
(TT;) va pha loang thanh 25,0 ml véi cing dung mdi.
Dung dich déi chiéu (1): Pha loang 5,0 ml dung dich thir
thanh 100,0 ml v6i acetonitril (TT;). Pha lodng tiép 5,0 ml
dung dich thu dugc thanh 50,0 ml véi acetonitril (TT)).
Dung dich doi chiéu (2): Hoa tan 4 mg lovastatin chuén
dung d& dinh tinh pic (chta tap chit A, B, C, D, E va F)
trong acetonitril (TT)) va pha lodng thanh 10,0 ml véi
cung dung mai.

Piéu kién sdc ky:

Cot kich thuée (25 cm x 4,6 mm) duge nhdi pha tinh B (5 pm).
Nhiét d cot 40 °C.

Detector quang phé tir ngoai tai budc séng 200 nm.

Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 10 plL

Cdch tién hanh:

Tién hanh séc ky véi thoi gian gip 3 14n thoi gian luu cia
pic lovastatin.

Sir dung séc ky db cung cip kém theo lovastatin chuin
dung d& dinh tinh pic va sic ky db thu duoc tir dung dich
dbi chiéu (2) dé xac dinh pic tap chit E.

Théi gian luu trong @6i so véi pic lovastatin (thdi gian huu
khoéng 5 min) ctia pic tap chét E khoang 1,3.

Kiém tra tinh phi hop cia hé thong sic ky: Trén séc ky
dd caa dung dich déi chiéu (2), 46 phan giai giira pic cua
lovastatin va pic ciia tap chét E it nhat phai bang 5,0.

Gioi han:

Pé tinh ham lugng, nhén dién tich pic cia tap chét E véi
hé sb hiéu chinh 13 1,6.

Dién tich pic ctia tap chit E khong duoc 16n hon dién tich
pic chinh trén sic ky d6 ciia dung dich ddi chiéu (1) (0,5 %).
Ghi chu:

Tap chit E: (15,3S,4aR,7S,85,8aS)-8-[2-[(2R,4R)-4-hydroxy-
6-oxo-tetrahydro-2 H-pyran-2-yl]ethyl]-3,7-dimethyl-1,2,3,4,4a,
7,8,8a-octahydronaphthalen-1-yl1(2S)-2-methylbutanoat
(4,4a-dihydrolovastatin).

Tap chit lién quan

Phuong phép sic ky 16ng (Phu luc 5.3).

Pha dong A: Dung dich acid phosphoric (TT) 0,1 % (tt/t1).
Pha dong B: Acetonitril.

Dung dich thir: Hoa tan 20,0 mg ché phim trong acefonitril
(TT) va pha loang thanh 50,0 ml véi cung dung méi.
Dung dich déi chiéu (1): Hoa tan 20,0 mg lovastatin chuin
trong acetonitril (TT) va pha loang thanh 50,0 ml vdi cling
dung moi.

Dung dich déi chiéu (2): Pha loang 5,0 ml dung dich thir
thanh 100,0 ml v&i acetonitril (TT). Pha loang 5,0 ml dung
dich thu dugc thanh 50,0 ml v6i aceronitril (TT).

Dung dich déi chiéu (3): Hoa tan 4 mg lovastatin chudn
ding @é dinh tinh pic (chira tap chit A, B,C,D,E vaF)
trong acetonitril (TT) va pha loang thanh 10,0 ml véi cing
dung moéi.

Diéu kién séc ky:



