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Kiém tra tinh phd hop cia hé théng: Trén sic ky dd
cia dung dich phi hop hé théng, 40 phan giai giira pic
tazobactam va L-phenylalanin khéng nhé hon 6,0.

Hiam hegmg (%) cia céc tap chét dugc tinh theo phuong
phip chudn hoa.

Gioi han:

Tap chit A: Khéng duge qua 1,0 %.

Tap don khac: Véi mdi tap chét, khong duge qua 0,1 %.
Tong céc tap chat (trir tap chét A): Khong dugc qua 0,3 %.
Bo qua céc pic c6 trong dung dich thir twong (g véi cc
pic cia mau tring.

Ghi chu:

Tap chit A: Acid (2S.35)-2-amino-3-methyl-3-sulfino-4-(1H-
1,2.3-triazol-1-yl)butyric.

N§i djc t6 vi khuin ]
Pép img yéu cau cua chuyén luin thanh pham cé chira
tazobactam.

Giéi han nhiém vi sinh vét (Phy luc 13.6)
Tong 50 vi sinh vat hieu khi: Khong duoc qua 10° CFU/g.
Tong s0 nam: Khong dugc qua 10° CFU/g.

Nwée (Phu luc 10.3).
Khong duog qua 0,6 % v dang khan.
Tir 2,2 % dén 3,8 % véi dang ngam 1/2 phan tir nudc.

Tro sulfat
Khéng duge qgé 03 1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh lwgng
Phuong phap sic ky long (Phu lyc 5.3). Pha d¢ng, dung
dich phu hop hé théng va diéu kién sic ky nhu mo ta &
phan Tap chét lién quan.

Luu y: Cdc dung dich sau diung ngay sau khi pha, bao
quan va tiém ¢ 3 °C. Néu tiém mau tw dong, thay ong nhwa
noi véi kim tiém bang ong thép khong gi va duy tri o 3 °C.
Néu khéng cé tiém mau tw dong, tiém ngay sau khi pha.
Dung dich chuan: Dung dich chira 0,5 mg/ml tazobactam
chuan trong pha dong.

Dung dich thir: Dung dich chira 0,5 mg/ml ché pham trong
pha djng.

Cach tién hanh:

Kiém tra tinh phu hgp cua hé thong: Trén sic ky db
cua dung dich phit hgp hé théng, d¢ phan giai giira pic
tazobactam va L-phenylalanin khong nhé hon 6,0. Trén
sic ky dd cua dung dich chudn, hé s6 d6i ximg cua pic
tazobactam khong 16n hon 1,8; d¢ léch chuin twong d6i
cua dién tich pic tazobactam thu dugc tir 6 lin tiém lap lai
khong I6m hon 2,0 %.

Tinh ham lugng phin trim tazobactam, C,,H,N,OsS,
trong che pham dya vao dién tich plc tazobactam thu dugc
trén sic ky d6 cua dung dich chuin, dung dich thir va ham
lugng C,oH,,N,O;S cua tazobactam chuan.

TELMISARTAN

Bdo quin
Trong 46 dyng kin, & nhiét 4§ phong.

Loai thubc
Chat {rc ché beta-lactamase.

Ché phim
Bt pha tiém piperacilin va tazobactam.

TELMISARTAN
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C33H30N402 P.t.l: 514,6

Telmisartan 1 acid 4'-[[4-methyl-6-( 1-methyl-1 H-benzimidazol-
2-yl)-2-propyl-1H-benzimidazol- 1-yl]Jmethyl]biphenyl-2-
carboxylic, phai chira tir 99,0 % dén 101,0 % C;3H3oN,O,,
tinh theo ché phim da lam khé.

Tinh chét

Bot két tinh da hinh mau tring hoic hoi vang nhat.

Thyc té khéng tan trong nuéc, khé tan trong methanol,
hoi tan trong methylen clorid va tan trong dung dich natri
hydroxyd 1 M.

Pinh tinh

Phé hép thu hong ngoai (Phu lyc 4.2) cia ché pham phai
phtt hop véi phé hép thy héng ngoai ciia telmisartan chuén.
Néu phé thu dugc & dang rin khac nhau thi hoa tan riéng
ré ché pham va telmisartan chuan trong elhanol khan (TT)
noéng, bay hoi dén kho va ghi pho méi cua cin thu duge.

Mau siic cia dung djch

Hoa tan 0,5 g ché phim trong dung dich natri hydroxyd
! M (TT) va pha lodng thanh 10 ml v&i cung dung mdi.
Dung dich phai khong dugc c6 mau dim hon dung dich
mau mau V, (Phu lyc 9.3, phuong phap 2).

Tap chit lién quan

Phuong phap sic ky long (Phy luc 5.3).

Pha djng A: Hoa tan 2,0 g kali dihydrophosphat (TT) va
3,5 g natri pentansulfonat (TT) trong nudc, diéu chinh
dén pH 3,0 bing acid phosphoric 10 % (TT) va pha loang
thanh 1000 ml v&i nworc.

Pha dong B: Methanol (TT,) - acetonitril (TT;) (20 : 80).
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Dung dich thir: Thém vao 25 mg ché pham khoang 5 ml
methanol (TT) va 100 ul dung dich natri hydroxyd 1 M
(TT). Hoa tan biing lic siéu am va pha loang thanh 50 ml
v methanol (TT).

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thi
thanh 10,0 ml véi methanol (TT). Pha lodng 1,0 ml dung
dich thu duogc thanh 100,0 ml v&i methanol (TT).

Dung dich ddi chiéu (2): Hoa tan chét chuan c6 trong 1 lo
telmisartan chuén dung dé kiém tra tinh phii hop cuia hé théng
(chira tap chét A, B, C, E va F) trong 2 ml methanol (TT).
Dung dich déi chiéu (3): Thém vao 5 mg telmisartan chuan
dung dé dinh tinh pic (chira tap chit D) khoang 5 ml
methanol (TT) va 100 ul dung dich natri hydroxyd 1 M
(TT). Hoa tan bing lic siéu am va pha lodng thanh 10 ml
v methanol (TT).

Diéu kién sdc ky:

Cot kich thude (12,5 cm x 4,0 mm) dugc nhdi pha tinh C
(5 pm) véi kich thude 16 xop 10 nm.

Nhiét 4o cft: 40 °C.

Detector quang phd tir ngoai dat & budc séng 230 nm.
Tbc d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

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

Thei gian Pha djng A Pha djng B
(min) (% tt/tt) (% tt/tt)
0-3 70 30
3-28 70 — 20 30 — 80

Str dung sic ky d6 cung cp kém theo telmisartan chuén
dung dé kiém tra tinh phi hop cia hé théng va sic ky db
cua dung dich déi chiéu (2) dé dinh tinh cic pic tap chat A,
B, C, E vaF. Sir dung sic ky do kém theo telmisartan chuan
ding dé dinh tinh pic va sic ky 6 cia dung dich ddi chiéu
(3) dé dinh tinh pic cua tap chat D.

Théi gian lwu twong d6i so véi telmisartan (thdi gian luu
khoang 15 min): Tap chat A khoang 0,2; tap chit E khoang
0,6; tap chat F khoang 0,7; tap chit B khoang 0,9; tap chat
C khoang 1,5; tap chat D khoang 1,6.

Kiém tra tinh phu hop cua h¢ théng: Séc ky dd cua dung
dich déi chiéu (2) phai giéng sic ky d kém theo telmisartan
chuén ding dé kiém tra tinh phu hop cia hé théng. Phép
thir chi c6 gié trj khi 46 phan giai gitra pic cua tap chat B va
pic telmisartan it nhét bing 3,0.

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

Tap chit C va D: Véi mdi tap chit, dién tich pic khong dugce
I6m hom 2 1an dién tich cta pic chinh trén sic ky dé cua dung
dich déi chiéu (1) (0,2 %).

Tap chat A va B: Véi mdi tap chit, dién tich pic khong
dugc 16m hon 1,5 14n dién tich cia pic chinh trén sic ky d6
cua dung dich déi chiéu (1) (0,15 %).

Tap don khac: Vi méi tap chit, dién tich pic khong dugc
1ém hon dién tich cua pic chinh trén sic ky d6 cua dung
dich déi chiéu (1) (0,10 %).
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Téng dién tich cua tét ca cac pic tap chét khéng dugc lom
hon 10 I4n dién tich cta pic chinh trén sdc ky d6 cia dung
dich d6i chiéu (1) (1,0 %).

Bo qua nhimg pic c¢6 dién tich nho hon ho#c bing 0,5 lin
dién tich cia pic chinh trén sic ky d6 cua dung djch dé;
chiéu (1) (0,05 %).

Ghi chu:

Tap chit A: 4-methyl-6-( 1-methyl-1 H-benzimidazol-2-yl)-2-propy}-
1 H-benzimidazol.

Tap chét B: Acid 4°-[[7-methyl-5-(1-methyl- 1 H-benzimidazol-
2-yl)-2-propyl-1H-benzimidazol-1-yl]Jmethyl]biphenyl-2-
carboxylic.

Tap chét C: 1,l-dimethylethyl 4'-[[4-methyl-6-(1-methyl-1H-
benzimidazol-2-yl)-2-propyl- 1 H-benzimidazol- 1 -yl]methyl]
biphenyl-2-carboxylat.

Tap chit D: Chua x4c dinh.

Tap chit E: Acid 1-[(2’-carboxybiphenyl-4-yl)methyl]-4-methyl-
2-propy!-1 H-benzimidazol-6-carboxylic.

Tap chét F: 4’-[[4-methyl-6-(1-methyl-1H-benzimidazol-2-yl)-
2-propyl-1H-benzimidazol- 1 -yl )methyl]biphenyl-2-carboxamid.

Mit khdi lwvgng do 1am khé
Khéng dugc qua 0,5 % (Phuy luc 9.6).
(1,000 g; 105 °C).

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

Dinh hrgng

Hoa tan 0,190 g ché pham trong 5 ml acid formic khan (TT).
Thém 75 ml anhydrid acetic (TT). Chuan d{) bﬁng dung dfch
acid percloric 0,1 N (CD). Xac dmh diém két thic bing
phuong phap chuin d6 do dién thé (Phu lyc 10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
25,73 mg C33H30N402.

Bio quén
Trong bao bi kin, trdnh anh sang.

Loai thudc '
Doi khang thu thé angiotensin I (AT)).

Ché phim
Vién nén.

VIEN NEN TELMISARTAN

La vién nén chira telmisartan. ‘
Ché pham phai dap ing cic yéu cau trong chuyén luin
“Thudc vién nén” (Phuy luc 1.20) va cac yéu cau sau day:

Ham lugng telmisartan, C;;H3N,0,, tir 90,0 % dén
110,0 % so v&i lugng ghi trén nhan.

Pinh tinh
A. Trong phan D hoa tan, phd hép thy tir ngoai (Phu luc



