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DUGQC PIEN VIET NAM VI

Thoi gian: 45 min.

Cadch tién hanh: Ly mét phin dung dich méi trudng sau
khi hoa tan, loc, bo 20 ml dich loc d4u va pha loang dich loc
v6i dung dich acid hydrocloric 0,1 M (TT) dé dugc dung
dich c6 nbng do thich hop.

Po d6 hap thu (Phu luc 4.1) cia dung dich thu duoc &
bude séng cuc dai 286 nm v6i mau tring 1a dung dich acid
hvdrocloric 0,1 M (TT).

Tinh lugng diazepam, C,4H,;CIN,O, d4 hoa tan theo
A(1%. 1 cm). Liy 488 la gia tri A (1 %, 1 cm) cia diazepam,
& budc song cuc dai 286 nm.

Yéu cau: Khéng it hon 75 % (Q) luong diazepam,
C,¢H;3CIN,O, so véi lugng ghi trén nhan dugc hoa tan
trong 45 min.

Pj dong déu ham lrgng

Vién nén chira it hon 10 mg diazepam, phai dap ung yéu
cau “Do dong déu ham lugng” (Phu luc 11.2). Thye hién
phép thar giéng nhu phz“m DPinh lugng.

Dung dich thir: Ly 1 vién, thém 1 ml nwéc va dé yén
15 min cho r3, thém 80 ml dung dich acid sulfuric
0,5 % trong methanol, 1ic 15 min va thém dung méi ndy
cho t6i vira da 100,0 ml. Pha loang néu can véi cling dung
méi dé dugc dung dich co néng d6 thich hop.

Dinh lwgng

Can 20 vién, tinh khdi lugng trung binh va nghién thanh
bdt min. Can chinh xac mdt hurgng bot vién twong mg
vai khoang 10 mg diazepam cho vao binh dinh mirc dung
tich 100 ml, thém 5 ml nwde, tron déu rdi dé yén 15 min,
thém khoang 70 ml dung dich acid sulfuric 0,5 % trong
methanol, lic 15 min va thém dung méi nay vira da t6i
vach, lic déu, loc, bo dich loc du. Pha loang 10,0 ml dich
loc thanh 100,0 ml véi cung dung méi trén.

Do d6 hap thu (Phu luc 4.1) cua dung dich thu dugc &
budc song cuc dai 284 nm, trong cdc do 1 cm. Mau tring
1a dung dich acid sulfuric 0,5 % trong methanol.

Tinh ham luong diazepam theo A (1 %, 1 cm). LAy 450 12
gia tri A (1 %, 1 cm) & budc song cuc dai 284 nm.

Bio quén

Tranh anh sang.

Loai t_huéc

An than, giai lo au, gay ngu.
Ham lrgng thudng dung

2 mg, 5 mg, 10 mg.
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C13H22C12N202 P.t.l: 369,29

Diclofenac diethylamin Ia diethylamoni 2-[(2,6-dicloroanilino)
phenyl] acetat, phai chira tir 99,0 % dén 101,0 %
C,3H2CLLN,0,, tinh theo ché pham da 1am kho.

Tinh chit

Bot két tinh mau tring dén mau be sang. Hoi tan trong
nudc va aceton; dé tan trong ethanol 96 % va methanol;
thue té khong tan trong dung dich natri hydroxyd 1 M.
Nong chdy ¢ khoang 154 °C, kém theo phén huy.

Pinh tinh

A. Phd hép thu hdng ngoai (Phu luc 4.2) ciia ché phim
phai phit hop véi phd hip thu hong ngoai d6i chiéu cua
diclofenac diethylamin.

B. Phuong phap sic ky 16p méng (Phu luc 5.4).

Ban mong: Silica gel G.

Dung méi khai trién: Acid hydrocloric - nudc - acid acetic
bang - ethyl acetat (1:1:6:11).

Dung dich thir: Dung dich ché pham 5,0 % trong
methanol (TT).

Dung dich déi chiéu: Dung dich diclofenac diethylamin
chuan 5,0 % trong methanol (TT).

Cdch tién hanh: Chim riéng biét 1én ban mong 2 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Liy ban moéng ra dé khé trong ludng khong khi 4m
trong 10 min. Phun dung dich ninhydrin (TT) va say & 110 °C
trong 15 min. Phép thir chi c6 gi4 tri khi sic ky d6 cua
dung dich d6i chiéu cho hai vét tich rd rang. Hai vét chinh
trén sic ky d ciia dung dich thir phai giéng vé vj tri, mau
sic va kich thuéce vé6i hai vét chinh trén sic ky 6 cia dung
dich d6i chiéu.

Gii han acid - kiérq )
pH cua dung'djch ché pham 1 % trong ethanol 10 % (TT)
phai tir 6,4 den 8,4 (Phu luc 6.2).

P trong va mau sic ciia dung dich

Dung dich ché phim 5 % trong methanol (TT) phai trong
(Phy luc 9.2). D$ hip thy cua dung dich nay do & budc
song 440 nm khong dugc 16m hon 0,05 (Phy luc 4.1).

Tap chit lién quan
Phuong phap séc ky 1ong (Phu luc 5.3).
Pha dgng: Dung djch A - methanol (34 : 66).
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DICLOFENAC NATRI

Dung djch A: Dung dich chira 0,5 g/l acid phosphoric (TT)
va 0,8 g/l natri dihydrophosphat (TT) dugc diéu chinh dén
pH 2,5 bing acid phosphoric (TT).

Dung dich thir. Dung dich ché phim 0,10 % trong pha
dong.

Dung dich doi chiéu (1): Pha loang 2,0 ml dung dich thir
thanh 100,0 ml bang pha déng. Pha lodng 1,0 ml dung djch
thu dugc thanh 10,0 ml bing pha dong. .
Dung dich déi chiéu (2): Hoa tan 1 mg tap chét A chudn
cua diclofenac trong 1 ml dung dich thir va pha lodng
thanh 200 ml bing pha dong.

Diéu kién sdc ky:

Cot kich thudc (25 cm x 4,6 mm) duoc nhdi pha tinh end-
capped octylsilyl silica gel ding cho sdc ky (5 pm) (Cot
end-capped Zorbax C8 la phu hop).

Detector quang phd tir ngoai dit & budc séng 254 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gap 1,5 lan thoi gian huu
cua diclofenac.

Trén sic ky 35 cia dung dich déi chiéu (2), thoi gian huu
cua diclofenac khoang 25 min va tap chitA khoang 12 min.
Kiém tra tinh phu hop cia hé théng: Trén sic ky db cua
dung dich d6i chiéu (2), 6 phén giai giira pic diclofenac
va pic tap chat A khong nhé hon 6,5.

Gidi han: Trén séc ky d6 cia dung dich thur:

Dién tich ciia bt ky pic phu ndo khong dugc 16n hon dién
tich pic chinh thu duoc trén sic ky d6 cia dung dich di
chiéu (1) (0,2 %).

Tdng dién tich cua cac pic phu khéng dugc 16n hon 2,5 l4n
dién tich pic chinh thu dugc trén sic ky d6 cia dung dich
dbi chiéu (1) (0,5 %).

B qua cac pic c6 dién tich nho hon hodc bang 0,25 1an
dién tich pic chinh thu dwoc trén sic ky d6 cia dung dich
déi chiéu (1) (0,05 %).

Ghi chu:

Tap chét A: 1-(2,6-diclorophenyl)-1,3-dihydro-2H-indol-2-on.
Tap chét B: 2-[(2,6-diclorophenyl)amino]benzaldehyd.

Tap chit C: [2-[(2,6-diclorophenyl)amino]phenyl]methanol.
Tap chit D: Acid 2-[2-[(2-bromo-6-clorophenyl)amino]phenyl]
acetic.

Tap chét E: 1,3-dihydro-2H-indol-2-on.

Kim loai ning

Khéng dugc qud 10 phan triéu (Phu luc 9.4.8).

Lay 2 g ché phim tién hanh thir theo phuong phép 3.
Dung 2 ml dung dich chi mdu 10 phan triéu Pb (TT) dé
chuin bi miu d6i chiéu.

Mt khoi hrgng do lam khé
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1 g; 4p suat khong qua 1 kPa, 24 h).

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Diung 1 g ché pham
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Pinh lwgng

Hoa tan 0,500 g ché phim trong 30 ml acid acetic khan
(TT) va chuén do bing dung dich acid percloric 0,1 N
(CP). Xac dinh diém két thic bing phwong phap chuin dj
do dién thé (Phu Iyc 10.2).

| ml dung dich acid percloric 0,1 N (CD) tuong duong véi
36,93 mg C|3H22C12N202.

Bdo quén
Trong bao bi kin, tranh 4nh sang.

Loai thube ’
Ut ché cyclo-oxygenase, giam dau va chong viém.

Ché phim
Gel bdi da.
DICLOFENAC NATRI
@\ CO,Na
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C|4H10C12NN302 Ptl: 318,1

Diclofenac natri 1a natri 2-[(2,6-diclorophenyl)amino]phenyl]
acetat, phai chira tir 99,0 % dén 101,0 % C,4H,,Cl, NNaO,,
tinh theo ché pham da lam khé.

Tinh chit

Bot két tinh tring hojic hoi vang, hut 4m nhe. D& tan trong
methanol, tan trong ethanol 96 %, hoi tan trong nudc, khé
tan trong aceton.

Chay & khoang 280 °C kém theo phén huy.

Pinh tinh

C6 thé chon mdt trong hai nhém dinh tinh sau:

Nhém I: A, D.

Nhém II: B, C, D

A. Phé hép thu hong ngoai (Phu lyc 4.2) cia ché phiam
phai phit hgp véi phd hap thu hdng ngoai cia diclofenac
natri chuan.

B. Phuong phép séc ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF »s,.

Dung méi khai trién: Amoniac dam ddc - methanol - ethyl
acetat (10 : 10 : 80).

Dung dich thir: Hoa tan 25 mg ché pham trong methanol
(TT) va pha lodng thanh 5 ml véi cung dung méi.

Dung dich doi chiéu (1): Hoa tan 25 mg diclofenac natri
chuén trong methanol (TT) va pha loang thanh 5 ml véi
cing dung mdi.
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