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BOT PHA TIEM PIPERACILIN VA TAZOBACTAM

Bot pha tiém piperacilin va tazobactam |a bét vo khuan cuia piperacilin natri va tazobactam natri, c6 thé
c6 thém chéat dém va chét 6n dinh thich hop. H6n hop dwoc déng trong lo thay tinh nat kin. Chi pha véi
“nwdc vo khudn dé tiém” ngay trwde khi dung.

Ché pham phai dat cac'yéu cau quy dinh trong chuyén luan “Thubc tiém, thudc tiém truyén” (Phu luc
1.19) va cac yéu cau sau day:

Ham lwong piperacilin, C23H27Ns07S, trong ché phadm phai tir 90,0 % dén 110,0 % so v&i lwong ghi trén
nhan.

Ham lwong tazobactam, C1oH12N4OsS, trong ché phdm phai tr 90,0 % dén 110,0 % so véi lwong ghi
trén nhan.

Ty |& cta piperacilin va tazobactam trong ché phdm la 8 : 1.

Pinh tinh
Trong phan Pinh lvgng, thoi gian lwu cha cac pic chinh trén sic ky d6 ctia dung dich thir phai twong
(ng v&i thdi gian lwu cla cac pic chinh trén sac ky db cia dung dich chuén.

pH

T 5,0 dén 7,0 (Phu luc 6.2).

Hoan nguyén ché phdm bang nwéc vd khuan dé tiém di kém dé tao thanh dung dich chira 4,0 %
piperacilin, tién hanh do pH ngay sau khi hoan nguyén.

Tap chat lién quan

Ap dung quy trinh phan tich nay khi hd so tap chat cla ché phdm chira tap chat 4, 5 va 6 cua
piperacilin. Phwong phap séac ky 16ng (Phu luc 5.3).

Hén hop dung méi A: Acetonitril - nuée (25 : 75).

Pha déng: Tron déu 75 thé tich cia dung dich chira tetrabutylamoni hydrosulfat (TT) 0,5 g/L va kali
dihydro phosphat (TT) 1 g/L v&i 25 thé tich acetonitril, diéu chinh dén pH 3,8 bang dung dich amoniac
loéng (TT).

Chu y: Chuén bi céc dung dich ngay truéc khi dung va bdo quan & 2 °C dén 8 °C.

Dung djch thi Hoa tan mot lwong ché pham thich hop trong pha dong dé thu dwoc dung dich chira
0,2 mg/ml piperacilin va 25 ug/ml tazobactam.

Dung dich déi chiéu (1): Dung dich chira 0,5 mg/ml tazobactam chuén trong hén hop dung méi A.

Dung djch déi chiéu (2): Dung dich chtra 1,0 mg/ml piperacilin chuan trong acetonitril - hén hop dung
méi A (4 : 96). Chu y: Hoa tan piperacilin chuan trong acetonitril (TT) trwéc (thé tich acetonitril khoang 4
% thé tich cubi cling) sau doé pha loang bang hén hop dung mai A.

Dung dich déi chiéu (3): Dung dich chira 6 pg/ml tap chat A chuén clGa tazobactam va 25 pg/ml
tazobactam chuén trong hdn hop dung méi A.

Dung dijch déi chiéu (4): Pha loang dung dich ddi chiéu (1) va (2) bang pha déng dé thu dwoc dung dich
chtra 0,2 mg/ml piperacilin chuan va 25 pg/ml tazobactam chuan.

Diéu kién sac ky:

Cot kich thwéde (15 cm x 4,6 mm) dwoc nhdi cac hat silica gel dwoc gén véi nhém phenyl (3 pum).

Nhiét dd budng tiém mau: 5 °C.

Detector quang phd t& ngoai d&t & buwéc séng 210 nm.

Téc dd dong: 1 mi/min.

Thé tich tiém: 20 pl.

Céch tién hanh:
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Kiém tra tinh phu hop ca hé théng: Trén sac ky d6 ctia dung dich dbi chiéu (3), d6 phan giai gitra pic
tap chét A va pic tazobactam khéng nhd hon 3,0; trén sac ky dd ctia dung dich dbi chiéu (4), hé sb dbi
xng cla pic piperacilin va pic tazobactam khong Ién hon 1,8; dé léch chuan twong déi cta dién tich
pic piperacilin va pic tazobactam thu dwoc tir 6 1an tiém 13p lai khéng I6n hon 2,0 %.
Thaoi gian lwu twong dbi ctia cac tap chét dwoc trinh bay trong Bang 1.
Ham lwong (%) cla cac tap chat khac duoc tinh theo cong thirc sau:
(ru/rs) x (Cs/Cy) x P x 0,001 (mg/ug) * (1/F) x 100
Trong dé:
r.: 1a dién tich pic ting tap chat trong dung dich thir.
rs: 1a dién tich pic ctia piperacilin trong dung dich déi chiéu (4).
Cs: la ndéng do cua piperacilin chuan trong dung dich déi chiéu (4) (mg/ml).
C.: la nébng do theo nhan cla piperacilin trong dung dich thr (mg/ml).
P: 1a hoat d6 cta piperacilin chuan (ug/mg).
F: 1a hé s dap wng twong dbi dwoc trinh bay trong Bang 1.
Gi&i han: Xem Bang 1.

Bang 1
Tan chit Thoi gian I‘L.Pu Heé s6 dée.t'rng Gi®i han
twong doi twong doi (F) (%)
Tap chét A cla tazobactam 0,12 0,75 1,0
Tazobactam 0,25 — —
Tap chét 4 cla piperacilin 0,31 1,0 1,0
Acid piperacilin peniloic’ 0,36 1,0 1,0
Acid piperacilin peniciloic” 0,51 0,56 5,0
Aqd acg.tylated peniciloic cua 0.55 10 10
piperacilin
Tap chét 5 cla piperacilin 0,62 1,0 1,0
Tap chét 6 cla piperacilin 0,67 1,0 1,0
Piperacilin 1,0 — —
Tap chét don khac — 1,0 1,0
Tdng cac tap chét
N o L — — 50
(trtr acid piperacilin peniciloic)

Ghi chu:

Tap chét A cla tazobactam: Acid (2S,3S)-2-amino-3-methyl-3-sulfino-4-(1H-1,2,3-triazol-1-yl)butyric.

Tap chét 4, 5 va 6 cla piperacilin: Chwa xac dinh dwoc c4u truc.

Acid piperacilin peniloic: Acid (4S)-2-{[2-(4-ethyl-2,3-dioxopiperazin-1-carboxamido)-2-phenylacetamido]lmethyl}-
5,5-dimethylthiazolidin-4-carboxylic.

Acid piperacilin  peniciloic: Acid (2R,4S)-2-{(1R)-carboxy[2-(4-ethyl-2,3-dioxopiperazin-1-carboxamido)-2-
phenylacetamido]methyl}-5,5-dimethylthiazolidin-4-carboxylic.

* Hop chat nay c6 hai epimer thwéng cuing riva gidi nhung cé thé bj tach ra do nhirng thay dbi nhd trong diéu kién
sac ky.

Acid acetylated peniciloic cua piperacilin: Acid (2R,4 S)-3-acetyl-2-{(1R)-carboxy[2-(4-ethyl-2,3-dioxopiperazin-1-
carboxamido)-2-phenylacetamido]methyl}-5,5-dimethylthiazolidin-4-carboxylic.

Nwéc

Khéng dwoc qua 2,5 % (Phu luc 10.3).
Dung 0,200 g ché pham.

Noi doc té vi khuan

Khoéng dwoc qua 0,08 EU/mg (1 mg chira 0,89 mg piperacilin va 0,11 mg tazobactam) (Phu luc 13.2).
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Pinh lwong

Phwong phap séc ky 16ng (Phu luc 5.3).

Dung dich A: Pha loang 80 ml dung dich tetrabutylamoni hydroxyd (TT) 40,0 % thanh 100 ml bang
nuwérc.

Pha ddng: Methanol - nwdc --dung djch natri dihydrophosphat khan 2,4 % - dung dich A (510 : 432 : 50
: 8). Diéu chinh dén pH 5,5 bang acid phosphoric (TT).

Chu y: Céac dung dich sau dung ngay sau khi pha, bdo quan va tiém méu & 2 °C dén 8 °C, phéan tich
mau trong vong 24 h sau khi pha.

Dung djch thi. Can bot thube trong 10 lo, tinh khdi lwong trung binh ctia bot thube trong mét lo, tron
déu. Hoa tan moét lwong ché phadm thich hop trong pha déng dé thu duwgc dung dich chira 1 mg/ml
piperacilin va 0,125 mg/ml tazobactam.

Dung dich chuén: Dung dich chtva 1 mg/ml piperacilin chuan va 0,125 mg/ml tazobactam chuén trong
pha déng.

Piéu kién s&c ky:

Cét kich thuwédc (25 cm x 4,6 mm) dwoc nhdi pha tinh C (5 um).

Nhiét @6 budng tiém mau: 2 °C dén 8 °C.

Detector quang phé hap thu tlr ngoai dat & buéc séng 230 nm.

Tbc d6 dong: 1 ml/min.

Thé tich tiém: 10 pl.

Céch tién hanh:

Theoi gian lwu twong dbi so véi piperacilin clia tazobactam 14 0,36.

Kiém tra tinh phu hop ctia hé thdng: Trén sac ky d6 cta dung dich chuan, hé sb déi xirng cla pic
piperacilin va pic tazobactam khéng I&n hon 2,0; d6 léch chuén twong dbi cta dién tich pic piperacilin
va pic tazobactam thu dwoc tir 6 1an tiém lap lai khéng I6n hon 2,0 %.

Tinh ham lwgng phan trdm cla piperacilin, C23H27NsO7S, va tazobactam, C1oH12N4OsS, trong ché pham
dwa vao dién tich pic twong tng thu dwoc trén séc ky d6 ctia dung dich thtr, dung dich chuan va ham
lwong ctia C23H27Ns07S trong piperacilin chuan; ham lwong ctia C1oH12N4OsS trong tazobactam chuén.

Bao quan
Trong dé dwng kin, tranh anh sang, & nhiét dd phong. St dung thuéc ngay sau khi hoan nguyén.

Loai thuéc
Khang sinh nhém penicilin va chét &c ché beta-lactamase.

Ham lwong thwong dung
Piperacilin va tazobactam (4 g/0,5 g).
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