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ACICLOVIR

B. Hoa tan m{t lugng ché phidm chira khoang 1,0 g
acetylcystein trong 20 ml mwde. Lic k¥, loc. Liy 1 ml dich
loc, thém 0,1 ml dung dich natri nitroprusiat 5 % (TT) va
0,1 ml amoniac dam déc (TT) s& xuét hién mau do tim dam.

Pinh lurgng

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha déng: Hoa tan 6,8 g kali dihydrophosphat (TT) trong
1000 ml nude, didu chinh dén pH 3,0 bing acid phosphoric
ddm ddc (TT), loc.

Dung dich thir: Can 20 nang, tinh khéi lugng trung binh
ctia bt thude trong nang, nghién thanh bét min. Can chinh
xac lugng bot twong ng khoang 0,1 g acetylcystein vao
binh dinh mirc 100 ml, hoa tan va pha lodng v&i dung djch
natri metabisulfit 0,05 % &én dinh murc, lic déu, loc. Hut
10,0 ml dung dich lgc vao binh dinh mirc 100 ml, pha lodng
vOi dung dich natri metabisulfit 0,05 % dén dinh mirc,
lic déu.

Dung djch chudn: Cén chinh xac khoang 0,1 g acetylcystein
chuin vio binh dinh mirc 100 ml, hoa tan bang dung djch
natri metabisulfit 0,05 %, pha lodng v&i cing dung méi dén
dinh mirc, lic déu. Hut 10 ml dung dich ndy vio binh dinh
mitc 100 ml, pha lodng v&i dung dich natri metabisulfit
0,05 % dén dinh muc, lic déu.

Piéu kién sdc ky:

Cot kich thuéc (25 cm x 4 mm) dugc nhdi pha tinh C
(5 pm). '

Detector quang pho tir ngoai dét & budc séng 214 nm.
Thé tich tiém: 20 pl.

Téc d6 dong: 1,5 ml/min.

Cdch tién hanh:

Kiém tra tinh phii hop ciia hé théng sic ky: Tién hanh sic ky
v6i dung dich chuén, 6 1éch chuin tuong dbi cia cac dién
tich dap {mg tir 6 lan tiém l3p lai khong duge 1én hon 2,0 %.
Tién hanh sic ky lin lugt véi dung dich chuén va dung
dich thur.

Tinh ham lugng acetylcystein, CsHoNOsS, c6 trong nang
dwa vao dién tich pic thu dugc trén sic ky dd cua dung
dich thir, dung dich chuin va ham lugng CsHoNO,S cua
acetylcystein chuin.

Bio quin )
Trong lg kin, d€ noi mat, tranh 4nh sang.

Loai thudc
Thudc diéu hoa sy tiét dich ciia phé quan.

Ham lhrgng thuong diung
200 mg.
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Aciclovir 1a 2-amino-9-[(2-hydroxyethoxy)methyl]-1,9-
dihydro-6H-purin-6-on, phai chira tir 98,5 % dén 101,0 %
CgH,,NsO,, tinh theo ché phim khan.

Tinh chét

Bot két tinh mau tring hoZic gin nhu tring. Kho tan trong
nude, d& tan trong dimethyl sulfoxid, rit khé tan trong
ethanol 96 %. Tan trong cic dung djch acid v6 co lodng va
hydroxyd kiém lodng.

Dioh tinh i
Phé hép thy hong ngoai (Phu lyc 4.2) cia ché phdm phai
phti hop véi phd hap thy héng ngoai cua aciclovir chuén.

Do trong va mau sic ciia dung dich

Hoa tan 0,25 g ché pham trong dung dich natri hydroxyd
0,1 M (TT) va pha lodng thanh 25 ml véi cling dung mdi.
Dung dich phai trong (Phu luc 9.2) va khong dugce cé mau
ddm hon mau méu V, (Phu luc 9.3, phuong phép 2).

Tap chét lién quan

Phuong phap sic ky 16ng (Phu luc 5.3).

Pha dong A: Acetonitril - dung dich dém phosphat pH 3,1
(1:99).

Pha déng B: Acetonitril - dung dich dém phosphat pH 2,5
(50 : 50).

Dung dich dém phosphat pH 2,5: Hoa tan 3,48 g dikali
hydrophosphat (TT) vao 1000 ml mrdc va diéu chinh dén
pH 2,5 bang acid phosphoric (TT).

Dung dich dém phosphat pH 3,1: Hoa tan 3,48 g dikali
hydrophosphat (TT) vao 1000 ml nudc va diéu chinh dén
pH 3,1 bang acid phosphoric (TT).

Hén hop dung méi: Dimethyl sulfoxid - meée (20 : 80).
Dung dich thir. Hoa tan 25 mg ché phim bing 5,0 ml
dimethyl sulfoxid (TT) va pha lodng thanh 25,0 ml véi nude.
Dung djch déi chiéu (1): Hoa tan 5 mg aciclovir chun
dung dé danh gia tinh phd hop cua hé théng (chira cac tap
chit A, B, J, K, N, O, va P) trong 1 ml dimethyl sulfoxid
(TT) va pha loang thanh 5,0 ml véi nwoc.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thi
thanh 100,0 ml bing hén hgp dung méi. Pha lodng 1,0 ml
dung dich thu dugc thanh 10,0 ml bang hén hop dung moi.
Dung djch doi chiéu (3): Hoa tan aciclovir chun dung
dé dinh tinh pic 1 (chtra tap chét C va tap chit I) c6 trong
1 1o chuan trong 200 pl dimethyl! sulfoxid (TT) va pha
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loang thanh 1,0 ml v&i nuwde. Chuén bj dung dich ngay
trude khi ding.

Dung dich déi chiéu (4): Hoa tan aciclovir chuan ding dé
dinh tinh pic 2 (chira tap chat F va tap chét G) cé trong 1 lo
chuén trong 1,0 ml dung dich déi chiéu (1).

Diéu kién sdc ky:

Cét kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Detector quang phé tir ngoai dit & budc séng 254 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl v&i dung dich thir, dung dich di chiéu

(2), 3) Vé 4.

Cdch tién hanbh:

Tién hanh séc ky theo chuong trinh dung méi nhu sau:

" Thoigian " Phad{ngA Pha djngB
(min) (% tv/tt) (% tt/tt)
0-5 100 0
5-27 100 — 80 0—20
27-40 80 20

Sir dung séc ky d6 cung cap kém theo acnclowr chuan dlfmg
dé dinh tinh pic 1 va sic ky d6 cua dung dich d6i chiéu 3)
dé xac dinh pic cua tap chét C va tap chét L. Sir dung sic
ky d6 cung cap kém theo aciclovir chuin dung dé dinh tinh
pic 2 va sic ky d6 cua dung dich déi chiéu (4) dé x4c dinh
pic ciia cc tap chat A, B, F, G, J, K, N, O va P.

Théi gian luu twong dbi so véi aciclovir (thoi gian luu
khoang 13 min): Tap chét B khoang 0,4; tap chit P khoang
0,7; tap chit C khoang 0,9; tap chit N khoang 1,37; tap
chit O khoang 1,42; tap chét I khoang 1,57, tap chét J
khoang 1,62; tap chitF khoang 1,7; tap chﬁtAkhoéng 1,8;
tap chat K khoang 2,5; tap chit G khoang 2,6.

Tinh phu hop ciia hé théng Trén sic ky d6 cia  dung dich
d6i chiéu (3), 46 phan giai giita pic cua tap chat C va pic
ctia aciclovir it nhét 14 1,5. Trén sic ky dd cia (dung dich
dbi chiéu (4), d6 phan giai giira pic cia tap chét F va pic
cia tap chat A it nhét 13 1,5; do phén giai giira pic cua tap
chit K va pic cua tap chit G it nhat 1a 1,5.

Gidi han:

Dé tinh ham lugng, nhan dién tich pic ctia tap chat I véi hé
s6 higu chinh 14 1,5.

Tap chit B: Dién tich cta pic tap chét B khéng duoc 16n
hon 7 1dn dién tich cua pic chinh thu dugc trén sic ky d6
cia dung dich déi chiéu (2) (0,7 %).

Tap chat O: Dién tich cia pic tap chit O khéng dugc 16n
hon 3 1an dién tich cia pic chinh thu dugc trén sic ky ab
cua dung dich ddi chiéu (2) (0,3 %).

Tap chit A, G, J, K, N, P: Vi mdi tap chat, dién tich pic
khéng dugc 1ém hon 2 1dn dién tich pic chinh thu dugc trén
sic ky db cua dung dich ddi chiéu (2) (0,2 %).

Tap chét C, F, I: V&i mdi tap chit, dién tich pic da hi¢u
chinh, néu cin, khéng dugc 16n hon dién tich pic chinh thu
dugc trén sic ky db cia dung dich déi chiéu (2) (0,1 %).
Tap don khac: Dién tich pic ciia mdi tap chit khong dugc
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lén hon 0,5 lan dién tich pic chinh trén séic ky d6 ciia dung
dich déi chiéu (2) (0,05 %

Tong dién tich pic cua tit ca cdc tap chat khong dm;xc 16m
hon 15 14n dién tich pic chinh thu dugc trén sic ky d6 clia
dung dich d6i chiéu (2) (1,5 %).

Bo qua nhitng pic c6 dién tich nh6 hon hodc bing 0,3 lan
dién tich pic chinh thu dugc trén sic ky d6 cua dung dich
dbi chiéu (2) (0,03 %).

Ghi chui:

Tap chit A: 2-[(2-amino-6-0xo-1,6-dihydro-9H-purin-9-yl)
methoxyJethyl acetat.

Tap chat B: 2-amino-1,7-dihydro-6H-purin-6-on (guanin).

Tap chét C: 2-amino-7-[(2-hydroxyethoxy)methyl]-1,7-dihydro-
6H-purin-6-on.

Tap chat F: N-[9-[(2-hydroxyethoxy)methyl]-6-0x0-6,9-dihy-
dro-1H-purin-2-yl]acetamid.

Tap chédt G: 2-[[2-(acetylamino)-6-0xo0-1,6-dihydro-9H-purin-
9-ylJmethoxy]ethyl acetat.

Tap chit I: 2-amino-7-[[2-[(2-amino-6-oxo-1,6-dihydro-9H-
purin-9-yl)methoxy]ethoxy]methyl]-1,7-dihydro-6 H-purin-6-on.
Tap chit J: 9,9'-[ethylenbis(oxymethylen)]bis(2-amino-1,9-
dihydro-6H-purin-6-on).

Tap chit K: 2,2’-[methylendiimino]bis[9-(2-hydroxyethoxy)
methyl]-1,9-dihydro-6H-purin-6-on)].

Tap chat L: N-(9-acetyl-6-0x0-6,9-dihydro-1H-purin-2-yl)
acetamid (N2,9-diacetylguanin).

Tap chit M: 2-[[2-(acetylamino)-6-oxo-1,6-dihydro-7H-purin-
7-yllmethoxy]ethyl acetat.

Tap chét N: Chua xac dinh cdu tric.

Tap chét O: Chua x4c dinh ciu tric.

Tap chét P: 2-amino-9-(2-hydroxyethyl)1,9-dihydro-6 H-purin-
6-on.

Nuéc
Khéng dugc qua 6,0 % (Phu luc 10.3).
Ding 0,500 g ché pham.

Tro sulfat
Khéng dwoc qua 0,1 %. (Phu lyc 9.9, phuong phap 2).
Diing 1,0 g ché phém.

Pinh lwgng

Hoa tan 0,150 g ché phim trong 60 ml acid acetic khan
(TT). Chuén do bing dung djch acid percloric 0,1 N (CD).
Xéac dinh diém két thiic bing phuong phap chuan d¢ do
dién thé (Phy lyc 10.2). Song song lam mau tring trong
cing diéu kién,

1 ml dung dich acid percloric 0,1 N (CP) tuong duong vai
22,52 mg CBH“Nsoj.

Bdo quéan
Trong bao bi kin.

Loai thube
Thubc chéng virus.

Ché phim
Kem, thuéc m@ tra mit, dung dich tiém truyen hén dich
uong, vién nén.
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