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VIEN NEN VALSARTAN

VIEN NEN VALSARTAN

La vién _nén chira valsartan.
Ché phém phai dap img cic yéu ciu trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va céc yéu ciu sau day:

Ham lwgng valsartan, C,,H,NsOs, tir 95,0 % dén 105,0 %
so vai lugng ghi trén nhéan.

Dinh tinh

Trong phﬁn Dinh luong, thai gian luu cia pic chinh trén
sic ky dd cia dung dich thir phai trong (mg v6i thdi gian
lwu cua pic chinh trén sic ky d6 cia dung dich chuén.

Do hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Mai truong hoa tan: 1000 ml dung dich dém phosphat pH
6,8.

Dung djch dém phosphat pH 6,8: Hoa tan 6,805 g kali
dihydrophosphat (TT) va 0,896 g natri hydroxyd ( TT)
trong nwoc va pha loang thanh 1000 ml bing nude. Diéu
chinh dén pH 6,8 bang dung dich natri hydroxyd 0,2 M
(TT) hoic dung dich acid phosphoric 1 M (TT). Pubi khi.
Téc dé quay: 50 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, 1y mot
phan dich hoa tan va loc. Pha loang vdi méi truomg hoa
tan néu cin.

Dung dich chudn: Dung dich chira (L/1000) mg/ml
valsartan chuin trong dung dich dém pH 6,8 [L 12 ham
lugng valsartan (mg) trén nhan cua vién nén]. Pha loang
v6i moi trudng hoa tan néu cin dé duoc dung dich c6 ndng
d6 twong duong nong d¢ valsartan trong dung dich thir.
Po d6 hap thy (Phu luc 4.1) ciia dung dich chuén va dung
dich thir & bude s6ng 250 nm. Mau tring la dung dich dém
phosphat pH 6,8.

Tinh lugng valsartan, C,;H,9NsO;, da hoa tan dya vao do
hép thu do dugc cia dung dich thir, dung dich chuin va
ham lugng C,4H,oNsO; ciia valsartan chuén.

Yéu cau: Khong it hon 80 % (Q) lugng valsartan,
C,4H39N50;, s0 vai lugng ghi trén nhan dugc hoa tan trong
30 min.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3). Pha dong, dung
moi pha mau, dung dich phan glal dung dich thir va diéu
kién sic ky nhu mé ta trong phan Dinh lugng.

Dung dich doi chiéu: Pha loang 2,0 ml dung dich thir thanh
100,0 ml bang dung méi pha i, Tiép tyc pha loing
5,0 ml dung dich thu dugc thanh 50,0 ml bing dung méi
pha mau.

Dung dich thir @3 nhay: Pha lodng dung dich chuin &
phin Djnh lugng dé thu dugc dung dich chira 0,1 pg/ml
valsartan chuin trong dung méi pha méu.
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Kiém tra tinh phi hop cua hé théng: Trén sic ky d cia
dung dich phéan giai, d§ phan giai giira pic tap chit B cia
valsartan va pic valsartan it nhét 1a 1,5. D6 1éch chuin
twong d6i cia dién tich pic valsartan thu dugc tir 6 14n tiém
3p lai dung dich d6i chiéu khong 1ém hon 10,0 %. Trén sic
ky dd ciia dung dich thir 46 nhay, ty s6 tin hidu trén nhiéu
it nhit 12 10 d6i voi pic valsartan.

Gidi han: Trén sic ky d6 ctia dung dich thir:

Dién tich cia bat ky pic tap don nao khéng dugc Ién hon
dién tich pic chinh trén sic ky 46 ciia dung dich déi chiéu
(0,2 %).

Téng dién tich cac pic tap chit khong dugc 16m hon 2 lan
dién tich pic chinh trén sic ky d6 cia dung dich dbi chiéu
(0,4 %).

Bo qua pic tap chét B va cac tap chit c6 dién tich pic nho
hon hoic bing 0,25 I4n dién tich pic chinh trén sic ky dd
ctia dung dich d6i chiéu (0,05 %).

Ghi chii:

Tap chét B: N-Butyryl-N-{[2’-(1H-tetrazol-5-yl)biphenyl-4-yl]
methyl}-L-valin.

Pinh lugng

Phuong phép séc ky long (Phu luc 5.3).

Pha dgng: Acetonitril - nuéc - acid acetic béng (500 : 500
1.

Dung méi pha mdu: Acetonitril - meoe (12 1).

Dung dich thir géc: Cho 20 vién nén vao binh dinh mirc
dung tich thich hop. Thém nwde vao binh (thém khoang
10 % thé tich binh), l4c dén khi vién ra hoan toan (khoang
5 min). Thém acetonitril (TT) (thém khoang 80 % thé tich
binh). Lic 30 min, sau d6 siéu 4m 10 min. D& ngudi vé
nhiét 6 phong va thém acetonitril (TT) dén vach, lic déu,
ly tam.

Dung dich thir: Pha loang dung dich thir gbc bing dung
mbi pha miu dé thu dwgc dung dich chira 0,2 mg/ml
valsartan.

Dung dich chudn: Dung dich chita 0,20 mg/ml valsartan
chuén trong dung méi pha méu.

Dung dich phdn giai: Dung dich chira 2 pg/ml tap chét
B chuin cua valsartan va 20 pg/ml valsartan chuén trong
dung mdi pha mau.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) duge nhdi pha tinh C
(10 pm).

Nhiét d6 cot: 30 °C.

Detector quang phd tir ngoai dat & budc song 230 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cta hé théng: Trén sic ky dé cua
dung dich phan giai, 46 phén giai giita pic tap chit B cua
valsartan va pic valsartan it nhit 1a 1,5. P9 léch chuin
twong ddi ciia dién tich pic valsartan thu duge tir S lin tiém
13p lai dung dich chuén khéng 1ém hon 2,0 %.
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Tinh ham lugng valsartan, Cy4HgN;Os, trong vién dyra vao
dién tich pic thu dugc trén siac ky d6 cua dung dich thir,
dung dich chuan va ham lugng C,4H;9N;sO; cua valsartan
chuén.

Bio quin
Trong d6 dung kin.

Loai thube
Piéu tri ting huyét ap.

Ham lrgng thudng ding
40 mg, 80 mg, 160 mg.

VANCOMYCIN HYDROCLORID

CsH,5sCLN,0,,. HCI Ptl: 1486,0

Vancomycin hydroclorid 12 mudi hydroclorid cia hdn
hop cac glycopeptid c6 lién quan véi nhau, chi yéu
duéi dang mono hydroclorid cua (3S,6R,7R,22R,23S5,
2685,a5,36R,38aR)-3-(2-amino-2-oxoethyl)-44-[[2-O
3-amino-2,3,6-trideoxy-3-C-methyl-a-L-/yxo-hexo-
pyranosyl)-p-D-glucopyranosyl]oxy]-10,19-dicloro-
7,22,28,30,32-pentahydroxy-6-[[(2R)-4-methyl-2-
(methylamino)-pentanoyl]amino]-2,5,24,38,39-pentaoxo-
2,3,4,5,6,7,23,24,25,26,36,37,38,38a-tetradecahydro-
22H-8,11,18,21-dietheno-23,36-(iminomethano)
-13,16:31,35-dime-theno-1H,13H-[1,6,9]oxadiazacyclo-
hexadecino[4,5m][10,2,16]benzoxadiaza-cyclotetracosin-
26-carboxylic acid (vancomycin B).

Vancomycin hydroclorid dugc diéu ché tir mot s6 loai
Amycolaplosis orientalis hodc bing phuong phap khac.

VANCOMYCIN HYDROCLORID

Hoat lyc khéng dugc it hon 1050 IU/mg, tinh theo ché
phim da lam kho.

Tinh chét
Bot tring hodc gin nhu tring, d& hat 4m. D& tan trong
nudc, kho tan trong ethanol 96 %.

Pinh tinh

A. Trong phén Vancomycin B, thoi gian lwu cua pic chinh
trong séc ky d6 thu dwoc tir dung dich thir (1) tuong duong
véi thoi gian luu cia pic chinh trén sic ky dé cua dung
dich déi chiéu.

B. Ché phém phai cho phan img (A) ciia clorid (Phu lyc 8.1).

D trong v mau sic ciia dung dich

Hoa tan 2,5 g ché pham trong nwdc va pha lodng thanh
25 ml v6i cung dung moi.

Dung dich thu dugc phai trong (Phu luc 9.2). D$ hip thu
(Phy luc 4.1) cta dung dich trén do & budc séng 450 nm
khong dugc 16n hon 0,10.

pH

Hoa tan 0,50 g ché pham trong nwdc khong co carbon
dioxyd (TT) va pha lodng the‘mhrlo ml véi cung dung méi.
pH cua dung dich phai tir 2,5 dén 4,5 (Phu luc 6.2).

Vancomycin B

Khéng dugc it hon 93,0 %.

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

Pha déng A: Thém 1996 ml nudc vao 4,0 ml triethylamin
(TT) va chinh dén pH 3,2 bing acid phosphoric (TT). Lay
920 ml dung dich vira pha, thém 10 ml tetrahydrofuran
(TT) va 70 ml acetonitril (TT).

Pha dong B: Thém 1996 ml nwdc vao 4,0 ml triethylamin
(TT) va chinh dén pH 3,2 bang acid phosphoric (TT). Liy
700 ml dung dich vira pha, thém 10 ml tetrahydrofuran
(TT) va 290 ml acetonitril (TT).

Dung dich thir (1): Hoa tan 10,0 mg ché ph?lm trong pha
dong A va pha loang thanh 5,0 ml véi cing dung mdi.
Dung dich thir (2): Pha loang 2,0 ml dung dich thir (1)
thanh 50,0 ml bang pha dong A.

Dung dich thir (3): Pha loang 0,5 ml dung dich thir (2)
thanh 20,0 ml bing pha déng A.

Dung dich doi chiéu: Hoa tan 5,0 mg vancomycin hydroclorid
chuan trong 4 ml mede va pha loang thanh 10 ml véi cing
dung méi. Pun néng & 65 °C trong 24 h. Dé ngudi.

Ding céc dung dich ndy trong vong 4 h sau khi pha ché.
Diéu kién sdc ky:

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

Detector quang pho tir ngoai dat budc song ¢ 280 nm.
Toc d6 dong: 1,0 mV/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Rira giai cot khai dau véi pha dong A. Sau 13 min, tién
hanh rira gidi gradient ting din ndng 46 pha dong B

1203



