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DUGQC DIEN VIET NAM VI

Tap chit lién quan

Phuong phap sic ky khi (Phu luc 5.2).

Dung dich thir: Hda tan 0,500 g ché phim trong 10 ml
nmiede. Thém 5 ml dung dich acid sulfuric loang (TT) va lic
3 1in mbi lan vai 20 ml heptan (TT). Tap hop liy 16p trén
va pha loang thanh 100,0 ml bang heptan (TT).

Dung dich déi chiéu (1): Hoa tan 5 mg acid valproic chuén
dung dé kiém tra tinh phu hop cua hé thong (c6 chira tap
chét K) trong 1,0 ml heptan (TT).

Dung dich déi chiéu (2): Pha lodng 1,0 ml dung dich thir
thanh 100,0 ml véi heptan (TT).

Diéu kién sdc ky:

Cét mao quan kich thuée (30 m x 0,53 mm) 1am bing silica
nung chay dugc phu pha tinh macrogol 20.000 2-nitrotere-
phthalat (phim day 0,5 pm).

Khi mang: Heli diing cho sdc ky khi.

Téc d6 dong: 8 ml/min.

Chuong trmh nh;et d6 nhu sau:
- Thoi gian Nhigtd) |
1 - (min) , (°C) |
‘ 0-5 , 80 i
Cot | 5-15 | 80150 |
: | 15-283 . 150190
L B 28,3 -30 % 190 __;
__ Buong tiém | 220
_ Detector | 20

Detector ion héa ngon lira.

Thé tich tiém: 1 pl.

Cdch tién hanh

Tién hanh sic ky v6i cac dung djch thi, dung dich d6i
chiéu (1) va (2).

Théi gian luu trong ddi so véi acid valproic (thdi gian hru
khoing 17 min) cua tap chat K khoang 0,97.

Kiém tra tinh phu hop cua hé thdng: Trén sic ky do cia
dung dich ddi chiéu (1), 6 phéan giai giira pic cua tap chét
K véi pic caa acid valproic it nhét 13 2,0.

Gidi han: Trén sic ky db coa dung dich thir:

Tap chét K: Dién tich pic tap chét K khong dugc 16n hon
0,15 lan dién tich pic chinh thu dugc trén sic ky dé cua
dung dich dbi chiéu (2) (0,15 %).

Tap don khéc: Dién tich pic ciia mdi tap chét khéng duge
16n hom 0,05 1an dién tich pic chinh thu dugc trén sic ky
do cia dung dich déi chleu (2) (0,05 %).

Tdng dién tich pic cua tit ca cac tap chét khong dugce lon
hon 0,2 14n dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich déi chiéu (2) (0,2 %).

Bo qua nhimg pic c6 dién tich nho hon hozc bang 0,03 lin
dién tich pic chinh thu dugc trén séc ky do cua dung dich
déi chiéu (2) (0,03 %).

Ghi chu:

Tap Chﬁ:t A: Acid pentanoic (acid valeric).

Tap chat B: Acid (2RS)-2-ethylpentanoic.

Tap chat C: Acid (2RS)-2-(1-methylethyl)pentanoic.

VIEN NEN VALPROAT NATRI

Tap chét D: Acid 2,2-dipropylpentanoic.

Tap chit F: 2-propylpentanamid.

Tap chét G: 2,2-dipropylpentanamid.

Tap chit I: 2-propylpentannitril.

Tap chit J: 2,2-dipropylpentannitril.

Tap chit K: Acid (2RS)-2-ethyl-2-methylpentanoic.
Tap chiét L: Acid (2RS)-2-methylpentanoic.

Clorid
Khéng dugc qua 200 phan triéu (Phu luc 9.4.5).
Thém 10 ml mede vao 5 ml dung dich S va tién hanh thir.

Sulfat
Khong dugc qua 200 phan triéu (Phu luc 9.4.14).
Dung dung dich S dé thir.

Kim loai néing

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

Lay 1,0 g ché phim tién hanh theo phuong phép 3. Ding
2 ml dung dich chi mau 10 phan triéu Pb (TT) dé chuin b
mau dbi chiéu.

Mt khoi lwong do 1am khé
Khéng dugc qua 2,0 % (Phu luc 9.6).
(1,000 g, 105 °C).

Pinh lu¢gng

Hoa tan 0,150 g ché phdm trong 25 ml acid acetic khan
(TT). Chuén d6 bing dung dich acid percloric 0,1 N (CD).
Xac dinh diém két thic bing phuong phap chuén db do
dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) twong duong voi
16,62 mg CgH,sNaO,.

Béo quin
Trong bao bi kin, tranh anh sang

Loai thude
Chong déng kinh.

Ché phim
Vién nén.

VIEN NEN VALPROAT NATRI

La vién nén c6 chira valproat natri.
Ché pham phai dap img céc yéu cdu trong chuyén lugn
“Thude vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham lugng valproat natri, CgH,sNaO,, tir 95,0 % dén
105,0 % so voi lugng ghi trén nhin.

Pinh tinh

A. Trong phan Dinh luong, sic ky dé thu dugc cia dung
dich thir phdi c6 mét pic chinh twong {mg véi pic cua
valproat natri trén sic ky dd thu dugc tir dung dich chuin.
B. Lic mét lugng bot vién da nghién nhé c6 chira khoang
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VALSARTAN

0,25 g valproat natri véi 3 ml nwde, ly tim. Liy 2 ml
dung dich trong phia trén thém 0,5 ml dung dich cobalt
nitrat 10 % (TT). Tia mau tim tao thanh va tan dugc trong
dicloromethan (TT).

D9 hoa tan (Phy lyc 11.4)

Thiét bi: Kiéu canh khudy.

MGi truomg héa tan: 900 ml dém phosphat chudn pH 6,8
(TT).

Téc dé quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Phuong phap sic ky long (Phu luc 5.3) v6i pha dong va
cac diéu kién sac ky nhu phan Dinh lrgng.

Dung dich thu: Sau thoi gian hoa tan quy dinh, hat dich
hoa tan, loc va pha loang dich loc bing dém phosphat
chudn pH 6,8 (TT) dé duoc dung dich cé ndng d6 valproat
natri 0,02 mg/ml.

Dung dich chudn: Dung dich valproat natri chudn trong
dém phosphat chudn pH 6,8 (TT) nong d6 0,02 mg/ml.
Yéu cdu: Khong it hon 70 % (Q) lwong valproat natri,
CgH,sNaO,, so vai lugng ghi trén nhan dugc hoa tan trong
45 min.

Dinh lrong

Phuong phap séc ky long (Phu luc 5.3).

Pha dong: Dung dich kali dihydrophosphat 0,32 % da
dwoc chinh 16i pH 3,0 bang acid phosphoric - acetonitril
(45 : 55).

Dung dich chudn: Dung dich valproat natri trong pha déng
c6 nong d6 0,5 mg/ml.

Dung dich thir. Can 20 vién, tinh khéi lugng trung binh
vién va nghién thanh bot min. Cén chinh xac mét luong
bot vién twong duong véi 100 mg valproat natri vao binh
dinh mirc 200 ml, thém 160 ml pha dong, lic siéu am dé
hoa tan. Pé ngudi, thém pha déng vira di dén vach, lic
déu, loc.

Diéu kién sdc ky:

Cot kich thudc (25 cm x 4,6 mn) duge nhdi pha tinh C
(5 pm). _

Detector quang pho tir ngoai dat & budc séng 220 nm.
Toc do dong: 2,0 ml/min,

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh séc ky véi dung dich chuén, hé sé déi ximg cua
pic valproat natri khong dugc 16m hon 1,5. B§ léch chuén
twong ddi cua dién tich pic valproat natri thu dugc tir 6 1an
tiém 13p lai dung dich chuén khéng 16n hon 2,0 %.

Tién hanh sic ky lan lugt v6i dung dich chuin va dung
dich thir.

Tinh ham lugng valproat natri, CgH,sNaO,, cé trong
vién tir dién tich pic thu dugc trén sic ky 46 cua dung
dich chuén, dung dich thir va ham lugng CgH,sNaO, clia
valproat natri chun.
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Bdo quin
Trong bao bi kin, noi khé mat.

Loai thudc
Thuoe chéng dong kinh.

Ham lugng thuwdng ding
200 mg, 300 mg, 500 mg.

VALSARTAN
CH3
OH
o]
CHs
C24H29N503 P.t.1: 435,5
Valsartan 12 N-[p-(o-1H-tetrazol-5-ylphenyl)benzyl]-

N-valeryl-L-valin, phai chira tir 98,0 % dén 102,0 %
C24H29N503, tinh theo ché phﬁm khan.

Tinh chat

Bot mau tring hay gan nhu tring, hiit 4m. Thuc t& khong
tan trong nudc, dé tan trong ethanol khan, hoi tan trong
methylen clorid.

Pinh tinh
A. Phé héap thu hong ngoai (Phu luc 4.2) ciia ché phim
phai phi hop véi phd hép thu héng ngoai ciia valsartan
chuin.

B. Trong phin Pinh lugng, thoi gian luu cia pic chinh thu
dugc trén sic ky db cia dung dich thir phai twong tmg véi
thdi gian huu cia pic chinh thu dugc trén sic ky dd cua
dung dich chuén.

Do hip thu

Hoa tan 1 g ché phdm trong methanol (TT) va pha loang
thanh 20 ml véi cing dung méi. B hép thy (Phu luc 4.1)
cua dung dich thu dugc tai budc song 420 nm, do trong
cong day 1 cm, khdong dugc qua 0,02.

Tap chit A

Khong dugc qua 1,0 %.

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

Pha dgng: n-hexan - 2-propanol - acid trifluoroacetic (850
:150: 1).

Dung dich thir: Dung dich chtta 1 mg/ml ché phim trong
pha dong, hoa tan bing cich siéu 4m 5 min.

Dung dich doi chiéu (1): Dung dich chira 0,01 mg/ml tap
chit A chuan cua valsartan trong pha dong.



