VIEN NEN RIBAVIRIN

Tap chét C: Acid 1H-1,2,4-triazol-3-carboxylic.
Tap chal D: 1H-1,2,4-triazol-3-carboxamid.

Tap chét F: 1-(5-O-acetyl-$- -D-ribofuranosyl)-1H-1,2,4-triazol-
3—carb0xam1d (5’-0- acetylribavirin).

Tap chat G: 1-B-D-ribofuranosyl- 1H-1,2,4-triazol-5-carboxamid
(N-isomer).

Mit khéi lrong do 1am khd
Khong dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C; 5 h).

Tro sulfat

Khong duoc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham

Pinh lwong

Phuong phap sic ky long (Phu luc 5.3). Piéu kién séc ky
nhu mo ta trong phan Tap chét lién quan.

Tién hanh séc ky véi dung dich thir, dung dich déi chiéu (3)
Tinh ham lugng phan tram ciia CgH, 2N405 trong ché phim
dua vao dién tich plC thu dugc trén sic ky db cua dung dich

thir, dung dich d6i chiéu (3) va ham lugng cua CgH,,N,Os
trong ribavirin chuan.

Bao quan

Trong dd dung kin, tranh 4nh sang.
Loai thude

Thuoc khang virus.

Ché phim

Vién nén, nang.

VIEN NEN RIBAVIRIN

La vién nén chira ribavirin. .

Ché phém phai dép tmg céc yéu cau trong chuyén luan
“Thudc vién nén” (Phu luc 1.20) vé cac yéu cau sau day:

Ham lwgng ribavirin, CsH,,N,Os, tir 90,0 % dén 110,0 %
so vOi lugng ghi trén nhan.

Pinh tinh

Trong phin Pinh lrong, pic chinh trén sac ky 6 clia dung
dich thir phai c6 thoi gian luu twong {mg voi thoi gian luu
ctia pic ribavirin trén sic ky do ciia dung dich chuén.

D¢ hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

MGéi truweng hoa tan: 900 ml nudc.

Téc d quay: 50 r/min.

Thoi gian: 30 min.

Cach tién hanh:

Xac dinh lugng ribavirin hoa tan bang phuong phap sdc ky
léng (Phu luc 5.3).

Dung dich dém va pha déng nhu mé ta trong phan Dinh
lugng,

Dung dich thir: Sau thdi gian hoa tan quy dinh ldy mot
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phan dich hoa tan, loc va pha lodng v6i nudc néu ci can di
duqc dung dich c6 nong do ribavirin tuong duong véi
nong do6 trong dung dich chuén.

Dung dich chudn: Dung dich chira 0,22 mg/ml ribaviri,
chuén trong nudc.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) nhdi pha tinh C (S ym),
Detector quang ph tir ngoai didt & budc séng 225 nm,
Téc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Kiém tra tinh phu hop cua hé thong Trén sic ky dd cia
dung dich chuén, s dia 1y thuyet tinh trén pic ribavirip
khong nho hon 2000; hé so ddi ximg cua pic ribavirin
khong 16m hon 2,0; d6 1éch chuan twong dbi cua dién tich
pic ribavirin tir 5 lan tiém lap lai dung dich chuén khong
16n hon 2,0 %.

Tinh llrcmg ribavirin dd hoa tan tir dién tich plC thu duoc
trén sdc ky dd cua dung dich thir, dung dich chuén va ham
lugng CgH;,N,O5 cua ribavirin chuin

Yéu cdu: Khong it hon 80 % (Q) lwgng ribavirin, CsH ;N,O;,
so véi lwong ghi trén nhan dugc hoa tan trong 30 min.

Tap chit lién quan

Phwong phép séc ky long (Phu luc 5.3).

Pha dong A: Hoa tan 3,4 g kali dihydrophosphat (TT)
trong 1000 ml nwde, diéu chinh dén pH 5,0 + 0,05 béng
dung dich kali hydroxyd 5 % (TT), loc.

Pha dong B: Acetonitril (TT).

Dung dich thir: Can chinh xac mot luong bdt vién tuong ing
voi khoang 100 mg ribavirin vao binh dinh mirc 200 ml.
Thém 150 ml pha ddng A. Siéu Am trong 15 min (trong qua
trinh siéu 4m thinh thoang lic binh). D& ngudi vé nhiét d¢
phong va thém pha dong A dén vach, tron déu, loc.

Dung dich doi chiéu: Pha loang 1,0 ml dung dich thir thinh
100,0 ml bang pha dong A. Tiép tuc pha lodng 1,0 ml dung
dich thu dugc thanh 10,0 ml bing pha dong A.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) duge nhdi pha tinh C
(5 pm). "

Detector quang pho tir ngoai dit & budce song 220 nm.

Téc dd dong: 1 ml/min.

Thé tich tiém: 20 pl.

Thoi gian chay séc ky: 70 min (thoi gian rira giai khoang
55 min, thdi gian con lai dé can bing cot).

Cdch tién hanh:

Tién hanh sic ky theo chwong trinh dung méi nhu sau:

Thai gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0 100 0
30 90 10
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40 75 25
50 50 50
55 50 50
56 100 0
70 100 0

Kiém tra tinh phi hop cuia h¢ théng: Pg lech chuan twong
doi cua di¢n tich pic ribavirin tir 6 14n tiém lap lai dung
dich doi chiéu khong 1ém hon 5,0 %,
Tién hanh séc ky dung dich thir,
Gioi hgn: Nhu yéu cau dua ra trong Bang 1, bé qua cac pic
tap chat c6 dién tich nhé hon 0,5 14n dién tich pic chinh
trén sac ky do cua dung dich d6i chiéu (0,05 %),

Bang 1 - Cac tap chit cua ribavirin

r Tap chat Thoi gian luu Gidi han
L twong dbi (%)
Acid triazol ® 0,35 .
Acid ribavirin 0,40 _a
Triazol amid ¢ 0,64 _a
Ribavirin 1,0 _a
Ribavirin 5-isomer © 1,37 =
Ribavirin methyl ester f 2,09 _a
Ribavirin 5’-acety] & 2.43 —a
Ribavirin 5’-benzoyl 4,83 —
Tap don khac - 0,10
Téng tap chét s 0,30

Ghi chu.:

*cdc tap nay la tap trong qua trinh san xuét nguyén liéu va duoc
kiém soat trong nguyén li¢u, khong 4p dung tinh téng tap trong
ché pham.

® Acid 1H-1,2 4-triazol-3-carboxylic.

¢Acid 1-B-D-ribofuranosyl-1H-1,2,4-triazol-3-carboxylic.

4 1H-1,2,4-triazol-3-carboxamid.

¢ 1-B-D-ribofuranosyl-1#-1,2,4-triazol-3-carboxamid.

“Methyl 1-B-D-ribofuranosyl-1#-1,2,4-triazol-3-carboxylat.

¢ 14(5-O-acetyl-B-D-ribofuranosyl)-1H-1,2 4-triazol-3-carboxamid.
" 14(5-0-benzoyl-B-D-ribofuranosyl)-1/4-1,2,4-triazol-3-carboxamid.

Dinh lurgng

Phuong phép sic ky long (Phu luc 5.3).

Dung dich @ém: Héa tan 4,0 g natri dihydrophosphat (TT)
trong 1000 ml neée, didu chinh dén pH 5,0 + 0,05 bang dung
dich natri hydroxyd 5 % (TT), loc qua mang loc 0,45 pm.
Pha dong: Acetonitril - dung dich dém (1 : 49).

Dung méi pha mdu: Acetonitril - nuwée (3 : 7).

Dung dich thie- Can 20 vién, tinh khoi lugng trung binh
vién va nghién thanh bot min. Can chinh xic mot lugng
bot vién twong (mg véi khoang 120 mg ribavirin vao blll;lh
dinh mac 200 ml. Thém 150 ml dung méi pha mau. Su?u
am trong 15 min (trong qua trinh siéu dm thinh thoéu:n_g lac
binh), pé ngudi vé nhiét do phong va thém Fiung moi pha
mau dén vach, tron déu. Ly tdm va gan lay d;;:h trong. Plﬁ
lodng 5,0 ml dich thu dugc thanh 100,0 ml bang dung moi

pha miu, loc.

Dung dich chuan: Can chinh xac khoang 30 mg ribavirin
chuin hoa tan trong vira di 50,0 ml dung méi pha méu.
Pha lodng 5,0 ml dung dich thu dugc thanh 100,0 ml bing
dung moi pha mau.

Diéu kién sdc ky:

Cot kich thuéc (25 cm % 4,6 mm) duge nhéi pha tinh C
(5 pm). |

Detector quang pho tir ngoai dat & budc song 207 nm.
Téc @9 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Thoi gian chay sac ky: 10 min.

Cdch tién hanh: ' ’ ‘
Kiém tra tinh phu hop cua hé thong: Trén sic ky do cua
dung dich chuan, s6 dia ly thuyét tinh trén pic ribavirin
khong nho hon 2000; hé s6 dbi ximg ciia pic ribavirin
khong 16m hon 2,0; d6 Iéch chuan tuong doi cua 1dién tich
pic ribavirin tir 5 lan tiém 13p lai dung dich chuan khéng
16n hon 2,0 %.

Tinh him luong phan trim cua ribavirin, CgH, I’N4Oj, trong
ché pham dya vao dién tich pic thu dugc trén sac ky dd cua
dung dich thtr, dung dich chuan va ham luong CgH;,N,Os
ctia ribavirin chudn.

Bao quin

Trong dd dung kin.

Loai th ube

Khang virus.

Ham luwgng thuong dung

200 mg, 400 mg.

SALBUTAMOL SULFAT
B
H“ OH H
N_ _CHg
HsC CHy | . H2SOq
HO
OH
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va dong phan déi quang
(C3H3NO;),.H,S0, P.t.l: 576,7

Salbutamol sulfat la bis[(1RS)-2-[(1,]-dimethylethyl)
amino]-1-[4-hydroxy-3-(hydroxymethyl) phenyl]-ethanol]
sulfat, phai chira tr 98,0 % dén 101,0 % (C,;H;;NO;),.
H,SO,, tinh theo ché pham da lam khé.

Tinh chét

B{t két tinh da hinh, mau tring hay gin nhu tring.

D& tan trong nudr, thuc té khong tan hodc rat khé tan trong
ethanol 96 % va trong methylen clorid.
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