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CLARITHROMYCIN

Téng dién tich cua tit ca cic pic tap chét, trir acid
5’-cytidylic, khong dugc 16m hon 3,5 lAn dién tich pic
chinh thu dugc trén sic ky dd cua dung dich dbi chiéu (1)
(0,7 %).

Pinh lwgng

Phuong phap sic ky 1ong (Phu luc 5.3) voi pha dong va
diéu kién sic ky nhu mé ta & phin Tap chét lién quan.
Dung dich thir. Can 20 vién va nghién thanh bt min. Cin
chinh xac mét luwgng bt vién twong img véi khoang 120 mg
citicolin vao binh dinh murc 100 ml, thém nudc, lic dé hoa
tan va thém nuwdc dén vach, tron déu va loc. Pha lodng
10,0 ml dich loc thanh 50,0 ml bing nuwdc.

Dung dich chudn: Dung dich chira 0,25 mg/ml citicolin
natri chuén trong nwoc.

Cach tién hanh:

Kiém tra tinh phi hop cia hé thong: Trén sic ky d6 cia
dung dich chuin, sé dia ly thuyét tinh trén pic citicolin
khéng nhé hon 3000, hé sé dbi ximg cua pic citicolin
khong 16n hon 2,0 va d6 1éch chuin twong dbi cua dién
tich pic citicolin thu dugc tir 6 lan tiém lap lai khong lén
hon 2,0 %.

Tinh ham lrong phén trim cia citicolin, C,,H,¢N,O;,P,
trong ché phim dua vao dién tich pic citicolin natri thu
dugc trén sic ky db cia dung dich thir, dung dich chuin
va ham lugng cia C,;H,40,,P; trong citicolin natri chuin.
Khbi lwong phan tir cia citicolin va citicolin natri 13n luot
12 488,33 va 510,31.

Bio quan
Irong do dung kin, tranh anh sang.

Loai thudc
Ting chuyén hoa & té bao than kinh.

Ham lwgng thwong dung
100 mg, 250 mg, 500 mg tinh theo citicolin.

CLARITHROMYCIN

C“HWNO” P.t.l: 748,0
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Clarithromycin 1a (3R,4S5,5S,6R,7R,9R,11R,12R,138,-
14R)-4-[(2,6-dideoxy-3-C-methyl-3-O-methyl-a-L-
ribo-hexopyranosyl)oxy]-14-ethyl-12,13-dihydroxy-7-
methoxy-3,5,7,9,11,13-hexamethyl-6-[[3,4,6-trideoxy-3-
(dimethylamino)-p-D-xylo-hexopyranosyl] oxy] oxacyclo-
tetradecan-2,10-dion (6-O-methylerythromycin A), phai
chira tir 96,0 % dén 102,0 % CagHgNO3, tinh theo ché phim
da 1am kho.

Tinh chét

Bot két tinh mau tring hodc gan nhu tring. Thyc té khong
tan trong nudc, tan trong aceton va methylen clorid, khé
tan trong methanol.

Pinh tinh
Phd hip thu hong ngoal (Phu luc 4.2) ciia ché pham phai phu
hop véi phd hip thy hong ngoai cua clarithromycin chuén.

D) trong vi mau sic cua dung dich
Dung dich S: Hoa tan 0,500 g ché phim trong methylen
clorid (TT) va pha loang thanh 50,0 ml véi cing dung méi.
Dung dich S phai trong hoic khoéng duoc duc hon hdn dich
dbi chiéu sb 11 (Phy luc 9.2) va khéng duoc dAm mau hon
dung dich mau mAu V; (Phu luc 9.3).

Goc quay cuc riéng

Tir -94° dén -102°, tinh theo ché phidm da lam khé (Phu
luc 6.4).

Dung dung dich S dé do.

Tap chit lién quan

Phuong phap sic ky 1éng (Phu luc 5.3).

Pha déng A: Dung dich c6 chira kali dihydrophosphat
0,476 %, diéu chinh dén pH 4,4 bing dung dich acid
phosphoric lodng (TT) hoic bang dung dich kali hydroxyd
4,5 %. Loc qua mang loc C18.

Pha dong B: Acetonitril (TT).

Dung dich thir: Hoa tan 75,0 mg ché phdm trong 25 ml
acetonitril (TT) va pha loang thanh 50,0 ml bang nuoc.
Dung dich déi chiéu (1): Hoa tan khoang 75,0 mg
clarithromycin chuén trong 25 ml acetonitril (TT) va pha
loang thanh 50,0 ml bﬁng nudc.

Dung dich déi chiéu (2): Pha loang 5,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing hén hop déng thé tich cia
acetonitril (TT) va nuéc.

Dung djch déi chiéu (3): Pha loang 1,0 ml dung dich doi
chiéu (2) thanh 10,0 ml bing hdn hgp dong thé tich cia
acetonitril (TT) va nuoc.

Dung djch déi chiéu (4): Hoa tan khoang 15,0 mg hdn hop
céc tap chuén ca clarithromycin trong 5,0 ml acetonitril
(TT) va pha loang thanh 10,0 ml bing nudc.

Dung dich mdu tring: Pha lodng 25,0 ml acetonitril (TT)
thanh 50,0 ml bing nwdc, tron déu.

Diéu kién sdc ky:

C6t kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh I3
octadecylsilyl silica gel (3,5 pm).
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Nhiét 49 cot: 40 °C.

Detector quang phd tir ngoai dit & bude séng 205 nm.
Toc 46 dong: 1,1 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:
Tién hanh sic ky theo chuong trinh dung méi nhu sau:
Thoi gian Pha djng A PhadjngB

(min) (% tt/tt) Cottty |
0-32 75 — 40 25— 60 '
32-34 40 60
34 - 36 40 — 75 60 — 25
36-42 75 25

Tién hanh sic ky v&i dung dich mAu trang, dung dich thir,
dung dich d6i chiéu (2), (3) va (4).

Ding sic ky dd cua dung dich d6i chiéu (4) dé xac dinh pic
ca tap chit G va H.

Thoi gian luu twong ddi so vai clarithromycin (thoi gian
hru khoang 11 min): Tap chit I khoang 0,38; ctia tap chit
A khoang 0,42; cua tap chét J khoang 0,63; tap chit L
khoang 0,74; tap chat B khoang 0,79; tap chat M khoang
0,81; tap chit C khoang 0,89; cia tap chatD khoang 0,96;
cia tap chat N khoang 1,15; cua tap chét E khoang 1,27,
tap chat F khoang 1,33; tap chit P khoang 1,35; tap chit O
khoang 1,41; tap chit K khoang 1,59; tap chit G khoang
1,72 va tap chit H khoang 1,82.

Kiém tra tinh phii hop cua hé théng: Trén sic ky db cua
dung dich déi chiéu (2), hé sé dbi ximg khong dugc qua
1,7 dbi voi pic cua c!anthromycm Trén sic ky d6 cia
dung dich d6i chiéu (4), ty s dinh - hdm (H/H,) lt nhét
béng 3,0, trong do H, 1a chiéu cao tinh tir duomg nen cua
pic tap chat D va H, la chiéu cao tinh tir dudng nén dén
diém thap nhét cia dudng cong phian tach giira pic tap chét
D va pic cua clarithromycin.

Gioi han:

Dé tinh toan ham lugng céc tap chét, nhan dién tich pic cia
céc tap chit sau véi hé sb hiéu chinh tuong tmg. Tap chét
G 12 0,27; tap chat H 12 0,15.

Timg tap chit c6 dién tich pic khéng dugc 16n hon 2 14n
dién tich pic chinh ctia dung dich d4i chiéu (3) (1,0 %) va
khong dugc co qué 4 pic tap chét 16n hon 0,8 lan dién tich
plC chinh cia dung dich déi chiéu (3) (0,4 %).

Téng dién tich cic pic tap chit khong duoc 1ém hon 7 lin
dién tich pic chinh cuia dung djch d6i chiéu (3) (3,5 %).
Bé qua c4c pic ¢ dién tich nho hon hoic bing 0,2 lan dién
tich pic chinh ciia dung dich déi chiéu (3) (0,1 %). B6 qua
céc pic rira gidi ra trudc tap chét I va cac pic nira giai ra
sau tap chét H.

Ghi chu:

Tap chét A: Clarithromycin F.

Tap chét B: 6-O-methyl-15-norerythromycin A.

Tap chat C: 6-O-methylerythromycin A (E)-9-oxim.

Tap chit D: 3”-N-demethyl-6-O-methylerythromycin A.

Tap chat E: 6,11-di-O-methylerythromycin A.

NANG CLARITHROMYCIN

Tap chét F: 6,12-di-O-methylerythromycin A.

Tap chét G: (6-O-methylerythromycin A (£)-9-(O-methyloxim).
Tap chat H: 3”-N-demethyl-3’-N-formyl-6-O-methyl-
erythromycin A.

Tap chét I: 3-O-decladinosyl-6-O-methylerythromycin A.

Tap chét J: Erythromycin A (E)-9-oxim.

Tap chit K: (1S.2R,5R,65,75,8R.9R,11Z)-2-ethyl-6-hydroxy-
9-methoxy-1,5,7,9,11,13-hexamethyl-8-[[3,4,6-trideoxy-
3-(dimethylamino)-f-D-xylo-hexopy-ranosyl]-oxy]-3,15-
dioxabicyclo[10.2.1]pentadeca-11,13-dien-4-on(3-O-decladinosyl-
8,9:10,1 1-dianhydro-6-O-methyl-erythromycin A-9,12-hemiketal).
Tap chét L: 6-0O-methylerythromycin A (Z)-9-oxim.

Tap chat M: 3”-N-demethyl-6-O-methylerythromycin A (E)-9-oxim.
Tap chit N: (10E)-10,11-didehydro-11-deoxy-6-O-methyl-
erythromycin A.

Tap chit O: 6-O-methylerythromycin A (Z)-9-(O-methyloxim).
Tap chit P: 4’,6-di-O-methylerythromycin A.

Kim loai ndng

Khéng dugc qua 20 phan trigu (Phu luc 9.4.8).

Hoa tan 1,0 g ché phidm trong hén hop nwéc - dioxan
(15 : 85), pha lodng thanh 20 ml véi cung dung mdi. Léy
12 ml dung dich thu durgc tién hanh thir theo phuong phap 2.
Ding dung dich chi mau 100 phan triéu Pb (TT) pha loang
v6i hdn hop nueée - dioxan (15 : 85) dé chuin bi miu dbi
chiéu 1 phan triéu.

Nuéce
Khong dugc qua '2,0 % (Phu luc 10.3).
Dung 0,500 g ché pham.

Tro sulfat
Khéng dugc qua 0,2 % (Phu luc 9.9, phwong phap 2).
Diing 0,5 g ché phim.

Dinh lugng

Phuong phap sac ky 1ng (Phu luc 5.3). Diéu kién séc ky
nhu mo ta trong phin Tap chét lién quan.

Tién hanh sic ky véi dung dich thir va dung dich déi
chiéu (1).

Tinh ham lugng phan trim cia CagHgNO,; dua vao dién
tich pic dap Umg cua clanthromycm trén sic ky do coa
dung dich thir va dung dich dbi chiéu (1).

Bao quén
Trong d6 dung kin, tranh 4nh sang.

Loai thude
Khang sinh nhom macrolid.

Ché phim '
Vién nén, nang, bot pha hdn dich udng.

NANG CLARITHROMYCIN

La nang cumg chifa clarithromycin.
Ché phim phai dap img cic yéu céu trong chuyén luin
“Thuéc nang” (Phy lyc 1.13) va céc yéu céu sau diy:
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