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v thém 5 ml mede. Khudy déu va loc qua gidy loc w6t da
dwgc nira bing nude dén khi hét clorid. Pha loang dich lgc
thanh 10,0 ml biéing mwde. Thém timg giot acid nitric (TT)
vio 5,0 ml dung dich thu duoc dén khi tia tao thanh tan
tro lai va pha lodng thanh 15 ml bing nwdc. Dung dich thu

dugc phai dap img phép thur gigi han clorid.
Nuéce

Hoa tan 1 g ché phim trong 10 ml ether ddu héa (50 °C

dén 70 °C) (TT). Dung dich phai trong (Phu luc 9.2).

Cin sau khi bay hoi
Khong dugc qua 0,05 %.

Dé bay hoi 2,0 g ché phim trén cach thuy va sy kho &
nhiét &6 tir 100 °C dén 105 °C trong 1 h. Can con lai khong

dugc qua 1 mg.

Bio quin ]
Trong bao bi kin, dé noi khd mat.

Ghi chi

Tuong ky: Tao hén hop chay long (hén hop léng, dic
sét, trong sudt) vdi phenol, menthol, thymol, salol,
naphthol, resorcin, pyrocatechol, pyrogalol, acid salicylic,

phenylsalicylat, cloral hydrat, antipirin...

Loai thuéc
Thudc kich thich da, giam dau, chéng ngira.
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Capecitabin 1a pentyl
5-fluoro-1,2-dihydro-2-oxo-4-pyrimidin  carbamat,

pham khan.
Tinh chit

Bot két tinh mau tring hodc tring nga. Hoi tan trong
nudc, tan trong acetonitril va ethanol 96 %, dé tan trong

methanol.

1-(5-deoxy-B-p-ribofuranosyl)-
phal
chira tir 98,0 % dén 102,0 % C,sH;,FN;0, tinh theo ché

CAPECITABIN

Pinh tinh

A. Phd hap thu hong ngoal (Phu luc 4.2) cia ché pham
phai phu hop véi pho hap thy hong ngoai cua capecitabin
chuén hoic pho d6i chiéu cua capecitabin.

B. Trong phan Djnh lugng, pic chinh trén sic ky d6 cua dung
dich thir phai c6 thoi gian luu tuong tmg vé&i thoi gian luu
cua pic chinh trén séc ky do cia dung dich chuén.

Goéc quay cyre riéng o

Tir 496° dén +100°, tinh theo ché pham khan (Phu luc
6.4).

Ding dung dich ché phim 1,0 % trong methanol (TT), do
d20°C.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3) véi pha dong A,
pha dong B, dung méi pha méu, dung dich thr, dung dich
chuan, dung dich phu hop hé théng va didu kién sic ky
nhur m6 ta trong phén Dinh lugng.

Bang 1 dua ra cac thong sd thiri gian hwu tuong dm (gia tri
gan ding gidp xéac dinh vi tri cac tap chét), hé s6 dap img
tuong d6i va giéi han ciia cac tap chét.

Tinh ham lrong phéan traim méi tap chét trong ché phim,
néu co, dua vao dién tich pic tap chét trén séc ky db cua
dung dich thir, dién tich pic capecitabin trén séc ky dd cua
dung dich chuén, ndng d¢ capecitabin chuén trong dung
dich chudn va néng d6 ly thuyét cia capecitabin trong
dung dich thir. Chia dién tich pic tap chét cho hé sé dap
{mg twong ddi.

Gidi han:

Timg tap chit: Khéng dugc qua gidi han ghi trong Bang 1.
Téng céc tap chit: Khong dugc qua 1,5 %.

Bang 1
i Théi gian Hg¢ ésb  Gidi han
Tén chét lru dsp img  tap chit |
twong d6i twongddi (%)
Tap chit A 0,18 1,05 0,3 L
Tap chéit B 0,19 0,81 03 |
2'3"-di-O-acetyl-5'- i
deoxy-5-fluorocytidin 0g 59 ol |
"-deoxy-5-fluoro- ;
N4-(2-methyl-1- ‘|
butyloxycarbonyl)
cytidin + S'deoxy-5- 4% Lol &
fluoro-N4-(3-methyl-1- ;
butyloxycarbonyl)cytidin '
Capecitabin 1,00 1,00 —
1-[5-Deoxy-3-
O-(5-deoxy-f-D-
ribofuranosyl)-S- .
D-ribofuranosyl]- 1,06 1,00 0,3 |

| 5-fluoro-2-oxo-1,2- ?
| dihydropyrimidin-4-y1]- !
| carbamic acid pentyl ester :
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Gidi han
tap chat
(o)

Théi gian  HEé sb
lru dip imng
twong dbi twong ddi

Tén chét

1-[5-Deoxy-2-
O-(5-deoxy-f3-D-
ribofuranosyl)-4-
D-ribofuranosyl]-
5-fluoro-2-oxo-1,2-
dihydropyrimidin-4-yl]-
carbamic acid pentyl ester
Tap chéat C
1-[5-Deoxy-3-0-
(5-deoxy-a-D-
ribofuranosyl)-f-
D-ribofuranosyl]-
5-fluoro-2-oxo-1,2-
dihydropyrimidin-4-yl]-
carbamic acid pentyl ester
2',3'-di-O-acetyl-5'-
deoxy-5-fluoro-N4-
(pentyloxycarbonyl)
cytidin

Tap don khac —

1,09 1,00 0,2

1,11

0,91 0,3

1,20 1,00 0,3

0,85 0,1

- 1,00 01

Ghi chu:

Tap chét A: 4-amino-1-(5-deoxy-B-D-ribofuranosyl)-5-fluoro-
pyrimidin-2( 1 H)-on (5'-deoxy-5-fluorocytidin).

Tap chat B: 1-(5-deoxy-p-D-ribofuranosyl)-5-fluoropyrimidin-
2,4(1H,3H)-dion (5'-deoxy-5-fluorouridin).

Tap chit C: 2,3"-O-carbonyl-5'-deoxy-5-fluoro-N4-(pentyloxy-
carbonyl)cytidin.

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuong phap 1).

Nuée
Khong duoc qua 0,3 % (Phu luc 10.3, phuong phap 2).

Pinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Pha dong A: Dung dich acid acetic 0,1 % (tt/tt) - methanol
- acetonitril (60 : 35 : 5).

Pha dong B: Methanol - dung dich acid acetic 0,1 % (1/tt)
- acetonitril (80 : 15 : 5).

Dung méi pha mdu: Nudc - methanol - acetonitril (60 :
35 1 3)

Dung dich thir: Hda tan mét lugng ché phim trong dung
mdi pha miu dé dugc dung dich c6 ndng d6 0,6 mg/ml
capecitabin.

Dung dich chudn: Hoa tan capecitabin chuén trong dung
moi pha mau dé duoc dung dich cé ndng d6 0,6 mg/ml
capecitabin chuén.

Dung dich phit hop hé thcfng: Dung dich chira 0,6 pg/ml
capecitabin chuén, 0,6 pg/ml tap chat A chuan cua
capecitabin, 0,6 pg/ml tap chit B chuan cua capecitabin,
0,6 pg/ml tap chit C chudn cua capecitabin trong dung
moi pha mau.
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Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhoi pha finh C
(5 pm).

Nhiét do ct: 40 °C.

Nhiét d6 budng tiém méu tr déng: 5 °C.

Detector quang phd tir ngoai dit & budc séng 250 nm.
Téc db dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sc ky theo chuong trinh dung moi nhu sau:

Thoi gian Pha dqng A Pha d@ng B
(min) (% tt/tt) (% tt/tt)
0-5 100 0
5-20 100 — 49 0— 51
20-30 49 51
30-31 49 — 100 51—-0
L 31-40 100 0

Kiém tra tinh phd hqp cia hé thong Trén shc ky db ca
dung dich phii hgp hé thng, do phan giai giira pic tap chit
A va tap chit B khong nhé hon 1,0. Trén sic ky d6 cia
dung dich chuén, hé s6 dbi ximg cua pic capecitabin khong
16n hon 1,5. P§ léch chudn tuong dbi cua dién tich pic
capecitabin thu dugc tir 6 lan tiém lap lai dung dich chuin
khéng 16n hon 2,0 %.

Tinh ham lugng phan trim cua C|5H22FN306 trong
ché phim dya vao dién tich pic thu dugc trén sic ky do
cia dung dich thir, dung dich chuin va ham lugng ciia
C,sH2,FN;0, trong capecitabin chuén.

Bdo quéin
Trong do6 dung kin, tranh 4m, & nhiét d6 phong.

Loai thude
Thuoc chc‘mg ung thu.

Ché phim
Vién nén.

VIEN NEN CAPECITABIN

La vién nén chira capecitabin. Ché’ phdm phai dép (mg
céc yéu cau trong chuyén luén “Thudc vién nén” (Phy luc
1.20) va cac yéu cau sau day:

Ham lwgng capecitabin, C,sH,,FN;Oq, tir 93,0 % dén
105,0 % so véi lugng ghi trén nhan.

Pinh tinh .
Trong phéan Dinh lugng, pic chinh thu dugc trén sic ky do
ctia dung dich thir phai c6 théi gian lru tirong (g véi pic
chinh thu dugc trén sic ky db cua dung dich chuén.

D{ hoa tan (Phu luc ll.fl)
Thiét bi: Kiéu canh khudy.



