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chinh xdc mdt lugng bot vién twong {mg véi khoing 100 mg
ofloxacin vao binh djnh mtrc 100 ml, thém 70 m] dung méi
pha mau 1 va lic siéu am khoang 20 min, Thém dung moi
pha mau I dén vach, lic déu. Loc qua gidy loc, bo 20 ml
dich loc dau. Hut chinh xdc 2,0 ml dich loc vao binh dinh
mire 100 ml va thém vira dii dén vach bing dung moi pha
mau 2.

Diéu kién sdc ky:

Cot kich thude (10 em x 4,6 mm) dugce nhéi pha tinh C
(5 pm). ‘

Dz?tector quang pho tir ngoai dit & budc song 294 nm.
Toc d§ dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

I(:iém tra tinh phi hop cia hé thng séc ky: Tién hanh
sac ky dung dich chuén, phép thir chi c6 gi4 tri khi do
léch chuan tuong ddi cua dién tich pic ofloxacin tir 6 lan
tiém lap lai khong 1on hon 2,0 %; hé sb dbi ximg cia pic
ofloxacin khong Iém hon 2.0.

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

Tinh ham lugng ofloxacin, C,sH,FN;O,, trong vién dua
vao dién tich pic ofloxacin thu dugc trén sic ky dé cua
dung dich thir, dung dich chuan va ham lugng C,sH,,FN;0,
trong ofloxacin chuén.

Bio quin
Trong d6 dyng kin. Dé noi kho mat, tranh 4nh sang.

Loai thude
Khang sinh nhém fluoroquinolon.

Ham lwgng thuwong dung
100 mg; 200 mg.

OXYTETRACYCLIN DIHYDRAT

C22H24N109.2H20 Ptl 496,4

Oxytetracyclin dihydrat la (45.4aR,5S5,5aR,68,12a5)-4-
(dimethylamino)-3,5,6,10,12,12a-hexahydroxy-6-methyl-
1,11-dioxo-1,4,4a,5,5a,6,11, l2a-octahydr0§etracen-2-
carboxamid dihydrat, phai chira tir 94,5 % dén 102,0 %
C3,HuN, 0y, tinh theo ché pham khan. )

Ché phim thu dugc tir qué trinh nubi cdy mot so chung
Streptomyces rimosus.
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Tinh chit o
Bot két tinh vang, hoi hat m. Rat kho tan trong nuéc, g
trong céc dung dich acid va kiem loang.

Dinh tinh

C6 thé chon mot trong hai nhom dinh tinh sau:

Nhom I: B, C, D.

Nhom II: A, C, D.

A. Phuong phép séc ky 16p méng (Phu lyc 5.4).

Ban mong: Octadecylsilyl silica gel Fasq.

Dung méi khai trién: Acetonirr:i! - methar}o{ - dung dich
acid oxalic 6,3 % dd dugc dieu chinh dén pH 2,0 bang
ammoniac (20 : 20 : 60). o

Dung djch thi: Hoa tan 5 mg che pham trong methano|
(TT), pha lodng thanh 10 ml v6i cung dung moi.

Dung dich doi chiéu (1): Hoa tan 5 mg oxytetracyclip
chuan trong methanol (TT) va pha lodng thanh 10 ml vg;
cung dung méi.

Dung dich d@6i chiéu (2): Hoa tan 5 mg oxytetracyclin
chudn, 5 mg tetracyclin hydroclorid chuan va 5 mg
minocyclin hydroclorid chuan trong methanol (TT), pha
long thanh 10 ml véi cung dung moi.

Céch tién hanh: Chim riéng biét 1én ban mong 1 pl céc
dung dich trén. Trién khai sdc ky dén khi dung méi di duge
3/4 ban mong. Lam khé ban mong trong khong khi, kiém
tra dudi anh sang dén tir ngoai & bude song 254 nm. Vit
chinh trén sic ky dd ciia dung dich thir phai tuong {mg vé
vi tri va kich thude vai vét chinh trén sac ky d6 cua dung
dich déi chiéu (1). Phép thir chi cé gid tri khi trén sac ky dd
ciia dung dich déi chiéu (2) phai cho ba vét tach ra o rang,
B. Trong phén Tap chat lién quan, pic chinh thu dugc trén
sic ky dd ciia dung dich thir (2) phai twong ty vé thoi gian
luru va kich thude so vai pic chinh thu dugc trén sic ky do
cua dung dich déi chiéu (1).

C. Thém 5 ml acid sulfuric (TT) vao 2 mg ché phim, mau
dé dam tao thanh. Cho dung dich thu dugc vao 2,5 ml
nieée, mau chuyén sang mau vang.

D. Nuéc: Tir 6,0 % dén 9,0 % (Phu luc 10.3).

pH

Tir 4,5 dén 7,5 (Phu luc 6.2)

Lic k§ dé phan tan 0,1 g ché pham trong 10 ml murdc khing
co carbon dioxyd (TT).

Tap chit hdp thy 4nh sdng

Do d6 hip thy cua dung dich trong vong 1 h ké tir khi bit
dau chuin bj dung dich (Phu luc 4.1).

Hoa tan 20,0 mg ché phim trong hdn hop dung dich acid
hydrocloric 1 M - methanol (1 : 99) va pha lodng thanh
10,0 ml véi cling dung mdi. DB hap thy cua dung dich tai
bude séng 430 nm khong duoc 1én hon 0,25 (tinh theo ché
pham khan).

Hoa tan 0,100 g ché phim trong hdn hop dung dich acid
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pydrocloric | M - methanol (1 : 99) va pha lodng thanh
10,0 ml v6i cong dung moi. B hilp thy cia dung dich tai

bude song 490 nm khéng duge 16n hon 0,20 (tinh theo ché
phﬁm khan).

Tap chit lién quan

phuong phap séc ky long (Phy lyc 5.3),

Pha dong A: Dung dich trifluoroacetic (TT) 0,05 % (twtt).

Pha dong B: Tetrahydrofuran ding cho sée ky - methanol
m-e:umm! (5:15:80)

Chuén bi cde dung dich sau ngay trudc khi sir dung.

Dung dich thiz (1): Hoa tan 20,0 mg ché phim trong dung

dich acid hydrocloric 0,01 M (TT) va pha lodng thanh 25,0 ml

vai cliing dung moi.

Dung dich thir (2): Pha loang 5,0 m| dung dich thir (1) thanh

50,0 m! bing damg dich acid hydrocloric 0,01 M (TT).

Dung dich doi chiéu (1): Hoa tan 20,0 mg oxytetracyclin

chudn trong dung dich acid hydrocloric 0,01 M (TT) va

pha loang thanh 25,0 ml v&i ciing dung méi. Pha loing

5,0 ml dung dich thu dugce thanh 50,0 ml bing dung dich

acid hydrocloric 0,01 M ( fT)

Dung dich doi chiéu (2): Pha lodng 1,0 ml dung djch thur

(1) thanh 100,0 ml bang bang dung djch acid hydrocloric

0,01 M (TT).

Dung dich déi chiéu (3): Hoa tan 4,0 mg oxytetracyclln

chuan dung dé kiém tra tinh phi hop hé thong (co chira

tap chit A, B, C, D va E) trong dung djch acid hydrocloric

0,01 M(TT) va pha lodng thanh 5,0 ml véi ciing dung moi.

Diéu kién sdc ky:

Cot kich thude (15 cm x 4,6 mm) duge nhoi pha tinh end-

capped octylsilyl silica gel ding cho sdc ky (5 pm).

Nhigt d¢ cgt: 50 °C.

Detector quang phd tir ngoai dat o budc song 254 nm.

Toc do dong: 1.3 ml/min.

Thé tich tiém: 10 wl.

Cach tién hanh:

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

Thi gian Pha djng A Pha dgng B
(min) (%o w/tt) (% W)
|
L 0-5 90 10
5-20 90 — 65 10— 35 :

Tién hanh sic ky dung dich thtr (1), dung dich dbi chiéu

(2), (3).

Sir dung sac ky d6 cung cap kém theo oxytetracyclm chuén
ding d¢ kiém tra tinh phu hop hé théng va sic ky do thu
duge cua dung dich d6i chiéu (3) dé xac dinh pic cia tap

chit A, B, C. D va E.

Thai gian lwu twong ddi so véi oxytetracyclln (thoi gian
lwu twong déi khoang 6,5 min): Tap chat A khoang 0.9;
tap chat B khoang 1,2; tap chét C khoang 1,3; tap chat D
khoang 1.4; tap chat E khoang 2,3.

Kiém tra tinh phu hop ctia h¢ théng: Trén séc ky dd cia
dung djch di chiéu (3), ty s6 dinh - hdm (H,/H,) it nhét
1a 3,0; trong dé H, la chiéu cao dinh pic cua tap Chdl A so
Vi dub‘ng ncn va H, 14 chiéu cao tinh tr duong nén lén
dén diém thap nhat cta dudng cong tach pic cia tap chat A
khoi pic cua oxytetmcyclln valty $0 néy ciling it nhat la 3 ,0
khl H, 14 chiéu cao dinh pic cua tap chal B 5o véi dﬂi‘mg
nén va H, la chiéu cao tinh tir dudng nén lén dén diém thap
nhét cua dudng cong tach pic cua tap chét B khoi pic cia
oxytetracyclin,

Tinh ham lwgng phén trdm cac tap chat dva vao ndng do
ciia oxytetracyclin trong dung dich déi chiéu (2). Nhan
dién tich pic tap chat D va tap chét E v6i hé s6 hiéu chinh
la 0,4,

Gidi han:

Tap chit C: Khong dugc qué 2,0 %

Tap chit B: Khong dugc qué 1,0 %.

Tap chét A: Khéng dugc qua 0,7 %.

Tap chét D, E: V&i moi tap chat, khéng dugce qua 0,2 %.
Tap chit khac: Khong duoc qua 0,1 %.

Tong tap chat: Khéng duge qua 3,5 %.

Bé qua cdc tap chit co ham luong duéi 0,05 %.

Ghi chi:

Tap chét A: (4R.4aR.,55,5aR.65,12aS)-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 (4-epioxytetracyclin).
Tap chit B: (454a$,5aS,65,12aS)-4-(dimethylamino)-3,6,10,
12,1 2a-pentahydr0xy-6~mcthy|-l,I l-dioxo-1,4.4a.5,
5a,6,11,12a-octahydrotetracen-2-carboxamid (tetracyclin).

Tap chit C: (454aR.58,5aR,6S,12a5)-2-acetyl-4-(dimethyl-
amino)-3,5,6,10,12,12a-hexahydroxy-6-methyl-4a,5a,6,12a-
tetrahydrotetracen- 1,1 1(4#,5H)-dion (2-acetyl-2-decarbamoyl-
oxytetracyclin).

Tap chét D: (35,45,55)-4-[(1 R)-4,5-dihydroxy-9-methyl-3-oxo-
1,3-dihydronaphtho[2,3-c]furan-1-yl]-3-(dimethylamino)-2,5-
dihydroxy-6-oxocyclohex-l-en-1-carboxamid.

Tap chat E: (35,45,5R)-4-[(1 R)-4.5-dihydroxy-9-methyl-3-0x0-
1,3-dihydronaphtho[2,3-¢|furan-1-yl]-3-(dimethylamino)-2.5-
dihydroxy-6-oxocyclohex-1-¢n-1-carboxamid.

Nudc

Tir 6,0 % dén 9,0 % (Phu luc 10.3).

Diing 0,250 g ché pham.

Tro sulfat
Khéng dugce qua 0,2 % (Phu lyc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh lugng

Phuong phép sic ky long (Phu lyc 5.3). Diéu kién sic ky
nhu mo ta trong phan Tap chat lién quan.

Tién hanh véi dung dich thir (2) va dung dich déi chiéu (1).
Tinh ham luong phdn tram cua C,,H,:CIN,Oq t trong ché
pham dua vao di¢n tich pic chinh thu dugc trén sic ky
d6 cua dung dich thir (2), dung dich déi chiéu (1) va ham
lwong Cy,Ha:CIN,Oy ctia oxytetracyclin chudn.
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Bio quan
Trong do dung kin, tranh anh sang.

Loai thudc
Khéng sinh.

Ché phim
Vién nén, nang.

OXYTETRACYCLIN HYDROCLORID

C1;H24N,00. HCI Pt.l: 496,9

Oxytetracyclin hydroclorid | (45,4aR,5S,5aR,6S,12aS)-4-
(dimethylamino)-3,5,6,10,12,12a-hexahydroxy-6-methyl-
1,11-dioxo-1,4,4a,5,5a,6,11,12a-octahydro-tetracen-2-
carboxamid hydroclorid, phai chira tir 94,5 % dén 102.0 %
C3,H2N,0, tinh theo ché phim khan.

Ché pham thu dugc tir qua trinh nuéi cdy mot sé ching
Streptomyces rimosus.

Tinh chat

Bot két tinh vang. Dé tan trong nuéc, hoi tan trong ethanol
96 %. Dung dich trong nuéc van duc khi dé yén do
oxytetracyclin két tia.

DPinh tinh

Co thé chon mot trong hai nhém dinh tinh sau:
NhomI:B,C,D

Nhom II: A, C, D

A. Phuong phap sic ky [6p mong (Phu luc 5.4).

Ban mong: Oc radecy!sd}i silica gel Fis,.

Dung maéi khai trién: Acetonitril - methanol - dung dich
acid oxalic 6,3 % dad dwoc dieu chinh dén pH 2,0 bang
amoniac (20 : 20 : 60).

Dung djch thir: Hoa tan 5 mg ché pham trong methanol
(TT), pha loang thanh 10 ml véi cung dung moi.

Dung dich déi chiéu (1): Hoa tan 5 mg oxytetracyclin
hydroclorid chuan trong methanol (TT) va pha loang thanh
10 ml véi cung dung moi.

Dung dich doi chiéu (2): Hoa tan 5 mg oxytetracyc!m
hydroclorid chuén, 5 mg tetracyclin hydroclorid chuan va
5 mg minocyclin hydroclorid chuan trong methanol (TT),
pha loang thanh 10 ml v6i cung dung moi.

Cidch tién hanh: Cham riéng bigt 1én ban méng 1 ul méi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
3/4 ban mong. Lay ban mong ra, dé khé trong khong khi,
kiém tra dudi anh sang tir ngoai & budc séng 254 nm. Vet
chinh trén sic ky d6 cua dung dich thur phai trong g vé
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vi tri va kich thudc vai vét chinh trén sdc ky do cua dung
dich dbi chiéu (1). Phep thir chi co gia tr| khi trén sic ky
do cua dung dich abi chiéu (2) cho ba vét tach ra 1-5 ting|
B. Trong muc Tap chét lién quan, pic chinh trén sic ky dj
ciia dung dich thir (2) phai ¢6 thoi gian luu va kich thig,
tuong ty voi théi gian luu va kich thudc cta pic chinh trg,
sdac ky dd cua dung dich dbi chiéu (1).

C. Thém 5 ml acid sulfuric (TT) vao 2 mg ché pham, may
do dam tao thanh. Thém dung dich thu dugce vao 2.5 p
nude, mau chuyén sang mau vang.

D. Ché phim cho phan img (A) cua clorid (Phu luc 8.1),

pH

Tir 2,3 dén 2,9 (Phu luc 6.2).

Lic ky dé phan tan 0,1 g ché pham trong 10 ml nude khong
¢6 carbon dioxyd (TT).

Tap chit hip thy 4nh sang

Po do hap thy ctia cac dung dich trong vong 1 h ké tir khi
bét dau chuén bi dung dich (Phu luc 4.1). .

Hoa tan 20,0 mg ché pham trong hdn hop gdém dung dick
acid hydrocloric 1 M - methanof (1 : 99) va pha lodng
thanh 10,0 ml v&i cung dung méi. D§ hap thu caa dung
dich (Phu luc 4.1) tai budc séng 430 nm khong dugce lon
hon 0,25 (tinh theo ché phrflm khan).

Hoa tan 0,100 g ché pham trong hdn hop dung dich acid
hydrocloric 1 M - methanol (1 : 99) va pha loang thanh
10,0 ml véi ciing dung méi. Do hap thu cua dung dich (Phu
luc 4.1) tai bude séng 490 nm khéng dugc 16n hon 0,20
(tinh theo ché pham khan).

Tap chét lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dong A: Dung dich acid trifluoroacetic (TT) 0,05 %
(tt/to).

Pha dong B: Tetrahydrofuran dung cho sdc ky - methanol
- acetonitril (5 : 15 : 80).

Chuén bi cac dung dich sau ngay trude khi ding.

Dung dich thir (1): Hoa tan 20,0 mg ché phim trong dung
dich acid hydrocloric 0,01 M (TT) va pha loing thanh
25,0 ml véi cung dung méi.

Dung dich thir (2): Pha loang 5,0 ml dung dich thir (1)
thanh 50,0 ml béng dung dich acid hydrocloric 0,01 M (TT).
Dung dich déi chiéu (1): Hoa tan 20,0 mg oxytetracyclin
chuan trong dung dich acid hydrocloric 0,01 M (TT) vi
pha lodng thanh 25,0 ml véi cing dung moi. Pha lodng
5,0 ml dung dich thu duge thanh 50,0 ml bang dung dich
acid hydrocloric 0,01 M (TT).

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml bang dung dich acid hydrocloric 0,01 M
(TT).

Dung dich doi chiéu (3): Hoa tan 4,0 mg oxytetracyclln
chuan diing dé kiém tra tinh phu hop cua hé théng (c6



