pDOXYCYCLIN HYDROCLORID

BAN BO SUNG DBVNy

dbi cua dién tich pic diclofenac tir 6 lan tiém l13p lai khong
16m hon 2,0 %

Tién hanh sic ky lan lugt voi dung dich chuén va dung
dich thur.

Tinh ham h.r(mg diclofenac natri, Cl_‘l—le]z[\J]\]ao2
trong ché pham dya vao dién tich pic thu duoc trén séc
ky db cua dung dich chuén, dung dich thir va ham lwgng
C,4H,CI;NNaO; trong diclofenac natri chuin.

Bio q}lan

Dong ong thuy tinh han kin, dé noi mét, tranh anh séng.
Loai thube

Thube chong viém khong steroid.

Ham lwgng thudng dung

75 mg/2 ml; 75 mg/3 ml.

DOXYCYCLIN HYDROCLORID
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Doxycyclin hydroclorid la (4S,4aR,5S,5aR,6R,12a5)-4-
(dimethylamino)-3,5,10,12,12a-pentahydroxy-6-methyl-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydrotetracen-2-
carboxam1d hydroclorid hemiethanol hemihydrat, duoc
tong hop tir oxytetracyclm hodc mctacyclm hodc bang cac
phwong phap khac, ché pham bén téng hop tir mdt san pham
1én men, phai chira tir 95,0 % dén 102,0 % C5,H,sCIN, Oy,
tinh theo ché pham khan va khéng c6 ethanol.

Tinh chit

Bot két tinh mau vang, hut 4m. Dé tan trong nudc va trong
methanol, hoi tan trong ethanol 96 %, tan trong cac dung
dich kiém hydroxyd va carbonat.

Dinh tinh

A. Trong phan Dinh lugng, pic chinh trén sdc ky do cua
dung dich thu pha1 o thoi gian luu trong mg voi pic
chinh trén séc ky dé ciia dung dich ddi chiéu (1).

B. Thém 5 ml acid sulfuric (TT) vao khoang 2 mg ché
pham, mau vang tao thanh.

C. Ché pham cho phan img dinh tinh (A) cua clorid (Phu
luc 8.1).

pH
Tir 2,0 dén 3,0 (Phu luc 6.2).
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Hoa tan 0,1 g ché pham trong nudc khong c6 carbon dioxyq
(TT) va pha loang thanh 10 ml v@i cung dung moi.

Pj hap thy

Khong duoc qua 0,07 & budc song 490 nm, tinh theo ch¢
pham khan va khong ¢6 ethanol (Phu luc 4.1).

Hoa tan 0,10 g ché phim trong hon hop dung dich acid
hydmdom | M - methanol (1 : 99) va pha loang than
10,0 ml véi cung dung moi. o do hép thu trong vong 1 h

ké tir khi pha dung dich.

Tap chit lién quan

Phuong phép séc ky long (Phu luc 5.3). Chuan bi cac dung
dich ngay trudc khi dung.

Pha déng: Tron déu 13 thé tich acetonitril (TT), 17 thé tich
nude, 35 thé tich dun;, dich terrabutylamom hydrosulfat
(TT) 6,79 % da dugc diéu chinh dén pH 7,0 bang amoniac
(TT) va 35 thé tich dung dich A.

Dung djch A: Phan tan 111,6 g natri edetat (TT) trong
900 ml nieée, diéu chinh dén pH 7,0 bang amoniac (TT)
dé natri adetat tan hoan toan, thém nusge vira du 1000 ml,
Dung dich thir: Hoa tan 20,0 mg ché pham trong dung dich
acid hydrocloric 0,01 M (TT) va pha loang thanh 25,0 m|
vGi cung dung moi.

Dung dich dbi chiéu (1): Hoa tan 20,0 mg doxycyclin
hydroclorid chuén trong dung dich acid hydrocloric 0,01 M
(TT) va pha loang thanh 25,0 ml v&i cung dung moi.
Dung dich doi chiéu (2): Hoa tan 5 mg doxycyclin hydro-
clorid chuan dé kiém tra tinh phu hop cua hé thong (chira
tap chit A, B, C va F) trong dung dich acid hydrocloric
0,01 M (TT) va pha loang thanh 10 ml v&i cung dung moi.
Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thi
thanh 100,0 ml bi"mg dung dich acid hydrocloric 0,01 M (TT).
Piéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhdi pha tinh end-
capped polar-embedded octadecylsilyl amorphous organo-
silica polymer (5 pm).

Nhiét do cét: 35 °C.

Detector quang phd tir ngoai tai budc song 280 nm.

Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky dung dich thir, dung dich déi chiéu (2)
va (3).

Tién hanh séc ky véi thoi gian gap 2 lan thoi gian luu cia
doxycyclin. _
Str dung sic ky d6 cung cép kém theo doxycyclin chuan
dung dé kiém tra tinh phu hop cua hé thong va sac ky do
cta dung dich d6i chiéu (2) dé xac dinh pic cua tap chitA,
B,CvaF.

Thai gian lueu twong d6i so véi doxycyclin (thoi gian v
khoang 21 min): Tap chat C khoang 0,4; tap chat A khdng
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0.7; tap chat B khoang 0,8; tap chét F khoéng 1,3.

Kiém tra tinh phu hop cua hé thong: Trén sic ky d6 cua
dung dich ddi chiéu (2), do phan giai giira pic cua tap chét
A va pic cua tap chat B it nhat 13 2 ,0; d6 phan giai gitra pic
cha tap chit B va plC cua doxycyclin it nhat 13 2.0.

Tinh ham luong phan trim cac tap chét dva vao ndng d¢
cua doxycyclin trong dung dich ddi chiéu (3).

Gioi han:

Tap chét A: Khong duge qua 2,0 %.

Tap chit F: Khong dugc qua 1,2 %.

Tap chét B: Khong dugc qua 0,5 %.

Tap chat C: Khong dugc qua 0,2 %.

Cac tap chét khac: V&i mai tap chat khong duge qua 0,10 %.
Tong cac tap chat: Khong duge qua 3,0 %.

Bo qua cac tap chit c6 ham luong dudi 0,05 %.

Ghi chii:

Tap chat A: (45,4aR,58,5aR,68, 12a5)-4-(dimethylamino)-3,5,10,
12,12a-pentahydroxy-6-methyl-1,11-dioxo-1,4,4a,5,5a ,6,11,12a-
ocwhydroletracen -2-carboxamid (6- -epidoxycyclin).

TapchatB (45,4aR,55,5aR,12a5)-4-(dimethylamino)-3,5,10,12,
12a-pentahydroxy-6-methylen-1,11-dioxo-1,4,4a,5 5a,6,11,

12a-octahydrotetracen-2-carboxamid (metacyclin).

Tap chat C: (4R,4aR,55,5aR 6R,12aS)-4-(dimethylamino)-3,5,
10,12,12a-pentahydroxy-6-methyl-1,11-dioxo-1,4,4a,5,5a,6,11,
12a-octahydrotetracen-2-carboxamid (4-epidoxycyclin).

Tap chdt D: (4R,4aR,55,5aR,6S,12aS)-4-(dimethylamino)-3,5,
10,12,12a-pentahydroxy-6-methyl-1,11-dioxo-1,4,4a,5,5a,6,11,
|2a-octahydrotetracen-2-carboxamid (4-epi-6-epidoxycyclin).

Tap chat E: (45,4aR,5S,5aR,68,12aS5)-4-(dimethylamino)-3,5,6,
10,12,12a-hexahydroxy-6-methyl-1,11-dioxo-1,4,4a,5,5a,6,11,
12a-octahydrotetracen-2-carboxamid (oxytetracyclin).

Tap chit F: (45,4aR,5S,5aR,6R,12aS)-2-acetyl-4-(dimethylami-
no)-3,5,10,12,1 2a-pentahydroxy-6-methyl-4a,5a,6,12a-tetra-
hydrotetracen-1,11(4H,5H)-dion (2-acetyl-2-decarbamoyldoxy-
cyclin).

Ethanol

Phai tir 4,3 % dén 6,0 %.

Phuong phap séc ky khi (Phu luc 5.2).

Dung dich chudn néi: Pha loang 0,50 ml propanol (TT)
thanh 1000,0 ml vé&i nuwedre. )

Dung dich thir: Hoa tan 0,10 g ché pham trong dung
dich chudn noi va pha loang thanh 10,0 ml v6i dung dich
chuén noi.

Dung dich d@oi chiéu: Pha loang 0,5 ml ethanol (TT) thanh
100,0 ml bang dung dich chuédn néi. Pha loang 1,0 ml dung
dich thu du’qc thanh 10,0 ml bang dung dich chuén noi.
Diéu kién sdc ky:

Cot silica nung chay véi chiéu dai 50 m va dudng kinh
0,32 mm dugc phu pha tinh 1a poly(dimethyl)siloxan (phim
day 5 pm).

Khi mang: Heli dung cho sdc ky khi.

Toc d§ dong: 37 cm/s.

Ty 1é chia dong: 1 : 10.
Detector ion hoa ngon Itra.

Nhiét do:

Thoi gian Nhiét )

(min) (°C)

0-7 70
Cot =13 70 — 160

13-15 160

Budng tiém 200

Detector 250

Thé tich tiém: 1 pl.

Cach tién hanh: '

Thoi gian lwu trong doi so voi propanol (thoi gian luu
khoang 7 min) cua ethanol khoang 0,6.

Tinh ham luong ethanol dua vao ty s6 dién tich plc dap
g cua ethanol va pic cua chuin ndi trén sic ky dd cua
dung dich thir va dung dich déi chiéu.

Khdi lugng riéng cua ethanol & 20 °C 1a 0,790 g/ml.

Nudc
Phai tir 1,4 % dén 2,8 % (Phu luc 10.3).
Dung 1,20 g ché pham.

Tro sulfat

Khong dugc qua 0,4 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché phém.

Noi déc t6 vi khudn

Phai it hon 1,14 EU/mg (Phu luc 13.2) néu ché phim
dung dé san xuét thuéc tiém ma khéng c¢6 bién phap hiru
hiéu nao loai bo dugc ndi ddc té vi khuan.

Pinh lwong

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

Tién hanh sic ky dung dich thir va dung dich déi chiéu (1).
Tinh ham luong phén tram ctia C,H,sCIN,Oy trong ché
phdm dya vio dién tich pic thu duge trén sic ky dd cua
dung dich thir, dung dich déi chiéu (1) va ham lugng cua
C»,H,5CIN, Oy trong doxycyclin hydroclorid chuén.

Bao quén

Trong d6 dyng kin, tranh &nh sang. Néu ché pham v6
khuan, bao quan trong d6 dung v6 khuin va kin.

Loai thube

Khéng sinh nhom tetracyclin.

Ché phiam

Nang.
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