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lpc thuy tinh (Whatman GF/C la thich hgp).

Dung dich déi chiéu: Dung dich domperidon maleat chuin
0,127 % trong hén hgp dgng thé tich dicloromethan (TT)
vi merhanol‘ (TT).

Cach tién hanh: Chdm riéng biét 1én ban mong 10 pl mdi
dung dich trén. Sau khi trién khai, iy ban méng ra, dé khé
ngoai khong khi, quan sat dudi anh sang tir ngoai & budc
song 254 nm, sau d6 phun dung dich kali iodobismuthat
(TT) va quan sét. Trong cé hai l4n quan sat, vét chinh trén
séic ky d6 cua dung dich thir phai twong (mg vé vi tri v mau
séic vai vét chinh trén sic ky do cua dung dich ddi chiéu.
B. Trong phén Dinh lugng, pic chinh trén sic ky d6 cua
dung dich thir phai c6 thoi gian luu tuong (ng véi thoi
gian lwu cia pic domperidon maleat trén sic ky d6 cia
dung dich chuan.

P§ hoa tan (Phu luc 11.4)

Thiét bj: Kiéu canh khudy.

Moi truong hoa tan: 900 ml dung dich acid hydrocloric
0,1 M (TT).

Toc dg quay: 50 r/min.

Thai gian: 45 min.

Cdch tién hanh: Liy mét phan dung dich méi truong sau
khi hoa tan, loc, bo dich loc diu. Pha lodng t&i néng do
thich hop v6&i dung dich acid hydrocloric 0,1 M (TT) (néu
can). Do 46 hap thu (Phu luc 4.1) cia dung dich thu dugc &
buéc séng 286 nm, cde do day 1 cm, dung dung dich acid
hydrocloric 0,1 M (TT) 1am mAu tring. So sanh v&i dung
dich domperidon maleat chuén 0,001 % pha trong dung
dich acid hydrocloric 0,1 M (TT).

Tinh lugng domperidon, C,,H,4 CIN;O,, da hoa tan trong
mdi vién tir O hép thu do dugce cua dung dich thir, dung
dich chuin va ham lrgng domperidon, Cy,H,4CIN5O,,
trong domperidon maleat chuin.

Yéu cau: Khéng it hon 70 % Ilugng domperidon,
C,H,4CIN;O,, so vé&i lugng ghi trén nhdn dugc hoa tan
trong 45 min.

Dinh lugng

Phuong phép séc ky long (Phuy luc 5.3)

Pha dong: Nudc - acetonitril - acid acetic bdang -
triethylamin (500 : 500 : 5 : 5).

Dung dich chudn: Can chinh xic khoang 63,5 mg
domperidon maleat chuin vao binh dinh mirc dung tich
100 ml, hoa tan va pha lodng véi pha dong dén vach. Lic
déu. Lay chinh x4c 5 ml dung dich trén cho vao binh dinh
mirc dung tich 50 ml va pha loang vé&i pha dong dén vach,
lic déu.

Dung djch thir: Can 20 vién, tinh khdi lugng trung binh
vién va ughién thanh b6t min. Can chinh x4dc mét lugng
bt vién twrong duong véi khoang 25 mg domperidon vao
binh dinh mirc dung tich 50 ml, hoa tan va pha lodng v&i
pha dong dén vach. Lic déu, loc. Ly chinh xac 5,0 ml
dich loc trén cho vao binh djnh mirc dung tich 50 ml va
pha loang véi pha dong dén vach, lic déu, loc.

Diéu kién sdc ky:

DOXYCYCLIN HYDROCLORID

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

Nhiét d§ cot: 40 °C.

Detector quang phd tir ngoai dit & budc séng 280 nm.
Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh: ,
Kiém tra tinh phii hop ctia hé théng sic ky: Tién hanh sic
ky véi dung dich chuin, d¢ léch chuin tuong d6i cta dién
tich pic domperidon giira cac 1an tiém lap lai khéng dugc
16m hon 2,0 %.

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

Tinh ham lugng domperidon, C22H24CIN502, dua vao
dién tich pic chinh thu dugc trén sac ky d cua dung dich
thir, dung dich chuin va ham lwong Cy,H,,CIN;O, trong
domperidon maleat chuén.

1 mg domperidon maleat twrong ung voi 0,7858 mg
domperidon.

Béo quén
Trong bao bi kin, tranh anh sang.

Loai thudc
Thuoc chong non.

Ham lugng thudng ding
10 mg.

DOXYCYCLIN HYDROCLORID
Doxycyclin hyclat

HCI
Hic™  TCH,
) C2H5 -OH 112H20
szstClNzOg.%CzHGO.VZHzo Ptl: 5 12,9

Doxycyclin hydroclorid la (4S,4aR,5S,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 hydroclorid hemiethanol hemihydrat, duoc
téng hop tir oxytetracyclin hodc metacyclin hodc bing cic
phuong phép khac, ché phdm bén tong hop trmét san phim
Ién men, phai chira tir 95,0 % dén 102,0 % Cy,H,sCIN,Os,
tinh theo ché phdm khan va khong c6 ethanol.

Tinh chit

Bt két tinh mau vang, hit 4m. D& tan trong nudc va trong
methanol, hoi tan trong ethanol 96 %, tan trong cac dung
dich kiém hydroxyd va carbonat.
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DOXYCYCLIN HYDROCLORID

Dinh tinh

A. Trong phén Djnh lugng, thoi gian luu cia pic chinh trén
siic ky d6 cua dung dich thir phai twong img véi thoi gian
luru cua pic chinh trén sic ky d6 cua dung dich d6i chiéu (1),
B. Thém 5 ml acid sulfuric (TT) vao khoang 2 mg ché
phim, mau vang tao thanh.

C. Ché pham cho phan g dinh tinh (A) cta clorid (Phu
luc 8.1).

pH

Tir 2,0 dén 3,0 (Phy luc 6.2).

Hoa tan 0,1 g ché phim trong nwdc khéng cé carbon
dioxyd (TT) va pha loang thanh 10 ml véi cing dung méi.

3 1] hﬁp thu

Khéng dugce qua 0,07 & bude song 490 nm, tinh theo ché
phim khan va khong c6 ethanol (Phu luc 4.1).

Hoa tan 0,10 g ché phim trong hén hop dung dich acid
hydrocloric 1 M - methanol (1 : 99) va pha lodng thanh
10,0 ml véi cung dung méi. Po d6 hép thu trong vong 1 h
ké tir khi pha dung dich.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3). Chuan bj cdc dung
dich ngay trudc khi dung. .

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

Dung dich A: Phan tan 111,6 g natri edetat (TT) trong
900 ml nuwdc, diéu chinh dén pH 7,0 bang amoniac (TT)
& natri adetat tan hoan toan, thém nuéc vira di 1000 ml.
Dung dich thie: Hoa tan 20,0 mg ché phim trong dung dich
acid hydrocloric 0,0/ M (TT) va pha lodng thanh 25,0 ml
véi ciing dung moi.

Dung dich dbi chiéu (1): Hoa tan 20,0 mg doxycyclin chuén
trong dung dich acid hydrocloric 0,01 M (TT) va pha loang
thanh 25,0 ml v&i cing dung méi.

Dung dich déi chiéu (2): Hoa tan 5 mg doxycyclin chuin
dé kiém tra tinh phd hop cua hé théng (chira cac tap chit
A, B, C va F) trong dung dijch acid hydrocloric 0,01 M
(TT) va pha loang thanh 10 ml vé&i cung dung mai.

Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing dung dich acid hydrocloric 0,01 M (TT).
Diéu kién sdc ky:

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

Nhiét d¢ cot: 35 °C.

Detector quang phd tir ngoai tai buéc séng 280 nm.

Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

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

430

DUGC PIEN VIET NAM VI

Tién hanh sic ky véi thoi gian gip 2 14n thoi gian luu cia
doxycyclin. ‘ ) .
Sir dung sic ky d6 cung cip kém theo doxycyclin chuan
ding dé kiém tra tinh phu hgp cua hé thong va sic ky dé
cua dung dich ddi chiéu (2) & xac dinh pic cua céc tap
chitA, B,CvaF.

Théi gian luu trong d6i so véi doxycyclin (thdi gian luu
khoéng 21 min): Tap chét C khodng 0,4; tap chit A khoang
0,7; tap chit B khoang 0,8; tap ch’at F khoéng 1.3

Kiém tra tinh phii hop cia h¢ thong: Trén sac ky do cua
dung dich d6i chiéu (2), 46 phan giai glua plC tap chatA va
pic tap chit B it nht 12 2,0; d6 phan giai giira pic tap chét
B va pic doxycyclin it nhit 14 2,0.

Tinh ham luong phan trim cac tap chat dwa vao néng do
cua doxycyclin trong dung dich dbi chiéu (3).

Gidi han:

Tap chat A: Khéng duge qua 2,0 %.

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

Tap chi:it B: Khong duoc qua 0,5 %.

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

Céc tap don khac: Vi méi tap chét, khong duoc qua 0,10 %.
Tbng céc tap chat: Khéng duoc qua 3,0 %.

Bé qua cac tap chét c6 ham lwong bing hodc dudi 0,05 %.
Ghi chu:

Tap chit A: (4S4aR,55,5aR,6S,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
(6-ep|doxycyclm)

Tap chat B: (4S54aR,5S,5aR,12aS)-4-(dimethylamino)-
3,5,10,12,12a-pentahydroxy-6-methylene-1,11-dioxo-
1,4,4a,5,5a,6,11,12a-octahydrotetracen-2-carboxamid
(met.acychn)

Tap chit C: (4R ,4aR,5S8,5aR,6R,12a8)-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 chit D: (4R4aR,55,5aR,6S,12aS)-4-(dimethylamino)-
3,5,10,12,12a-pentahydroxy-6-methyl-1,11-dioxo-
1,4,4a,5,5a, 6 11 l2a-octahydroteuacen-Z-carboxamid (4-epi-6-
epldoxycyclm)

Tap chat E: (45,4aR,58,5aR,68,12a5)-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: (4S4aR,5S,5aR,6R,12aS)-2-acetyl-4-(dimethyl-
amino)-3,5,10,12,12a-pentahydroxy-6-methyl-4a,5a,6,12a-
tetrahydrotetracen-1,11(4H,5H)-dion (2-acetyl-2-decarbamoyl-
doxycyclin).

Ethanol

Phai tir 4,3 % dén 6,0 %.

Phuong phép sic ky khi (Phu luc 5.2).

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

Dung dich thir: Hoa tan 0,10 g ché pham trong dung dich
chun ndi va pha loﬁng thanh 10,0 ml vé&i dung dich chuan ndi.
Dung dich do; chiéu: Pha loe’mg 0,5 ml ethanol (TT) thanh
100,0 ml bing dung dich chuén noi. Pha loang 1,0 ml dung
dich thu dugc thanh 10,0 ml bing dung dich chuén ndi.
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Diéu kién sdc ky:

Cot silica nung chay v6i 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 ding cho sdc ky khi.

Téc d6 dong: 37 cmis.

Ty 1€ chia dong: 1 : 10.

Detector ion héa ngon lira.

Nhiét d§:
Thi gian Nhiétdp |
(min) 0
0-7 70
Cot 7-13 70 — 160

13-15 160

Budng tiém 200
Detector 250

Thé tich tiém: 1 pl.

Cdch tién hanh:

Thoi gian hru twong ddi so véi propanol (thi gian luu
khoang 7 min) cua ethanol khoéng 0,6.

Tinh ham lugng ethanol dira vao ty sb dién tich pic ethanol
va pic chudn n6i thu dugc trén sic ky dd cua dung dich thir
va dung dich dbi chiéu.

Khéi lugng riéng cuia ethanol & 20 °C 13 0,790 g/ml.

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

Tro sulfat
Khéng dugc qua 0,4 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché phim.

N@i ddc to vi khuin

Phai it hon 1,14 EU/mg (Phu luc 13 2) néu ché phim ding
dé san xuit thudc tiém ma khong c6 bién phap hiru hig¢u
nao loai bo dugc ndi doe td vi khuin.

Dinh lugng

Phuong phép sic ky 16ng (Phu luc 5.3). Diéu kién sdc ky
va cic dung dich nhu mé ta trong phan Tap chat lién quan.
Tién hanh sic ky dung dich thir va dung dich dbi chiéu (1.
Tinh ham lugng phan tram cua C42H25C1N203 trong ché
phim dua vao dién tich plc thu du'qc trén sic ky do cua
dung dich thir, dung dich ddi chiéu (1) va ham lugng cua
CxH,5CIN,Oj trong doxycyclin hydroclorid chuin.

Bio quan
Trong d6 dung kin, tranh anh séng. Néu ché phim vo
khuin, bao quan trong d dyng v6 khuin va kin.

Loai thude
Khéng sinh nhom tetracyclin.

Ché phim
Nang.

NANG DOXYCYCLIN
NANG DOXYCYCLIN

La nang cung chira doxycyclin hydroclorid (doxycyclin
hyclat).

Ché pham phai dap (g cac yéu cau trong chuyén luan
“Thubc nang” (Phu luc 1.13) va céc yéu céu sau day:

Ham lrgng doxycyclin, C,,H,,N,O4, tir 95,0 % dén 110,0 %
so voi lugng ghi trén nhan.

Pinh tinh ’

A. Phuong phép sac ky 16p mong (Phu luc 5.4).

Bdn mong: Silica gel H. Sau khi trang ban méng, phun déu
1én l6p mong dung dich natri edetat 10 % da chinh dén
pH 9,0 bing dung dich natri hydroxyd 10 M (TT) (khoang
10 ml cho mdt ban 100 x 200 mm). Pé kho & vi tri nim
ngang trong it nhét 1 h. Trudc khi sir dung, hoat hoa ban
mong ¢ 110 °C trong 1 h.

Dung méi khai trién: Nuéc - methanol - dicloromethan
(6:35:59).

Dung dich thir: Lic mot luong bt thube twong img 50 mg
doxycyclin véi 100 ml methanol (TT) trong 1 min dén
2 min, ly tim l4y phin dung dich trong & trén.

Dung dich déi chiéu (1): Hoa tan mot luong doxycyclin
hydroclorid chudn twong tmg véi 50 mg doxycyclin trong
100 ml methanol (TT).

Dung dich déi chiéu (2): Hoa tan 50 mg tetracyclin
hydroclorid chuan va 50 mg doxycyclin hydroclorid trong
100 ml methanol (TT).

Cdch tién hanh: Cham riéng biét 1 pl m&i dung dich trén
1én ban mong. Sau khi trién khai dung méi di dugc khoang
15 cm, 1y ban moéng ra dé khé & nhiét d6 phong. Quan sat
duéi anh sang tir ngoai & budce séng 365 nm. Vét chinh
trén sic ky do cia dung dich thir phai phu hop véi vét
chinh tren sic ky dd cua dung dich dbi chiéu (1) vé vi tri,

mau sic va kich thudc. Phép thir chi c6 gia tri khi dung
dich d6i chiéu (2) cho 2 vét tach biét rd rét.

B. Liy mot hwrgng bt thude mongt'mgvdi 0,5 mg doxycyclin,
thém 2 ml acid sulfuric (TT), mau vang tao thanh.

C. Lay mot luong bot thubc twong Ung véi 10 mg
doxycyclin, lic k¥ vdi 10 ml nwdre, loc, dich loc cho phan
ung (A) cia ion clorid (Phu luc 8.1).

P hoa tan (Phu Iyc 11.4)

Thiét bi: Kiéu canh khuly.

Moai trieong hoa tan: 900 ml nucc.

Téc dj quay: 75 r/min.

Thoi gian: 30 min.

Cdch tién hanh: Léy mét phan dich méi truong, loc va
pha lodng, néu cin, véi nudc. Do do hip thy cua dung
dich ¢ budc song cyc dai 276 nm (Phu luc 4.1), coc do
day 1 cm, méu tring 1a nudc. Tlen hanh so sanh v&i dung
dich doxycyclin hydroclorid chuén trong nuéc co nong do
tuwong duong. Tinh lugng doxycyclin, C,;Hy4N,04, da hoa
tan dya vao ham luong cua Cy,H,4N,O; trong doxycyclin
hydroclorid chuan.
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