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VIEN NEN TENOFOVIR DISOPROXIL FUMARAT

Dinh lrgmg

Hoa tan khoang 0,40 g ché pham trong 30 ml acid acetic
bang (TT,). Chuén 9 bing dung dich acid percloric 0,1 N
(CD). Xac dinh diém tuong duong bing phuong phép
chuan 4§ do dién the (Phu luc 10.2).

| ml dung dich acid percloric 0,1 N (CD) twong duong
véi 63,55 mg tenofovir disoproxil fumarat (C,gH3oNsO,,P.
C,H,0,).

Bdo qu@n
Trong d6 dung kin, tranh 4nh sang, & nhiét d6 tir 2 °C dén
3°C.

Loai thubc
Thuoc khang retrovirus.

Ché phim
Vién nén.

VIEN NEN TENOFOVIR DISOPROXIL
FUMARAT

La vién nén chira tenofovir disoproxil fumarat.
Che pham phai dép img cic yéu cu trong chuyén luén
“Thuoc vién nén” (Phu luc 1.20) va céc yéu cau sau:

Ham lurgng tenofovjr disoproxil fumarat, C,gH;,N;O,P.
C,H,0, tir 90,0 % dén 110,0 % so v&i lugng ghi trén nhan.

Pinh tinh

A. Trong phén Dinh lugng, théi gian luu cta pic chinh trén
sic ky dd cua dung dich thir phai trong (g véi thoi gian
lru cua pic chinh trén sic ky d6 cua dung dich chuan.

B. Liy mét lugng bt vién tuong duong 50 mg tenofovir
disoproxil fumarat hoa tan trong vira di 100 ml methanol
(TT), loc. Pha lodng 2 ml dich loc thanh 100 ml bing
methanol (TT). Po phd hap thu tir ngoai cua dung dich thu
dugc va dung dich chudn ¢ ndng dd tenofovir disoproxil
fumarat tuong duong trong methanol (TT) & khoang budc
song tir 200 nm dén 400 nm (Phu luc 4.1). Phd cua dung
dich thir va dung dich chudn phai cho cuc dai hip thu &
budc song tuong tu.

D¢ hoa tan (Phu luc 11 4)

Thiét bi: Kiéu canh khuay.

Moi truong hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Toc do quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Sau thoi gian hoa tan quy dinh, liy mét
phan dich hoa tan va loc. Pha loing dich loc bing dung
dich acid hydrocloric 0,1 M (TT) dé thu dugc dung dich cé
nong d6 twong duong dung dich chuin.

Dung dich chudn: Can chinh x4c mét lugng tenofovir
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disoproxil fumarat chuin, hoa tan trong dung dich acid
hydrocloric 0,1 M (TT) dé thu dugc dung dich c6 nong do
tenofovir disoproxil fumarat khoang 0,025 mg/ml.

Po 46 hip thu (Phu luc 4.1) cua dung dich thir va dung
dich chuén & budc song cuc dai khoang 260 nm, mau tréng
12 moéi truong hoa tan.

Tinh lugng tenofovir disoproxil fumarat, C;oH3;,NsO,cP.
C,H,0,, da hoa tan dya vao do hip thy cia dung dich
chuén, dung dich thir va ham lugng C,oH;,N;O,,P.C4H,0,
trong tenofovir disoproxil fumarat chuan.

Yéu cau: Khong it hon 80 % (Q) lugng tenofovir disoproxil
fumarat, C|9H30N5010P.C4H404, S0 vVOi lu‘qng ghl trén nhan
dugc hoa tan trong 45 min.

Tap chét lién quan

Phuong phap sic ky long (Phu luc 5.3). Chuén bi cc dung
dich ngay trudc khi ding.

Pha dong A: Hoa tan 1,9 g amoni acetat (TT) trong 1000 ml
nueée va diéu chinh dén pH 3,8 bang acid acetic bang (TT).
Pha dong B: Methanol (TT).

Dung dich thir: Can 20 vién va nghién thanh mot min. Can
mot lugng bot vién twong duong véi 100 mg tenofovir
disoproxil fumarat, phan tan trong 50 ml methanol (TT)
va loc.

Dungdich déi chiéu (1) Dung dich c¢6 chira 0,2 % tenofovir
disoproxil fumarat chuan trong methanol (TT).

Dung dich d6i chiéu (2): Pha loang 1 ml dung dich déi
chiéu (1) thanh 100 ml bang methanol (TT).

Dung dich déi chiéu (3): Hoa tan 10 mg acid fumaric (TT)
trong vira du 50 ml methanol (TT).

Diéu kién sdc ky: .
Cot kich thudc (25 cm x 4,6 mm) dugc nhoi pha tinh C
(5 pm).

Detector quang phé tr ngoai dit & budc séng 260 nm.
Téc do dong: 1,5 ml/min.
Thé tich tiém: 10 pl.

Cdch tién hanh
Tién hanh sic ky theo chuong trinh dung mai nhur sau:
" Théi glan Pha djng A Pha déng B
‘l (min) (%o tt/tt) (% tutt)
| 0 95 5
| 10 50 50
| 25 50 50
3 50 20 80
60 95 5

Kiém tra tinh phii hgp ctia hé théng: Trén sic ky do cia
dung dich d6i chiéu (1), hé s6 ddi ximg cua pic tenofovir
disoproxil khéng 16n hon 2,0; sb dia ly thuyét tinh trén pic
tenofovir disoproxil khéng nhé hon 2000.

Gidi han: Trén sic ky db clia dung dich thr:

Tap don bét ky: Dién tich pic khéng du'qc 16m hon 3,5 lan
dién tich pic chinh thu dwgc trén sic ky dd cua dung dich
dbi chiéu (2) (3,5 %).
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Tong dién tich pic cua tit ca céc tap chét khong dugc 16n
hom 6 ldn dién tich pic chinh thu dugc trén sic ky dd cua
dung dich déi chiéu (2) (6,0 %).

Bé qua pic twong g véi pic chinh thu duge trén sic ky
b cua dung djch déi chiéu (3).

Nwde
Khéng duge qua 5,0 % (Phy lyc 10.3).
Dung 0,5 g ché pham.

Pjnh lwgng

Phuong phép sic ky 1ong (Phy luc 5.3). Chuén bj cdc dung
dich ngay truéc khl dung.

Dung méi pha mau: Nuwdc - methanol (1 : 1).

Dung dich dém phosphat: Hoa tan 7.8 g natri dihydro-
phosphat (TT) trong 1000 ml nwdc, thém | ml triethylamin
(TT) va diéu chinh dén pH 2,3 bing dung dich acid
phosphoric 10 % (TT).

Pha dong: Dung dich dém phosphat - acetonitril (60 : 40).
Dung dich thir: Can 20 vién va nghién thanh mot min. Can
mot lugng bt vién twong duong véi 300 mg tenofovir
disoproxil fumarat, phéan tan trong 100 ml dung mdi pha
mau va loc. Pha lodang 5,0 ml dich lgc thanh 50,0 ml biing
pha dong. _

Dung dich chuan: Hoa tan mét lugng tenofovir disoproxil
fumarat chuan trong dung méi pha méu dé thu dugc dung
dich 0,120 %. Pha loang 5,0 ml dung dich thu dugc thanh
20,0 ml béng pha dong.

Diéu kién sac ky:

Cot kich thuéc (15 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Detector quang phd tir ngoai dat & budc song 260 nm.

Toc 49 dong: | mI/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Kiém tra tinh phu hop cua hé thong: Trén sic ky db
cia dung dich chuén, hé sé d6i ximg cia pic tenofovir
disoproxil khéng 16m hon 2,0; s6 dia ly thuyét tinh trén pic
tenofovir disoproxil khong nhé hon 2000; d9 léch chuén
twong dbi cua dién tich pic tenofovir disoproxil thu dugc
tir 6 lan tiém l3p lai khong 16n hon 2,0 %.

Tinh ham lugng phan trim cua tenofovir disoproxil
fumarat, C;oH1,NsO,(P.C,H,0,, trong ché phim dya vao
dién tich pic tenofovir disoproxil trén sic ky dé cia dung
dich thir, dung dich chuén va ham lugng cuiia C,gH3(NsO,P.
C,H,0, trong tenofovir disoproxil fumarat chuén.

Bao quén
Trong d6 dung kin, tranh 4m, & nhiét 46 phong.

Loai thube
Thudc khang retrovirus.

Ham lwgng thwing dung
300 mg.

TENOXICAM
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Tenoxicam la 4-hydroxy-2-methyl-N-(pyridin-2-yl)-2H-
thieno[2,3-¢]1,2-thiazin-3-carboxamid 1,1-dioxyd, phai
chira tir 99,0 % dén 101,0 % C,3H,N;0,S,, tinh theo ché
pham khan.

Tinh chit

Bot két tinh da hinh, mau vang. Thyc té khéng tan trong
nuéc, hoi tan trong methylen clorid, rat it tan trong ethanol
khan, tan trong dung dich acid va dung dich kiém.

D;nh tinh

Phd hap thu hong ngoal (Phu luc 4.2) cua ché pham pha:
phu hop véi phé hap thy héng ngoai cua tenoxicam chuan.
Néu phé cua ché phim va chuin & trang thai rin c6 sy
khéc biét thi hoa tan riéng biét ché phim va chat chuan
trong mot lugng nho merhylen clorid (TT), bay hoi trén
cich thity dén kho, ghi phé cua cin méi thu dugc.

DJ trong cia dung dich

Hoa tan 0,10 g ché pham trong methylen clorid (TT) va
pha lodng thanh 20 ml véi cung dung moéi. Dung dich thu
dugc phai trong (Phu luc 9.2).

Tap chit lién quan

Phuong phap sic ky long (Phy luc 5.3). Tién hanh trong
diéu kién tranh 4nh séng.

Pha dong A: Hon hgp methanol (TT,) - nude (25 : 75),
diéu chinh dén pH 3,2 bang dung djch acid phosphoric
1,5 M (TT).

Pha déng B: Hon hgp methanol (TT,) - nwéc (75 : 25),
diéu chinh dén pH 3,2 bang dung dich acid phosphoric
1,5 M(TT).

Hén hop dung méi: Hon hop acetonitril - meore (1 : 1), diéu
chinh dén pH 3,2 bing dung dich acid phosphoric 1,5 M (TT).
Dung dich thir: Hoa tan 35 mg ché phdm trong hdn hop
dung méi, si€éu am va pha lodng thanh 50,0 ml vé&i cung
dung méi.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing hdn hgp dung méi. Pha loang 1,0 ml
dung dich thu dugc thanh 10,0 ml bang hdn hgp dung méi.
Dung dich déi chiéu (2): Hoa tan 7 mg pyrindin-2-amin
(TT) (tap chit A) trong hdn hgp dung méi va pha lodng
thanh 100,0 ml véi cing dung méi. Pha lodng 1,0 ml dung
dich thu dugc thanh 100,0 ml bing hdn hop dung moi.
Dung dich doi chiéu (3): Hoa tan hdn hop tap chit chuin
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