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Ham lugng attapulgit trong ché phim dugc tinh theo
cong thirc:

M,-M 100

X(g)= Lx M
® e 00— H

Trong dé:
X(g): Sb gam attapulgit c6 trong | don vi dong goi;
M,: Khéi lugng chén nung (g);
M,: Khdi lugng chén nung va ché phim sau khi nung (g);
M,: Khéi lugng ché pham dem nung (g);
Myg: Khéi lugng trung binh ché phim trong 1 don vij
dong goi (g);
H: Mat khoi lugng do nung (& 1000 °C) cua nguyén
liéu dung dé san xuat ché pham (%).

Bio quin
Trong d6 dung kin.

Loai thube
Chit hap phu, bao vé niém mac da day, rudt.

Ham lurgng thudomg dung
1g;1,5g:25g:38.

AZITHROMYCIN

.XHzo

CH;

Cy4HN,0,,.xH,0 (x = 1 hodc x=2) Pl 749,0 (Dang khan)

Azithromycin la (2R, 35.4R,5R,8R,10R,11R,125,135,14R)-
13-[(2,6-Dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopy-
ranosyl)oxy]-2-ethyl-3.4,10-trihydroxy-3,5,6,8,10,12,14-
heptamethyl-11-[[3,4,6-trideoxy-3-(dimethyl-amino)-p-D-
xylo-hexopyranosyl]oxy]-1-oxa-6-azacyclopentadecan-15-on,
ngam mot hodc hai phdn to nudc phai chira tir 96,0 % dén
102,0 % C;3H,N,0,,, tinh theo ché pham khan,

San pham ban téng hop tir mot san pham 1én men.

Tinh chat
Bt trang hodc gan nhu trang, Thyc té khong tan trong
nudc, dé tan trong ethanol tuyét doi va methylen clorid.

AZITHROMYCIN

Pinh tinh

Phé hép thu h6ng ngoal (Phy luc 4.2) ca ché phim phai phu
hop véi pho hap thy hong ngoai cua azithromycin chuan,
Néu so sanh pho ¢6 su sai khac khi do ¢ dang rﬁn chuin
bi dung dich thir va dung dich chuan trong methylen clorid
(TT) c¢6 ndng 46 9,0 % va tién hanh do phd.

P{ trong va mau sic cua dung dich

Dung dich S: Hoa tan 0,500 g ché pham trong ethanol (TT)
va pha lodng thanh 50,0 ml v&i cung dung méu.

Dung dich S phai trong (Phu luc 9.2) va khéng mau (Phu
luc 9.3, phuong phap 2).

pH

Tir 9,0 dén 11,0 (Phu lyc 6.2).

Hoa tan 0,100 g ché phim trong 25,0 ml methanol (TT)
va pha lodng thanh 50,0 ml véi nwoc khéng co carbon
dioxyd (TT).

Géc quay cyc riéng o
Tur -45° den -49°, tinh theo che pham khan (Phuy luc 6.4).
Dung dung dich S de do.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3).

Pha dong A: Hoa tan 1,8 g dinatri hydrophosphat khan
(TT) vao 1000 ml nwéc va diéu chinh dén pH 8,9 bing
dung dich acid phosphoric loang (TT) hoidc dung dich
natri hydroxyd loang (TT).

Pha dong B: Methanol (TT,) - acetonitril (TT ) ( 250 : 750).
Hén hop dung méi: Dung dich dém pH 10,0 - acetonitril
(TT)) - methanol (TT,;) (350 : 300 : 350).

Dung dichdém pH 10,0: Dung dich amoni dihydrophosphat
0,173 % dugc diéu chinh dén pH 10,0 bing amoniac (TT).
Dung dich thir: Hoa tan 0,200 g ché pham bang hén hop
dung moi va pha lodng thanh 25,0 ml v&i cing dung méi.
Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thur
thanh 100,0 ml bang hdn hgp dung méi.

Dung dich doi chiéu (2): Hoa tan azithromycin chuin dung
dé danh gia tinh phu hop cua hé théng (chira céc tap chat
F, H va J) ¢6 trong mét lo chuin bing 1,0 ml hdn hgp dung
moi, siéu am trong S min.

Dung dich doi chiéu (3): Hoa tan 8,0 mg azithromycin
chuan dang dé dinh tinh pic (chira cac tap chit A, B, C, E,
F,G,1,J,L,M, N, O vaP) bing 1,0 ml hén hgp dung méi.
Diéu kién sdc ky:

Cét kich thuée (25 cm * 4,6 mm) dugc nhoi pha tinh end-
capped octadecylsilyl amorphous organosilica polymer
diing cho pho khoi (5 pm).

Nhiét d9 cot: 60 °C.

Detector quang phé tir ngoai dat & budc séng 210 nm.
Téc 4o dong: 1,0 mI/min.

Thé tich tiém: 50 pl.

Cach tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhu sau:
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AZITHROMYCIN
Thoi gian Pha djng A Pha djng B }
(min) (% tttt) % twtt) |
0-25 50 — 45 50 — 55
25-30 45 — 40 55 — 60
30-80 40— 25 60 — 75
80 - 81 25— 50 75 — 50
81-93 50 50 |

Sir dung sic ky d6 cung cap kém theo azuhromycm chuan
ding dé dinh tinh pic va sic ky d6 cua dung dich d6i chiéu
(3) dé xéac dinh pic cua cic tap chit A, B, C, E EG;1, ]
L, M, N, O va P. Sir dung sic ky db cung cép kém theo
azithromycin chudn ding dé danh gia tinh phi hop ciia hé
thong va sic ky 46 cia dung djch d6i chiéu (2) dé xac dinh
pic cua tap chit H.

Thoi gian luu twong ddi so véi azithromycin (thoi gian
lwu khoang 45 min dén 50 min): Tap chét L khoang 0,29;
tap chit M khoang 0,37; tap chét E khoang 0,43; tap chit
F khoang 0,51; tap chat D khoang 0,54; tap chét J khoang
0,54; tap chat I khoang 0,61; tap chit C khoang 0,73; tap
chit N khoang 0,76; tap chit H khoang 0,79; tap chét A
khoang 0,83; tap chat P khoang 0,92; tap chit O khoang
1,23; tap chit G khoang 1,26; tap chat B khoang 1,31.
Kiém tra tinh phi hop cua hé thong: Trén sic ky do cia
dung dich ddi chiéu (2), ty sb dinh - hom (HPIHV) it nhét 1a
1,4; trong d6 H, 1a chiéu cao cia dinh pic tap chit J so véi
dudng nén va H 1a chiéu cao cia ddy hom tach hai pic tap
chat J va tap chit F so v6i duong nén.

Giogi han:

Pé tinh ham lugng, nhén dién tich pic cua céc tap chit sau
v6i hé sb hiéu chinh tuong {mg: Tap chitF 12 0,3; tap chét
Glao0,.22; te_lpchatH 12 0,1; tapchatLlé23 tapchatMla
0,6; tap chit N 12 0,7.

Tap chét B: Dién tich pic tap chat B khong dugc 16m hon
2 lan dién tich pic chinh thu dugc trén sic ky d6 cia dung
dich déi chiéu (1) (2,0 %). )
Tap chitA, C,E,F, H,I,L, M, N, O, P: Véi mdi tap chit,
dién tich pic da hiéu chinh (néu can) khéng dugc 1én hon
0,5 lan dién tich pic chinh thu dugc trén sic ky dd cua
dung dich déi chiéu (1) (0,5 %).

Tong dién tich pic tap chit D va J khéng dugc 16n hon
0,5 lan du;:n tich plC chinh thu dugc trén sic ky dd cua
dung djch déi chiéu (1) (0,5 %).

Tap chét G: Dién tich pic tap chét G da hiéu chinh khong
dugc 16m hor. 0,2 lan dién tich pic chinh thu dugc trén sic
ky d6 cia duag dich ddi chiéu (1) (0,2 %).

Tap don khac: Dién tich pic cia mdi tap chat khéng dugc
Ién hon 0,2 lén dién tich pic chinh trén sic ky d6 cua dung
dich doi chiéu (1) (0,2 %

Téng djen tich pic cua tat ca cac tap chat khong dugc 16m
hom 3 lan dién tich pic chinh trén sic ky d6 cta dung dich
dbi chiéu (1) (3,0 %).

Bo qua nhi.'mg pic c6 dién tich nhé hon hodic bﬁng 0,1 lan
dién tich pic chinh trén sic ky d6 ciia dung dich d6i chiéu (1)
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(0,1 %); bo qua nhitng pic nra gidi ra trudc tap chat L va
ra sau tap chat B.

Ghi chii:

Tap chit A: 6-Demethylazithromycin.

Tap chit B: 3-Deoxyazithromycin (azithromycin B).

Tap chét C: 3”°-O-demethylazithromycin (azithromycin C).
Tap chat D: 14-Demethyl-14-(hydroxymethyl)azithromycin
(azithromycin F).

Tap chét E: 3’<(N,N-didemethyl)azithromycin (aminoazithromycin).
Tap chit F: 3°-N-demethyl-3’-N-formylazithromycin.

Tap chét G: 3’-N-demethyl-3’-N-[(4-methylphenyl)sulphonyl]
azithromycin.

Tap chét H: 3'-N-{[4-(acetylamino)phenyl]sulfonyl]-3'-N-demethyl-
azithromycin,

Tap chét I: 3’-N-demethylazithromycin.

Tap chat J: 13-O-decladinosylazithromycin.

Tap chat K; C14,1"-epoxyazithromycin (azithromycin E).

Tap chét L: Azithromycin 3’-N-oxid.

Tap chat M: 3’-(N,N-didemethyl)-3*-N-formylazithromycin.
Tap chat N: 3°-De(dimethylamino)-3’-oxoazithromycin.

Tap chét O: 2-Desethyl-2-propylazithromycin.

Tap chét P: Chua biét ciu tric.

Kim loai niing

Khéng dugc qua 25 phan triéu (Phu luc 9.4.8).

Hoa tan 2,0 g ché pham trong hdn hop nirée - ethanol khan
(15 : 85), pha lodng thanh 20 ml véi cung dung méi.

Léy 12 ml dung djch thu dugc tién hanh thir theo phuong
phép 2. Pha lodng dung dich chi mau 100 phdn trigu Pb
(TT) véi hén hop nude - ethanol khan (15 : 85) dé thu
dugc dung dich chi mau 2,5 phan triéu Pb. Dung dung dich
chi mdu 2,5 phan triéu Pb (TT) dé chuén bi mau ddi chiéu.

Nuée )
Tir 1,8 % dén 6,5 % (Phy lyc 10.3).
Dung 0,200 g ché pham.

Tro sulfat
Khong duoc qua 0,2 % (Phu luc 9.9), phuong phiép 2).
Dung 1,0 g ché phim.

Pinh lugng

Phuong phap sic ky long (Phu luc 5.3).

Pha dong: Acetonitril (TT)) - dung dich dém pH 11,0
(60 : 40).

DungdichdémpH 11,0: Hda tan 6,7 g dikali hydrophospha!
(TT) viao 1000 ml nucde va diéu chinh pH dén 11,0 bing
dung dich kali hydroxyd 56 %.

Dung djch A: Acetonitril (TT)) - dung dich dikali
hydrophosphat 0,67 % dwoc diéu chinh dén pH 8,0 bdng
acid phosphoric (TT) (60 : 40).

Dung djch thir: Hoa tan 53,0 mg ché phim trong 2 ml
acetonitril (TT,) va pha lodng thanh 100,0 ml bang dung
dich A.

Dung djch doi chiéu (1): Hoa tan 53,0 mg azithromycin
chuan trong 2 ml acetonitril (TT,) va pha lodng thanh
100,0 ml bing dung dich A.
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Dung dich déi chiéu (2): Hoa tan 5,0 mg ché phim va 5,0 mg
tap chét chuin A cua azithromycin trong 0,5 ml acefonitril
(TT,) va pha loéng thanh 10,0 ml bang dung dich A.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhéi pha tinh
octadecylsilyl vinyl polymer ding cho séc ky long (5 pm).
Nhiét 46 cot: 40 °C.

Detector quang phé tir ngoai dit & bude séng 210 nm.
Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sic ky véi thoi gian gip 1,5 lan thoi gian luu
cua azithromycin.

Thoi gian luu cua azithromycin khoang 10 min.

Kiém tra tinh phu hop ciia hé thng: Trén sic ky db cua
dung dich d6i chiéu (2), d6 phan giai giira pic cuia tap chit
A véi pic clia azithromycin it nhét 12 3,0.

Tinh ham lugng C33H72N2012 trong ché phim dua vao
dién tich pic thu duqc trén sic ky db cua dung dich thr,
dung dich ddi chiéu (1) va ham lugng C;3H7,N,0O;, clia
azithromycin chuén.

Bdo quin
Trong bao bi kin.

Loai thube
Khang sinh.

Ché phim
Nang, vién nén, hén dich uéng.

NANG AZITHROMYCIN

La nang cimng chira azithromycin.
Ché pham phai d4p tmg cic yéu cau trong chuyén luin
“Thudc nang” (Phy luc 1.13) va céc yéu cau sau:

Ham lwgng azithromycin, C33H;,N,0,, tir 90,0 % dén
110,0 % so véi lugng ghi trén nhin.

Dinh tinh

Trong phén Pinh lugng, pic chinh trén sic ky db cua dung
dich thir phai c6 thoi gian luu tuong ing véi thoi gian luu
cta pic chinh trén sic ky d6 ctia dung dich chuén.

D§ hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Méi truomg hoa tan: 900 ml dung dich dém phosphat pH 6,0.
Dung dich dém phosphat pH 6,0: Pha 6 L dung dich dinatri
hydrophosphat 0,1 M va diéu chinh téi pH 6,0 + 0,1 bing
khoing 40 ml acid hydrocloric (TT), thém vao 600 mg
trypsin (TT), tron déu.

Téc dé quay: 100 r/min.

Thoi gian: 45 min.

Cdch tién hanh: Xac dinh lugng azithromycin hoa tan

BOT PHA HON DICH AZITHROMYCIN

biéing phuong phép sic ky 1ong véi diéu kién séc ky va pha
d6ng nhu mé ta & myc Pinh lugng.

Dung dich thu: Sau thoi gian hoa tan quy djnh, liy mot
phan dich hoa tan, loc.

Dung dich chiudn: Cén chidh xéc mot lugng thich hop
azithromycin chuin hoa tan trong méi trudng hoa tan va
pha lodng tirng bu'crc néu cin véi méi trudng hoa tan dé thu
dugc dung dich c6 nong d¢ twong duong véi dung dich thir.
Yéu cau: Khong it hon 75 % (Q) lugng azithromycin,
Cy3H7,N045, so voi lugng ghi trén nhin duge hoa tan
trong 45 min.

Nudc
Khéng dugc qua 5,0 % (Phy lyc 10.3).
Dung 0,3 g ché phém.

Pinh lwong

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

Pha déng: Methanol - nuwdc - amoniac (80 : 19,9 : 0,1).
Dung dich chudn: Hoa tan mét luong azithromycin
chuén trong pha dong dé thu dugc dung dich c6 ndng do
azithromycin khoang 1,0 mg trong 1 ml.

Dung dich thir; Can chinh xadc mét lrgng bt vién tuong
ung véi khoang 50 mg azithromycin vao binh dinh mic
50 ml, thém 30 ml pha dfng va lic siéu Am 15 min. Pha
lodng bing pha dong vira du dén vach, lic déu, loc.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm). _

Detector quang pho tr ngoai dat ¢ budc song 215 nm.
Tdc d6 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh séc ky lan lrot d6i véi dung dich chuén va dung
dich thu.

Tinh ham lugng azithromycin, C33H7,N,0,5, €6 trong mét
don vi ché phém dua vao dién tich pic cia azithromycin
thu duoc tir sic ky dd cia dung dich thir, dung dich chuin
va ham lugng C33H,N,0,, trong azithromycin chuén.

Bdo quan
Trong vi nhom hay trong chai lo nut kin.
Pé noi khd mat, tranh 4nh sang.

Loai thude
Thudc khang sinh nhém macrolid.

Ham lwong thwdng dung
250 mg; 500 mg.

BOT PHA HON DICH AZITHROMYCIN

La thudc bot diing dé pha hén dich udng chira azithromycin.
C6 thé c6 thém cac ta dugce thich hgp tao mui vi, tao mau,
chat bao quan, chét 6n dinh hén dich...
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