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Dinh lwrgng

Tién hanh theo chuyén luén “X4c dinh hoat lyc thubc khéng
sinh bing phucmg phép thir vi sinh vat” (Phy luc 13.9).
Hoat lyc Iy thuyét clia gentamicin 1a 1000 don vi (IU)
trong 1 mg.

Bio quén
Pé & noi mat, khong qua 25 °C.

Loai thubc
Khang sinh.

Ham hrgng thwdmg dung
80 mg/2 ml; 40 mg/1 ml va 40 mg/2 ml.
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Glibenclamid 1a 1-[[4-[2-[(5-cloro-2-methoxybenzoyl)
amino]ethyl]phenyl]sulfonyl]-3-cyclohexylure, phai chita
tr 99,0 % dén 101,0 % Cy3H,sCIN;OsS, tinh theo ché
pham da lam kho.

Tinh chit

Bot két tinh da hinh, mau tring hay gin nhu tring. Thuc té
khong tan trong nudc, hoi tan trong methylen clorid, kho
tan trong ethanol 96 % va methanol.

Dinh tinh

C6 thé chon mét trong hai nhom dinh tinh sau:

Nhom I: A.

Nhém II: B, C, D, E.

A. Phd hip thy héng ngoai (Phy lyc 4.2) ciia ché phim
phai phi hop vdi phé hép thu hong ngoal cua glibenclamid
chudn. Néu pho thu dugc cia miu chuin va mau thir khac
nhau thi 1am 4m riéng biét ché phim va chit chuén véi
methanol (TT), nghlén nho, sdy khé & 100 °C dén 105 °C
va do lai phd hong ngoai.

B. Diém chay: T 169 °C dén 174 °C (Phu lyc 6. 7)

C. Hoa tan 50,0 mg ché phim trong methanol (TT), néu cén
lic siéu 4m, va pha lodng thanh 50,0 ml véi cling dung
mbi. Liy 10,0 ml dung dich nay thém 1,0 ml dung dich
acid hydrocloric 1 M (TT) va pha loang thanh 100,0 ml
véi methanol (TT). Po phé hép thy (Phu luc 4.1) cta dung
dich thu dugc trong khoang tir 230 nm dén 350 nm. Phd
thu dugc c6 cuc dai & cac budc séng 300 nm va 275 nm
va gia trj A (1 %, 1 cm) twong (g lan lugt 12 61 dén 65 va
27 dén 32.

GLIBENCLAMID

D. Phuong phap sic ky I6p mong (Phu luc 5.4).

Ban mong: Silica gel GF,s,.

Dung méi khai trién: Ethanol 96 % - acid acetic béing -
cyclohexan - methylen clorid (5 : 5 : 45 : 45).

Dung dich thir: Hoa tan 10 mg ché phdm trong hdn hop
dong thé tich methanol (TT) va methylen clorid (TT) va
pha lodng thanh 10 ml véi cing hdn hop dung méi.

Dung dich déi chiéu: Hoa tan 10 mg glibenclamid chuan
trong hon hop ddng thé tich methanol (TT) va methylen
clorid (TT) va pha loang thanh 10 ml véi cing hén hop
dung moi.

Cdnh tién hanh: Chdm riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di
duge 1/2 chidu dai ban mong. P& ban mong kho ngoai
khong khi va quan sat dudi anh sang tr ngoai ¢ budc
song 254 nm. Vét chinh thu dwoc trén sic ky d6 ciia dung
dich thir phai gidng vé vi tri va kich thu6c voi vét chinh
thu dugc trén sic ky d6 cua dung dich dbi chiéu.

E. Hoa tan 20 mg ché phdm trong 2 ml acid sulfuric (TT).
Dung dich khéng mau va c6 huynh quang xanh lam dudi
anh sang tir ngoai & budc séng 365 nm. Thém 0,1 g cloral
hydrat (TT) vao dung dich, l4c cho tan. Sau khoang 5 min,
dung dich c6 mau vang dam va sau khoang 20 min mau
néu nhe xuit hién.

Tap chit lién quan

Phwong phép sic ky 1ong (Phu luc 5.3). Chudn bj cac dung
dich ngay trudc khi dung hoéc bao quan ¢ 5 °C trong vong
khong qué 40 h.

Pha déng A: Tron 20 ml dung dich triethylamin (TT) 10 %
da duorc diéu chinh dén pH 3,0 béng acid phosphoric (TT) va
50 ml acetonitril (TT), pha loang thanh 1000 ml véi nudc.
Pha dong B: Pha dong A - nuedc - acetonitril (20 : 65 : 915).
Dung dich thir: Hoa tan 25,0 mg ché phim trong methanol
(TT), siéu 4m néu cin va pha lo&ng thanh 10,0 ml véi cling
dung méi.

Dung dich @i chiéu (1): Hoa tan 3,0 mg tap chit A
chuin cia glibenclamid va 3,0 mg tap chit B chuin cua
glibenclamid trong methanol (TT) va pha lodng thanh
100,0 ml véi cung dung méi. Pha lodng 5,0 ml dung dich
thu dugc thanh 20,0 ml v&i methanol (TT).

Dung dich dai chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml vé&i methanol (TT). Pha lodng 1,0 ml dung
dich thu dugc thanh 10,0 ml véi methanol (TT).

Dung dich déi chiéu (3): Hoa tan 12,5 mg glibenclamid
chudn ding dé dinh tinh pic (chira tap chit C) trong
methanol (TT), siéu 4m néu cin va pha lodng thanh 5,0 ml
vGi cung dung mai.

Diéu kién sdc ky:

Cot kich thuée (10 cm x 4,6 mm) dugc nhdi pha tinh base-
deactivated end-capped octadecylsilyl silica gel diing cho
séc ky (3 pm).

Nhiét d¢ cot: 35 °C.

Detector quang phd tir ngoai dit & budc séng 230 nm.
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VIEN NEN GLIBENCLAMID

Tbc d6 dong: 0,8 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

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

Thoi gian Pha dong A PhadjngB
(min) (% tt/tt) (% ti/tt) 1
0-15 45 55 1
15-30 45 -5 55—95 ’
30 - 40 5 05 l

Sir dung sic ky do cua dung dlCh don chJeu (1) dé xéc dinh
pic clia tap chéit A va B. Sir dung sic ky dd cung cap kém
theo glibenclamid chuin ding d& dinh tinh pic va sic ky db
cua dung dich ddi chiéu (3) dé xac dinh pic ciia tap chit C.
Thoi gian hru twong ddi so vai glibenclamid (thdi gian luu
khoang 5 min): Tap chat A khoang 0,5; tap chét B khoang
0,6; tap chit C khoang 0,7.

Kiém tra tinh phu hop cia hé théng: Trén sic ky db cua
dung dich d6i chiéu (1), d6 phén giai giira pic tap chit A va
pic tap chit B it nhét 12 2,0.

Pé tinh ham lugng, nhan dién tich pic cua tap chéat C véi
hé s6 hiéu chinh 14 1,8.

Gi6i han: Trén sic ky dd coa dung dich thur:

Tap chat A: Dién tich pic tap chit A khéng dugc 16n hon
dién tich pic trong img thu dugc trén sic ky d6 cua dung
dich déi chiéu (1) (0,3 %).

Tap chat C: Dién tich pic tap chit C da hiéu chinh khéng
duqq 16m hon 1,5 lan dién tich pic chinh thu duoc trén sic
ky do cuia dung dich ddi chiéu (2) (0,15 %).

Tap don khac: Vi méi tap chét, dién tich pic khéng duoc
16n hon dién tich pic chinh trén sic ky dé cua dung dich
dbi chleu (2) (0,10 %).

Tong tit ca cac tap chit khong dugce qua 0,8 %.

B6 qua nhimng pic ¢6 dién tich nho hon hodc bang 0,5 lin
dién tich pic chinh thu dugc trén sic ky db cua dung dich
dbi chiéu (2) (0,05 %).

Ghi chu:

Tap chét A: 5-cloro-2-methoxy-N-[2-(4-sulfamoylphenyl)ethyl]
benzamid.

Tap chit B: Methyl [[4-[2-[(5-cloro-2-methoxybenzoyl)amino)
cthyl]phcnyl]sulfonyl]carbamat

Tap chit C: 1-cyclohexyl-3-[[4-[2-[(cyclohexylcarbamoyl)
amino]ethyl]phenyl]sulfonyl]ure.

Tap chit D: 1-butyl-3-[[4-[2-[(5-cloro-2-methoxybenzoyl)
amino]ethyl]phenyl]sulfonyl]ure.

Tap chat E: l-cyclohexyl-3-[[4-[2-[(3,5-dicloro-2-methoxy-
benzoyl)amino]ethyl]phenyl]sulfonyl]ure.

Mt khdi lrgng do 1am khé
Khéng dugc qua 1,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khéng dugc qgé 0,1 % (Phu luc 9.9).
Dung 1,0 g ché pham.
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Pinh lugng

Hoa tan 0,400 g ché phdm trong 100 ml ethanol 96 %
(TT) bing cich 1am néng. Chuén d6 bing dung dich natri
hydroxyd 0,1 N (CP). Xéc dinh diém tuong duong bing
phuong phép chuin d¢ do dién thé (Phy luc 10.2).

| ml dung dijch natri hydroxyd 0,1 N (CD) tuong tng véi
49,40 mg C23H23C1N3055.

Bio quin
Trong d6 dung kin.

Loai thu(‘),c
Thuoc chong dai thao duong.

Ché phim
Vién nén.

VIEN NEN GLIBENCLAMID
Vién nén glyburid

La yién.nén chira glibenclamid. ‘
Ché phdm phai ddp ng cdc yéu cau trong chuyén lufin
“Thudc vién nén” (Phu luc 1.20) va céc yéu cdu sau day:

Ham lugng glibenclamid, C,,H,,CIN;O5S, tir 95,0 % dén
105,0 % so v6i lugng ghi trén nhin.

Pinh tinh

A. Trong phfm Dinh lugng, thoi gian luu cia pic chinh thu
dugc trén séc ky db cia dung dich thir phai trong img véi
thoi gian luu cia pic chinh thu duge trén sic ky d6 cua
dung dich chuén,

B. Trong phin Tap chét lién quan, vét chinh thu dugc
trén sac ky d6 cia dung dich thir phai c6 vi tri, kich thudc
twong dwong véi vét chinh thu dugc trén sic ky dd coa
dung dich déi chiéu (3).

Tap chit lién quan

Phuong phép sic ky 16p méng (Phy lyc 5.4).

Bén mong: Silica gel GFs4.

Dung méi trién khai: Cloroform - cyclohexan - ethanol 96 % -
acid acetic bang (45:45:5:5).

Dung dich thir: Can mét lwong bot vién da nghién mjn
tuong {mg véi 20 mg glibenclamid, chiét 4 1in, mdi lin
vé6i 5 ml hon ‘hop dicloromethan - aceton (2 : 1). T4p trung
dich chiét, boc hoi den khé & nhigt 4§ khong qua 40 °C, ép
suit 2 kPa. Hoa tan cén trong 4 ml hdn hop ddng thé tich
cloroform (TT) va methanol (TT).

Dung dich déi chiéu (1): Dung dich tap chit A chuén cua
glibenclamid nong d6 0,012 % trong hdn hgp ddng thé tich
cloroform (TT) va methanol (TT).

Dung dich déi chiéu (2): Dung dich tap chét B chuén cia
glibenclamid ndng 4% 0,0020 % trong hdn hop déng thé
tich cloroform (TT) va methanol (TT).

Dung dich déi chiéu (3): Dung dich glibenclamid chuén



