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GLIMEPIRID

Cach tién hanh:

Kiém tra tinh phd hop cua hé thdng sic ky: Tién hanh sic
ky dung dich déi chiéu. S6 dia ly thuyét clia cot khong
dugc nhé hon 3000.

Tién hanh sic ky dung dich thir véi thoi gian rira giai gép
hai 14n thi gian luu cua pic gliclazid.

Gidi han: Trén sic ky d6 cua dung dich thir, dién tich cua
mdi pic tap don khong dugc 16n hon dién tich cia pic chinh
trén sic ky do cua dung dich déi chiéu (0,2 %). Tong dién
tich cdc pic tap chit khong dugc 16n hon hai lan dién tich
pic chinh trén sic ky db cua dung dich déi chiéu (0,4 %).

Pinh lugng

Phuong phap sic ky léng (Phu luc 5.3).

Chuén bj cac dung dich ngay trude khi ding.

Pha dong: Triethylamin - acid trifluoroacetic - acetonitril -
nuée (0,1 : 0,1 : 40 : 60). C6 thé didu chinh ty 1& néu cin.
Dung méi pha mdu: Nuéc - acetonitril (60 : 40).

Dung dich thir: Can 20 vién, tinh khéi lugng trung binh
vién va nghién thanh bdt min. Can chinh x4c mot lugng
bét vién tuong tmg vdi khodng 100 mg gliclazid chuyén
vao binh dinh mirc 50 ml, thém 30 ml dung méi pha miu
va lic siéu 4m 15 min. Pha lodng bing dung mdi pha miu
dén dinh mirc va lc déu. Loc qua gidy loc. Hit chinh xé4c
5,0 ml dich lgc vao binh dinh mirc 50 ml va pha lo3ng
bang dung mdi pha miu vira di dén vach, lic déu.

Dung dich chudn: Héa tan chinh xic khoang 10 mg
gliclazid chuan trong 20 ml acetonitril (TT), sau d6 pha
lodng vl nwee wira da 50,0 ml.

Diéu kién sdc ky:

Cotkich thuéc (25 cm x 4,6 mm) durge nhdi pha tinh B (5 pm).
Detector quang phd tir ngoai dit tai bude séng 235 nm.
Toc do dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Klém tra tmh phu hop cua hé théng sic ky Tlen hanh séc
va pic tap chét lién ké (néu co) khong nho hon 1,5; d6 l1éch
chuan tuong déi cua dién tich pic ghclazxd gitra cac lan
tiém 1ap lai khong dugc 16m hon 2,0 %, sb dia 1y thuyét cua
¢t khong dugc nhé hon 3000.

Tién hanh sic ky lan lugt véi dung dich chuin va dung
dich thir.

Tinh ham lugng gliclazid, C;sH,;N;0,S, trong vién dya
vao dién tich pic thu dugc tir dung djch thir, dung dich
chudn va ham lugng C,sH,;N;05S trong gliclazid chuan.

Bdo quén
Noi khd mat, tranh 4nh sang.

Loai thudc
Chong dai thao dudmg.

Ham lrgng thwdng ding
80 mg.
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Glimepirid 1a 1-[[4-[2-(3-ethyl-4-methyl-2-0x0-3-pyrrolin-
l-carboxamido)-ethyl]phenyl]sulfonyl]-3-trans-(4-
methylcyclohexyl)ure, phai chira tir 97,0 % dén 102,0 %
C,4H;34,N,05S, tinh theo ché pham khan.

Tinh chat

Bot da hinh mau tring hay gin nhu tring.

Thyec té khong tan trong nude, tan trong dimethylformamid,
khé tan trong methylen clorid, rat khé tan trong methanol.

Pinh tinh

Phé hip thu hong ngoa1 (Phu luc 4.2) cua ché pham phai
phu hcrp v6i phd hap thu hdng ngoai ctia ghmepmd chuén.
Néu pho hap thu hong ngoai & trang thai ran cua ché pham
va cua glimepirid chudn khéac nhau thi hoa tan riéng & ché
phim va chat chuén trong dimethylformamid (TT), bdc hoi
t&i kho rdi tién hanh ghi phd méi cia cén.

Tap chit lién quan

Phuong phap sic ky 1éng (Phu luc 5.3).

Cac dung dich dugc bao quan & nhiét d6 khéng qua 12 °C
trong khong qua 15 h.

Pha djng. Hoa tan 0,5 g natri dihydrophosphat (TT) trong
500 ml nuéc ding cho séc ky (TT) va didu chinh dén pH
2,5 bang acid phosphoric (TT). Thém 500 ml acetonitril
(TT) vao dung dich thu dugc, lic déu.

Hén hop dung méi: Nudc diing cho sdc ky - acetonitril
ding trong phwong phdp sdc ky (1 : 4).

Dung djch thir: Hoa tan 20 mg ché pham trong hdn hgp
dung méi va pha loang thanh 100,0 ml véi cing dung méi.
Dung dich déi chiéu (1): Hoa tan glimepirid chuin dung
dé kiém tra tinh phi hop cia hé théng (cé chira cic tap
chit B, C va D) c6 trong mét lo chuén trong 2,0 ml dung
dich thu.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml béng hdn hop dung moi. Pha loang 1,0 ml
dung dich thu duqc thanh 10,0 ml bing hdn hgp dung méi.
Dung dich déi chiéu (3): Hoa tan 20,0 mg glimepirid chuén
trong hén hgp dung méi va pha lodng thanh 100,0 ml
v6i cung dung méi.

Diéu kién séc ky:

Cot kich thuéce (25 cm x 4,0 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silica gel diing cho séc ky (4 um).
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Detector quang phd tir ngoai dit & budc song 228 nm.
Téc d¢ dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gip 2,5 lan thoi gian luu
cua glimepirid.

Thoi gian hru tuong doi so voi glimepirid (thdi gian luu
khoang 17 min): Tap chat B khoang 0,2; tap chét C khoang
0,3; tap chét D khoang 1,1. ‘
Kiém tra tinh phi hop ctia hé théng: Trén sic ky do cua
dung dich dbi chiéu (1), d6 phan giai giita pic cia tap chit
B véi pic cia tap chat C it nhat 14 4,0.

Gidi han: Trén sic ky d6 cia dung dich thir:

Tap chéit B: Dién tich pic tap chit B khong duoc 16n hon
4 1an dién tich pic chinh trén séc ky dé cua dung dich dbi
chiéu (2) (0,4 %).

Tap chat D: Dién tich pic tap chat D khéng duorc 1én hon
2 lan dién tich pic chinh trén sic ky dé cia dung dich dbi
chiéu (2) (0,2 %).

Tap don khéc: Dién tich pic ciia mdi tap chit khéng dugc
16n hon dién tich pic chinh trén séc ky dd cua dung dich
d6i chiéu (2) (0,10 %).

Tong dién tich pic cua tit ca cac tap chét trir tap chit B
khong dugc 16n hon 5 1an dién tich pic chinh trén sic ky
d6 cua dung dich déi chiéu (2) (0,5 %).

Bo qua nhimg pic ¢6 dién tich nhé hon hoic bang 0,5 lan
dién tich pic chinh trén sic ky b ciia dung dich dbi chiéu
(2) (0,05 %).

Ghi chu:

Tap chit B: 3-ethyl-4-methyl-2-0x0-N-[2-(4-sulfamoylphenyl)
ethyl]-2,3-dihydro- 1 H-pyrrol-1-carboxamid.

Tap chit C: Methyl [[4-[2-[[(3-ethyl-4-methyl-2-0x0-2,3-
dihydro- 1 H-pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]
carbamat,

Tap chat D: 1-[[3-[2-[[(3-ethyl-4-methyl-2-0x0-2,3-dihydro-
1 H-pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]-3-
(trans-4-methylcyclohexyl)ure.

Tap chit E: 3-ethyl-4-methyl-2-oxo0-N-[2-(3-sulfamoylphenyl)
ethyl]-Z,?-dihydro-lH-pyrrol-l-carboxamid.

Tap chat F: Methyl [[2-[2-[[(3-ethyl-4-methyl-2-0x0-2,3-
dihydro-1H-pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]
carbamat.

Tap chit G: Methyl [[4-[2-[[(3-ethyl-4-methy]-2-0x0-2,3-
dihydro-1H-pyrrol-1-yl)carbonyl]Jamino]ethyl]phenyl]sulfonyl]
methylc'c}rbamat.

Tap chat H: 1-[[4-[2-[[(3-ethyl-4-methyl-2-0x0-2,3-dihydro-
1H-pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]-3-(4-
methylphenyl)ure.

Tap chét I: 1-[[2-[2-[[(3-ethyl-4-methy]-2-0x0-2,3-dihydro-1H-
pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]-3-(trans-4-
methylcyclohexyl)ure.

Tap chéit J: 1-[[4-(2-aminoethyl)phenyl]sulfonyl]-3-(trans-4-
methylcyclohexyl)ure.

Tap chit A )
Phuong phap sic ky 1ong (Phu luc 5.3).
Cac dung dich dugc chuan bi ngay trude khi dung.

GLIMEPIRID

Pha dong: Acid acetic khan - 2-propanol - heptan
(1:100: 899).

Dung dich thir: Hoa tan 10,0 mg ché phim trong 5 ml methylen
clorid (TT) va pha loang thanh 20,0 ml bing pha ddng.
Dung dich déi chiéu (1): Pha loang 0,8 ml dung dich thir
thanh 100,0 ml bing pha déng.

Dung djch d6i chiéu (2): Hoa tan 2,0 mg glimepirid chuén
(c6 chira tap chit A) trong 1 ml methylen clorid (TT) va
pha lodng thanh 4,0 ml bing pha dong.

Diéu kién sdc ky:

Cét kich thuéce (15 cm x 3,0 mm) dugc nhdi pha tinh diof
silica gel diing cho séc ky (5 pm).

Detector quang phd tir ngoai dit & budc séng 228 nm.
Téc dd dong: 0,5 ml/min.

Thé tich tiém: 10 pl.

Céch tién hanh:

Tién hanh sic ky vdi thoi gian gip 1,5 14n thoi gian luu
cua glimepirid.

Sir dung sic ky d6 cung cép kém theo glimepirid chuén va
sic ky d6 cia dung dich dbi chiéu (2) dé x4c dinh pic cia
tap chit A.

Théi gian luu tuong d6i so véi glimepirid (thdi gian luu
khoang 14 min) ciia tap chit A khoang 0,9.

Kiém tra tinh pht hop cia hé théng: Trén sic ky dd cua
dung dich déi chiéu (2), ty s6 dinh - hom (Hy/H,) it nhét
1a 2,0 trong do H; la chiéu cao dinh pic tap chit A va H,
1a chidu cao cua day h&m phén tich pic tap chét A va pic
glimepirid.

Gidi han: Trén sic ky dd cta dung dich thir:

Tap chét A: Dién tich pic tap chit A khéng dugc 16n hon
dién tich pic chinh trén séic ky dé cia dung dich dbi chiéu
(1) (0,8 %).

Ghi chu:

Tap chit A: 1-[[4-[2-[[(3-ethyl-4-methyl-2-0x0-2,3-dihydro-
1 H-pyrrol-1-yl)carbonyl]amino]ethyl]phenyl]sulfonyl]-3-(cis-
4-methylcyclohexyl)ure.

Nuéde

Khéng dugc qua 0,5 % (Phu luc 10.3, phuong phép 2).
Hoa tan 0,250 g trong dimethylformamid (TT) va pha loang
thanh 5,0 ml véi cing dung méi. Tién hanh thir trén 1,0 ml
dung dich thu dugc, song song tién hanh mot mau tring.

Tro sulfat
Khéng dugc qt}é 031 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh lwgng .
Phuong phép séc ky 16ng (Phu luc 5.3) véi céc diéu kién
sic ky va cac dung dich nhu mo ta trong phan Tap chit
lién quan.

Tién hanh séc ky v6i dung dich thir va dung dich dbi chiéu (3).
Tinh ham lugng glimepirid, C,4H;34N,0sS, tir dién tich pic thu
dugc trén sic ky dd cia dung dich thir, dung dich déi chiéu
(3) va ham lugng C,4H34N,O.S trong glimepirid chuén.
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Bio quin
Trong bao bi kin, noi khé mat, tranh énh séng.

Logi thude
Thube diéu trj dai thao dudmg.

Ché phim
Vién nén.

VIEN NEN GLIMEPIRID

La vién nén chira glimepirid. X
Ché phim phai dép {mg céc yéu cau trong chuyén luén
“Thudc vién nén” (Phu luc 1.20) va cdc yéu cau sau day:

Ham lwgng glimepirid, C,,H;,N,OsS, tir 90,0 % dén
110,0 % so vai lugng ghi trén nhén.

Pinh tinh

A. Trong phin Dinh hrgng, thi gian luu ciia pic chinh trén
sic ky d6 cia dung dich thir phai twong tmg véi thoi gian
lwu cua pic chinh trén sic ky d6 cua dung dich chuén.

B. Trong phan Pinh lwong, phd hip thy tir ngoai ciia pic
chinh trén sic ky d6 cua dung dich thir phai cho céac cuc
dai va cyc tiéu twong (g v&i phd cia pic chinh trén séc ky
dd cua dung dich chuén.

D¢ hoa tan (Phu luc 11.4)

Thiér bi: Kiéu canh khudy.

Mbi truomg hoa tan: 900 ml dung dich dém pH 7,8.

Dung dich dém pH 7,8: Hoa tan 0,58 g kali dihydro-
phosphat (TT) va 11,11 g dinatri hydrophosphat dihydrat
(TT) trong 1000 ml mwde, didu chinh dén pH 7,8 bing
dung dich acid phosphoric 10 % (TT) hoic dung dich
natri hydroxyd 1 M (TT).

Téc dé quay: 75 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Phuong phap sic ky long (Phu luc 5.3) véi pha dong va
diéu kién sic ky nhur mé ta & muc Dinh lugng.

Thé tich tiém: 50 pl.

Dung dich thir. Sau thoi gian hoa tan quy dinh, liy mot
phan dich hoa tan, loc va bo dich loc d4u. Pha lodng, néu
cén, bing méi truomg hoa tan dé thu dugc dung dich c6
nong d glimepirid khoang 0,001 mg/ml.

Dung djch chudn: Pha loang dung dich chita glimepirid
chuén 0,01 mg/ml trong acetonitril (TT) bang méi trudmg
hoa tan dé thu dugc dung dich cé nong d6 twong duong
nbng 45 dung dich thr.

Bao quan cac dung dich ¢ nhiét d§ khong qué 12 °C va sir
dung trong vong 15 h.

Cach tién hanh:

Kiém tra tinh phi hop cta hé théng: Trén sic ky dé cua
dung dich chuan, d6 léch chuin twong déi cia dién tich
pic glimepirid thu dugc tir 6 lan tiém I3p lai khng 16n hon
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2,0 %: hé s dbi ximg ctia pic glimepirid khdng Iém hon 2,0.
Tinh lugng glimepirid, C,4,H34N405S, da hoa tan dya vao
dién tich pic glimepirid thu dugc trén sic ky 46 cia dung
dich thir, dung dich chuén va ndng 9 cua glimepirid trong
dung dich chuin.

Yéu cau: Khéng it hon 75 % (Q) lugng glimepirid,
C,4H34N,4OsS, so véi lugng ghi trén nhan duge hoa tan
trong 45 min.

Tap chit lién quan

Phuong phép sic ky long (Phu luc 5.3).

Pha déng: Hon hop ddng thé tich cia dung dich narri
dihydrophosphat dihydrat (TT) 0,1 % va acetonitril (TT),
diéu chinh dén pH 2,5 bang acid phosphoric (TT).

Dung méi pha mau: Acetonitril - nuée (4 : 1).

Dung dich thi. Lic mot lurong bot vién twong tmg khoang
2 mg glimepirid véi 8 ml dung mdi pha méu, thém dung moi
pha mau vira di 10,0 ml. Ly tm va sir dung 16p dich trong.
Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thi
thanh 100,0 ml bang dung m6i pha mau.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 10,0 ml bang dung méi pha mau.

Dung dich déi chiéu (3): Dung dich c6 ndng d6 glimepirid
chudn 4 pug/ml, tap chit B chuén ctia glimepirid 2 pg/ml va
tap chét C chuén cua glimepirid 2 pg/ml trong dung méi
pha mau.

Bao quén cac dung dich & nhiét 46 khong qua 12 °C va st
dung trong vong 15 h.

Piéu kién sdc ky:

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

Detector quang pho tir ngoai ddt & budc song 228 nm.
To6c dd dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Nhiét d6 budng tiém mau: 12 °C.

Cdch tién hanh:

Tién hanh sic ky dung dich thir véi thoi gian gip 3,5 lén
thoi gian luu cta glimepirid.

Thoi gian huu twrong d6i so véi glimepirid cua tap chit B
khoang 0,24 va tap chit C khoang 0,3.

Kiém tra tinh phi1 hgp clia hé théng: Trén sic ky dd cua
dung dich dbi chiéu (3), 46 phén giai giira pic tap chét B
va pic tap chit C khong nhé hon 4,0.

Pé tinh ham lugng, nhan dién tich pic cia tap chit B véi
hé s6 hiéu chinh 14 0,7.

Gidi han: Trén sic ky d6 cua dung dich thur:

Dién tich pic cia tap chit B da hiéu chinh khéng dwoc lém
hon 2 1an dién tich cia pic chinh trén sic ky d6 cia dung
dich déi chiéu (1) (2,0 %).

Dién tich ciia bit ky pic tap don nao khac khong dugc 1ém
hon 0,2 14n dién tich cia pic chinh trén sic ky d6 cia dung
dich déi chiéu (1) (0,2 %).

Téng dién tich cua cac pic tap chat (trir tap chit B) khéng
duge 16m hon dién tich cua pic chinh trén sic ky d6 cia
dung dich dbi chiéu (1) (1,0 %).



