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Gidi han: ’

Pé tinh ham lugng, nhan dién tich pic cia tap chit A véi
hé s6 hiéu chinh 14 0,7.

Tap chit A: Dién tich pic tap chét A khong dugc 16n hon
dién tich pic chinh thu dwgc trén sic ky d6 cua dung dich
ddi chiéu (1) (0,5 %).

Tap don khac: Dién tich pic cia mdi tap chat khong ducrc
I6n hon dién tich pic chinh thu dwoc trén sic ky db cua
dung dich déi chiéu (2) (0 10 %).

Tong du:n tich pic cua tét ca cac tap chat khong duoc 16n
hon 2 I4n dién tich pic chinh thu dugc trén sic ky dé cua
dung dich d6i chiéu (1) (1,0 %).

Bo qua nhimg pic c6 dién tich nho hon hogc bang 0,5 lan
dién tich pic chinh thu duoc trén sic ky dd cua dung dich
ddi chiéu (2) (0,05 %).

Ghi chu:

Tap chit A: S-methylpyrimidin-2,4(1H,3H)-dion (thymin).

Tap chit B: 1-(2-deoxy-p-D-threo-pentofuranosyl)-5-methyl
pyrimidin-2,4(1H,3H)-dion (3’-epithymidin).

Tap chat C: 1-(2-deoxy-B-D-erythro-pentofuranosyl)-5-methyl
pyrimidin-2,4(1H,3H)-dion (thymidin).

Tap chit D: I-[(2R)-5-0x0-2,5-dihydrofuran-2-yl]-5-methyl
pyrimidin-2,4(1H,3H)-dion.

Tap chét E: 1-(2,3-dideoxy-a-D-glycero-pent-2-enofuranosyl)-
S-methylpyrimidin-2,4(1H,3H)-dion(stavudin anomer a).
TapchitF: 1-(3,5-anhydro-2-deoxy- -D-fhreo-pentofuranosyl)-
5-methylpyrimidin-2,4(1H,3H)-dion.

Tap chit G: 5°-O-[[(2S,5R)-5-(5-methyl-2,4-dioxo-3,4-dihydro
pyrimidin-1(2H)-yl)-2,5-dihydrofuran-2-yl]methyl]-3’-
epithymidin.

Tap chit H: 1-[2-deoxy-5-O-(1-methylethyl)-B-D-erythro-pento
furanosyl]-5-methylpyrimidin-2,4(1H,3H)-dion.

Nuée
Khong duge qua 0,5 % (Phu luc 10.3).
Diing 0,500 g ché phim.

Tro sulfat
Khong dugc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché phim.

Pinh lrgng

Phuong phép sic ky 16ng (Phu luc 5.3). Cac dung dich
dugc pha ngay trudc khi dung hodc phai bao quéan ¢ 2 °C
dén 8 °C dén khi dung.

Pha dong: Acetonitril dung trong phuwong phdp sdc ky -
dung dich amoni acetat 0,077 % (5 : 95).

Dung dich thir: Hoa tan 10,0 mg ché pham trong muwdc va
pha lodng thanh 100,0 ml véi cing dung méi. Pha loéng
10,0 ml dung dich thu dugc thanh 50,0 ml bing nuwdc.
Dung djch déi chiéu (1): Héa tan 10,0 mg stavudin chuén
trong nwdc va pha loang thanh 100,0 ml véi cung dung
moi. Pha loang 10,0 ml dung dich thu dugc thanh 50,0 ml
bing nudc.

Dung djch déi chiéu (2): Hoa tan 5 mg thymin (TT) va
1,5 mg thymidin (TT) trong nucdc va pha lodng thanh

VIEN NEN STAVUDIN

100,0 ml v&i cing dung méi. Pha lodng 10,0 ml dung dich
thu dugc thanh 50,0 ml biang nudc.

Diéu kién sdc ky:

Cot kich thudée (3,3 cm x 4,0 mm) dugc nhdi pha tinh C
(3 pm). ’

Detector quang pho tir ngoai tai budc soéng 254 nm.

Téc ¢ dong: 0,7 ml/min.

Thé tich tiém: 25 pl.

Cdch tién hanh:

Thai gian lwu cua stavudin tir 2,8 min dén 5,0 min.

Kiém tra tinh pht hop cia hé thong: Trén sic ky do cua
dung dich di chiéu (1), hé s6 ddi ximg cua pic stavudin
khéng dugc qua 1,6. Trén sic ky d6 cia dung dich déi
chiéu (2), d6 phan giai giita pic cia thymin véi pic cia
thymidin it nhat 14 3,5.

Tinh ham lugng ctia stavudin, CoH,,N,0, trong ché pham
dwa vao dién tich pic stavudin thu dwgc trén sic ky do cua
dung dich thir va dung dich déi chiéu (1) va ham luong cua
C,0H,2N,0, trong stavudin chuén.

Bao quin i
Tranh anh sang va dm.

Loai thudc
Khang HIV.

Ché phim
Vién nén.

VIEN NEN STAVUDIN

La vién nén hodc vién nén bao phim chira stavudin.
Ché pham phai dap ung céc yéu cau trong chuyen luan
"Thudc vién nén" (Phu luc 1.20) va cic yéu cau sau:

Ham lwgng stavudin, C,oH,,N,0,, tir 90,0 % dén 110,0 %
s0 vOi luong ghi trén nhan.

Pinh tinh

A. Lic mét lugng bdt vién d3 nghién min, twong (mg voi
khoang 0,05 g stavudin, v6i 100 ml nuwdc, loc va pha loang
5 ml dich loc thanh 50 ml vdi nwoc. Tlep tuc pha loang
5 ml dung dich thu dugc thanh 25 ml bing nuée. Phéd hap
thu t&r ngoai (Phu luc 4.1) cua dung dich thu dugc ¢ dai
budc séng tir 200 nm dén 300 nm phai phit hop véi phd
cua dung dich stavudin chuin c6 néng do twong duong,
trong cung dung moi.

B. Trong phan Pinh lugng, pic chinh trén sic ky dd cia
dung dich thir phai c6 thoi gian luu twrong ing véi thai gian
luu cua pic stavudin trén sic ky d6 cua dung dich chuan.
P{ hoa tan (Phuy luc 11.4)

Thiét bj: Kiéu canh khudy.

Moai truong hoa tan: 900 ml dung dich acid hydrocloric
0,01 M (TT).
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VIEN NEN STAVUDIN

Toc d¢ quay: 75 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dich thir: Sau thdi gian hoa tan quy dinh, liy mot
phan dich hoa tan, loc.

Dung dich chudn: Cén chinh xdc mot lugng stavudin chuén
va hoa tan trong méi trudng hoa tan dé thu duge mot dung
dich c6 ndng d6 twong duong véi ndng dd stavudin trong
dung dich thu. ‘
Tién hanh phuong phap sic ky long (Phu luc 5.3) véi diéu
kién sic ky nhu mé ta & phan Dinh luong.

Tinh lrgng stavudin, C,oH,,N,0O,, d4 hoa tan fir mdi vién
dira vao dién tich pic stavudin trén sic ky d6 cia dung
dich thir, dung dich chudn va ham lugng C,H,,N,0, trong
stavudin chuan.

Yéu céu:

Khéng it hon 70 % (Q) luong stavudin, C,,H,,N,0Oy, so
véi hegng ghi trén nhin duoc hoa tan trong 45 min.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dong A: Dung dich amoni acetat 0,1 M (TT).

Pha dong B: Acetonitril (TT).

Dung dich chudn: Hoa tan mot lugng stavudin chuin va
thymin chuén trong muée dé thu dugc dung dich c6 nong
do stavudin, C,gH,,N,0,, khoang 0,2 mg/ml va néng do
thymin khoang 0,2 mg/ml.

Dung dich thir: Can chinh xac mét lugng bt vién da nghién
min, turong Umg vadi khoang 50 mg stavudin, vao binh dinh
mirc 100 ml, thém 80 ml nwdc va lic siéu 4m 10 min. Pha
103ng bing miege vira du dén vach, lic déu va loc.

Diéu kién sdc ky:

ot kich thude (25 cm x 4,6 mm) duoc nhéi pha tinh B (5 pm).
Detector quang phd tir ngoai dit & buéc séng 270 nm.
Téc d¢ dong: 1,0 mV/min.

Thé tich tiém: 20 pl.

Cdch tién hanh

Tién hanh sic ky theo chucmg trinh dung méi nhur sau:

1

Thoi gian Pha dqng A . Pha dqng B
(min) () - (pw)

o 95 5 )
5 95 s |
25 20 | 80 |
30 20 80

31 95 | |
35 95 " 5 |

Kiém tra tinh phit hop ciia h¢ théng séc ky Tién hanh sic
ky vd&i dung dich chuén, sb dia ly thuyét cua cot tinh theo
pic stavudin va pic thymin kh6ng dugc duédi 7000; hé sb
ddi ximg cua pic stavudin va pic thymin khong duoc 16m
hon 2,0.
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Tién hanh sic ky véi dung dich thir.

Ham lugng céc tap chét néu c6 trén sic ky dd cua dung dich
thir dugc tinh theo phuong phap chuén héa (Phy luc 5).
Gidi han:

Trén sic ky d6 cia dung dich thir:

Pic tuong ung véi thymin: khéng dugce 16m hon 3,0 %.
Bt ky tap don nao khéc (trir thymin): khong dugc 16n hon
0.5 %.

Téng tt ca cac tap chat: khéng dugc 16m hon 4,0 %.

Bo qua céc pic ciia dung méi va pic tap chit c6 ham lugng
nho hon hoic bang 0,05 %.

Pinh lwong

Phuong phép sic ky long (Phu luc 5.3).

Pha dong: Acetonitril - dung dich amoni acetat 0,1 M
(5:95).

Dung dich chudn: Hoa tan mét lugng stavudin chuan trong
nieée dé thu duge dung dich c6 nong d6 stavudin khoang
0,2 mg/ml.

Dung dich thir: Can 20 vién, xac dinh khdi lwong trung
binh vién va nghién thanh bot min. Can chinh xdc mot
lugng bot vién tuong ng voi khoang 50 mg stavudin, vao
binh dinh mitc 100 ml, thém 80 ml nwde va lic siéu am
10 min. Pha lodng bang nudc vira du dén vach, lic déu va
loc. Pha lodng 10,0 ml dich loc véi nwdce vira da 25,0 ml.
Diéu kién sdc ky:

Cot kich thudc (25 cm x 4,6 mm) duge nhdi pha tinh B
(5 pm). '

Detector quang pho tir ngoai dit & budc séng 270 nm.
Téc @ dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phti hgp cia hé thdng sic ky: Tién hanh sic
ky voi dung dich chuan, sb dia ly thuyét caa cdt tinh theo
pic stavudin khéng dwgc nhé hon 3000; hé sb dbi ximg ciia
pic stavudin khéng duoc 16n hon 2,0; d6 1éch chuén twong
ddi caa dién tich pic stavudin tir 6 lan tiém 1ap lai dung
dich chudn kh6ng dugc 16n hon 2,0 %.

Tién hanh sic ky 14n lugt di v6i dung dich chuin va dung
dich thur.

Tinh ham lugng stavudin, C,,H,N,0,, c6 trong mét don
vi ché phim dwa vao dién tich pic stavudin thu dugc trén
sac ky db cta dung dich thir, dung dich chuén va ham
lwong C,,H,,N,0, trong stavudin chuén.

Bio quan ]
Trong d6 dung kin. D€ noi kho mat, nhiét 4§ khong qué
30 °C, tranh anh sang.

Loai thudce
Khéang HIV.

Ham lwgng thudmg diung
30 mg va 40 mg.



