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LPD Title : Piperacillin-Tazobactam
LPD Darte: Mar 03. 2016

Country: Vietnam 0
Reference CDS : version 25.0 Reference CDS Date .13 Jan 2016 DAI DIEN
Reference UK SmPC Date: Sep. 2015 TA THANH PH

HO CHI MINH

TAZOCIN®

Rx

CANH BAO PAC BIET:

Thudc nay chi dung theo don caa béc si.
Poc ky hwéng din sir dung truée khi dung. (DT
Khéng ding qua liéu chi dinh.

Théng bdo cho béc si nhimg tic dyng khéng mong mudn gip phai khi sir dyng
thuoc.

Néu cdn thém théng tin xin héi ¥ kién bac si.
Khéng sir dung thudc di qua han ding.

Pé xa tAm tay tré em.

1. TEN SAN PHAM
TAZOCIN®

2. THANH PHAN DINH LUQNG VA DINH TiNH
Hoat chét: piperacillin natri va tazobactam natri.
e Tén hoa hoc
Piperacillin natrico tén héa hoc la natri (25,5R,6R)-6-[(R)-2-(4-ethyl-2,3-dioxo-1-
piperazincarboxamido)-2-phenylacetamido]-3,3-dimethyl-7-oxo0-4-thia-1-

azabicyclo[3.2.0]heptan-2-carboxylat.

Tazobactam natri ¢6 tén hoa hoc la natri (2S,3S,5R)-3-methyl-7-0x0-3-(1H-1,2,3-triazol-1-
ylmethyl)-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylat-4,4-dioxid.

e Ciu tric
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LPD Title © Piperaciltn-Tazobactam
LPD Date- Mar 03. 2016

Country:

Fietnam

Reference CDS - version 25.0 Reference CDS Date 13 Jan 2016
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UK SmPC Date- Sep. 2015

H

O N CH,

COONa

-

Piperacillin natri

Tazobactam natri

e (Cong thirc phan tu

Piperacillin natri: C23H26N5NaO78S; tazobactam natri: C10H11N4NaO5S
¢ Khébi lugng phén tir

Piperacillin natri: 539,5; tazobactam natri: 322.,3

o Tinh chit vat ly

Piperacillin natri: bot két tinh mau tring, tan khong gii han trong nudc, con va methyl
alcol. thuc té khong tan trong ethyl acetat.

Tazobactam natri: bot két tinh mau tréing dén vang nhat, khéng hut am.
e Lo chira bjt dong khé dé pha dung dich truyén tinh mach

Mé&i lo TAZOCIN® 4,5g chira piperacillin natri twong dwong véi 4g piperacillinva
tazobactam natri tuong dwong voi 0,5 g tazobactam va 1 mg dinatri edetat (dihydrat)
(EDTA)

DANG BAO CHE
Bot dong khé vé khuén pha dung dich truyén tinh mach

PAC TiNH LAM SANG
Chi dinh diéu trj

TAZOCIN® dugc chi dinh dé diéu tri nhiém khuan toan than va/hogc tai chd gy ra boi
cac vi khuin hiéu khi va ky khi gram duong va gram &m nhay cam vdi
piperacillin/tazobactam hodc piperacillin:

Tazocin PI VN Page 20f 17



LPD Title

LPD Date:

Piperacilfin-Tazobactam
Mar 03. 2016

Country: Vietnam
Reference CDS = version 23.0 Reference CDS Date :[3 Jan 2016
Reference UK SmPC Date: Sep, 2015

4.2.

Nov 2012

Nguwoi lom:

- Nhi&m khuan duong ho hap dudi.

- Nhiém khuan dudmg tiét niéu.

- Nhiém khuén trong 6 bung.

- Nhi&m khuén da va cu tric da. <DT
- Nhiém khuén huyét. >

- Nhim khuén phu khoa bao gdm viém ndi mac tir cung héu san va bénh viém viing chéu
(PID).

- Nhiém khuén c6 s6t kém giam bach ciu da nhan trung tinh. Nén diéu tri két hop véi
aminoglycosid.

- Nhiém khuén xwong va khép.
- Nhiém khuén do nhiéu loai vi khuan (gram duong/gram am hiéu khi va ky khi).
Tré em (tir 2 tudi tror 1én):

- Nhiém khuin c6 sbt kém giam bach cdu trung tinh. Nén diéu tri két hop véi
aminoglycosid.

- Nhiém khuéan 6 bung.

Truong hc_rE nhiém khuan ‘nghiém trong, cé t‘.hé bit dau diéu tri theo kinh nghiém va&i
TAZOCIN™ trudc khi c6 két qua xét nghiém vé tinh nhay cam cua vi khuan.

Li¢u dung va cachdung

TAZOCIN® nén dugc truyén tinh mach cham (trong khoang 20-30 phut).

o Khodng théi gian diéu tri

Thoi gian diéu tri tuy thude vao mure do nhidm khuan va tién trién vé két qua vi khuan hoc
cling nhu bénh canh lam sang cta bénh nhan.

o Nguoilon va tré em trén 12 tuéi

Nhin chung, tong liéu khuyén cdo hang ngay 1a 12g piperacillin/1,5g tazobactam, chia lam
nhiéu lan, mdi lan ding cach nhau 6 gitr hodc 8 gio. C6 thé sir dung liéu cao t6i 18g
piperacillin/2,25g tazobactam mdi ngay, chia lam nhiéu lin trong truémg hop nhiém
khuén nang.

e Gidm bach cau trung tinh & tré em

Dung phéi hop véi aminoglycosid & nhitng bénh nhan sét kém theo giam bach ciu trung
tinh:

Tre em ¢6 chirc nang than binh thuong va can nang dudi 50kg, nén diéu‘ chinh liéu toi
80mg piperacillin/| 0Omg tazobactam cho mdi kg cdn ning, dung 6 gid mot lan, két hop vai
li€u aminoglycosid thich hop.

Tazocin Pl V'N Page3of 17
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LPD Title

Piperaciilin-Tazobactam

LPD Date: Mar 03, 2016

Country
Reference
Reference

Nov 2012

Vremam
CDS - version 2501 Reference CDS Date 13 Jan 2016
UK SmPC Date: Sep, 2015

Tré em c6 cén ning (rén 50kg, dung theo liéu cua ngudi Ién, két hop véi lidu
aminoglycosid thich hop.

o Nhiém khudn trong é bung & tré em

Vi tré tir 2 dén 12 tudi, cén nang dudi 40kg, ¢6 chirc nang than binh thuong, liéu khuyén
céo la 100 mg piperacillin/12,5 mg tazobactam cho mdi kg c4n néing, dung 8 gi mot lan.
Voi tre tir 2 dén 12 tudi, can nang trén 40kg, c6 chirc néng thdn binh thudng, dung theo
chi dan li¢u cua ngudi lon. Thai gian diéu tri duge khuyen cdo t0i thiéu la 5 ngay va t6i da
14 ngay, nén tiép tuc dung thuoc it nhat 48 gio sau khi cac dau hi¢u va tri¢u chimg lam
sang da duoc cai thién.

o  Sirdung 0 bénh nhan suy thin @1

Newroi lon va tre vi thanh nién J

Liéu diing duong tinh mach nén dugc diéu chinh theo mite d§ suy than nhu sau (mdi b¢nh
nhén can phai dugce theo doi chat ché cdc dau hiéu nhiem déc; liéu dung va khoang cach
liéu nén duoc di€u chinh twrong tmg):

P6 thanh thai Tazocin (liéu khuyén nghi)

creatinin (ml/phut) ‘ .
> 40 Khong cédn diéu chinh liéu
20-40 Liéu tdi da khuyén céo: 4 g/0,5 g mdi 8 gitr
<20 Licu ti da khuyén céo: 4 g/0,5 g moi 12 gioy

Vi cac bénh nhan can thAm tach mau, nén dung thém mat liéu piperacillin/tazobactam
2¢/0,25 g sau mdi giai doan thdm tach, vi viéc tham tach méu sé loai bo 30%-50%
piperacillin trong 4 gio.

Tre em (2-12 tud 'J

Liéu ding dudmg tinh mach nén dugc diéu chinh theo mirc do suy than nhu sau (mdi bénh
nhén can phai dugc theo ddi chat ché cac dau hiéu nhiém doc; liéu dung va khoang cach
liéu nén dugc diéu chinh twong img):

Do thanh thai Tazocin (liéu khuyén nghi)
creatinin (ml/phit) . ‘
>50 Khdng can dieu chinh liéu.
<50 70 mg piperacillin/8,75 mg tazobactam/kg méi 8
gio.

V6i tre em can thim tich mau, nén dung thém mét lidu 40 mg piperacillin/5Smg
tazobactam/kg sau mdi giai doan tham tach.
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LPD Title

LPD Date:

Piperacillin-Tazobactam
Mar 013, 2016

Country: Vietnam
Reference CDS = version 25.0 Reference CDS Date 13 Jan 2016
Reference /K SmPC Date: Sep, 2015

o  Swrdung o bénh nhan suy gan
Khong can thiét phai diéu chinh liéu TAZOCIN® & bénh nhén suy gan. O)T
o Ding dong thoi TAZOCIN® véi cdc Aminoglycosid -

Do céc khang smh B-lactam lam mét hoat tinh ctia aminoglycosid ¢ in vitro, khuyén céo
ding TAZOCIN® va ammoglycomd riéng ré. Khi c6 chi dinh dung déng thoi véi
aminoglycosid, TAZOC IN* va aminoglycosid can dugc hoa tan thanh dung dich va pha
lodng riéng ré (Xem muc 6.2 Twong ky)).

Trong truong hep can sur dung thude d(fmg thoi, TAZOC IN® ¢6 chira EDTA duge dong
trong lo nho chi tuong hop khi truyén dong théi bang ddy truyén chit Y voi cac
aminoglycosid twong ung dudi cac diéu kién cu thé nhu sau:

Aminoglycosid | Liéu Thé tich pha| Khoing nong d4 | Dung dich pha
TAZOCIN® (g) | loang aminoglycosid loing dugc chip
, TAZOCIN*(mL) | (mg/mL)* nhén

Amikacin 2253 50, 1,75-17,5 Natri clorid 0,9%
3,375; 100, | hoic dextrose 5%
4,5 | 150

Gentamicin ,225 l 50, [0,7-3,32 Natri clorid 0,9%
"%,3?5 | 100, | hoic dextrose 5%
| 4,5 150

4.3.

4.4.

Nov 2012

*Liéu cua aminoglycosid nén dugc dua trén cén nang cua bcnh nhan tinh trang nhiém khuén (nang hoic de
doa tinh mang) va chirc ning than (40 thanh thai creatinin huyét thanh).

Tinh tuong hop ciia TAZOCIN® véi cac aminoglycosid khéc chua duge xdc 1ap. Chi ¢6
nong do va dung dich pha lodng clia amikacin va gentamicin véi cac liéu cia TAZOCIN®
dugc ligt ké o bang trén la da dugc xéc 1ap tinh tuong hop khi ding dong thoi thong qua
day truyén chir Y. Viéc dua thude dong thoi qua ddy truyen chir Y trong bat ky tinh hudng
nao khac vcu liét ké trén day déu c6 thé dan dén mat hoat tinh aminoglycosid do
TAZOCIN®.

o Ngwoi cao tudi

Nguy co gdp tac dung khong mong mudn & bénh nhan trén 65 tudi khong tang lén do yeu
t6 tudi tac. Tuy nhién nén diéu chinh liéu ding & ngudi suy giam chirc ndng than.

Choéng chi dinh

Trong céc truomg hop quéa mg’m voi pét ky B-lactam nao (bao gdém cac penicillin va
cephalosporin) hodc véi cac chat (rc ché B-lactamase.

Céc canh bao va thédn trong dac biét khi sir dung

Trude khi bat dau liéu phap TAZOCIN®, can tim hiéu ky ludng vé cac phan img qua min
trude do vai cdc penicillin, cephalosporin va cde tac nhdn gdy di ung khac. Céac phan img

Tazoctn Pl I'N Page5of I7
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LPD Tule .

Piperactllin-Tazobactam

LPD Date: Mar 03, 2016
Country: Vietnam
Reference CDS : version 23.0 Reference CDS Date 3 Jan 2016

Reference

4.5.

Nov 20112

UK SmPC Date. Sep. 2015

Y

»

qua man nghiém trong va déi khi dén téi tir vong (cac phan tmg phan vé/dang phan vé
[bao gbm soa]) da dugc bao cao o nhimg bénh nhan diéu tri bang cac penicillin, bao gbm
TAZOCIN®. Cac phan {mg nay dé c6 kha nang xay ra hon v&i nguéi ¢6 tién sir man cam
voi nhiéu di nguyén. Phai ngimg su dung khang sinh khi gép cdc phan umg qua man
nghiém trong, va ¢6 thé cin ding epinephrin va ap dung céc bién phap cap ctu khéac.Phan
ing da nghiém trong, nhu hoi chimg Stevens-Johnson.hoai tir biéu bi nhiém doc, hoi
chimg phat ban do thubc kém ting bach cu ai toan va cdc triéu chimg toan than, hoi
chimg ngoai ban mun mu toan than cdp tinh da duoc bao cao trén bénh nhan ding
TAZOCIN" (xem muc 4.8 Tac dyng khéng mong mudn). Néu bénh nhén bj phat ban,
cin theo doi chat ché va ngung ding TAZOCIN® néu ton thuong tién trién.

Viém dai trang gia mac gdy ra do khang sinh c6 thé biéu hién béi tinh trang tiéu chay
nang kéo dai gay de doa toi tinh mang. Cac triéu chimg viém dai trang gia mac cé thé
khoi phat trong hoac sau khi diéu tri khang khuan.

Biéu hién chay mau da xay ra ¢ mot sé bénh nhéan dung khang sinh B-lactam. Nhimg phan
{mg nay doi khi di kém véi két qua bat thuong cua céc xét nghiém dong méu nhur thoi
gian dong mau. thoi gian prothrombin va két tap tiéu cau, va hay xay ra hon & bénh nhan
suy than. (Xem muc 4.5 Twong tac véi cac thude khic va cic dang twong tac khac).
Néu xay ra chay mau, nén ngung dung khang sinh va sir dung liéu phép thich hop.

Ché pham c6 chira 2,84 mEq (65mg) natri trong mdi g piperacillin, ¢6 thé lam ting téng
luong natri dua vao bénh nhan. Ha kali huyet co thé xay ra & nhing bénh nhan giam du
trir kali hodc nhimg nguoi ding dong thoi v6i thude lam giam ndng d9 kali; nén dinh ky
kiém tra nong do dién giai 0 nhimg bénh nhan nay.

Giam bach cau va bach cdu trung tinh c6 thé xay ra, ddc biét la khi dung thude kéo dai.
Do vy, can dinh ky kiém tra chic nang tao mau.

Cling nhu khi dieu tri véi cac penicillin khac, cac bién chimg than kinh dang co giat ¢ thé
xay ra khi diing li¢u cao, déc biét trén nhimg bénh nhan suy giam chirc nang thin.

Ciing nhu cac ché pham khang sinh khac, su dung thuoc nay co thé lam phat trién qua
mure cac chung vi sinh vat khong nhay cam. bao gom nam. Can theo doi bénh nhan chat
ché trong thoi gian diéu tri. Néu xay ra bdi nhiém. can ap dung bién phap diéu tri thich

hop.

e Siwrdung 6 bénh nhan suy gan

(Xem muc 4.2 Liéu dung va cach ding).
o Swdung o bénh nhan suy thin

() bénh nhén suy than hodc bénh nhan tham tich mau. liu dung dudng tinh mach ¢6 thé
dugc diéu chinh tuy theo mire do suy than.

Twong tac véi cic thube khac va cic dang twong tic khic

Cic chit gidn co khong khir cye

Tazocin Pl VN Page 6of 17



LPD Title . Piperacilim-Tazobactam

LPD Dater Mar 03, 2016

Cownry. Viemuam

Reference CDIS  version 25.0 Reference CDS Date - 13 Jan 2016
Reference UK SmPC Date: Sep 20113

Piperacillin ding dong thoi vai vecuronium lam kéo dai tac dung phong bé thén kinh co
ctia vecuronium. Do ¢o co ché tée dung tuong tu nhau, tic dung phong bé than kinh co
ctia bt ky chit gidn co khdng khir cuc nao cling c6 thé bi kéo dai khi sir dung clng
piperacillin,

Cic thudc chéng d6ng méiu dudng ubng

Khi dung dong thoi vt heparin, céc thube chéng dong méu duong uong: va cdc thudc
khéc co thé anh huong &1 hé thong dong mau bao gom chirc nang tiéu cu, can theo déi
déu dan va tién hanh thudmg xuyén cac xét nghi¢m déng mau thich hop (Xem muyc 4.4
Cic canh bdo va thin trong dic bift khi s dung). ':D'r

-

Methotrexat

Piperacillin ¢6 thé lam giam thai irlr methotrexat: do vdy cén theo ddi ndng do
methotrexat trong huy¢€t thanh cua bénh nhan dé tranh dgc tinh cua thudc.

Probenecid

Cilng nhu véi cac penicillin khac, dung dong thai probenecid va TAZOCIN® lam kéo dai
théi gian ban thai va lam giam d9 thanh thai qua thén cua ca piperacillin va tazobactam;
tuy nhién ndng dé dinh trong huyét twong ca hai thube déu khdng bi anh hudmg.

Cac aminoglycosid

Piperacillin don déc hodc phdi hop voi tazobactam déu khong lam thay d6i dang ké dén
duge déng hoc cua tobramycin trén ngudai ¢6 chire nang than binh thudng hoac suy thin
mirc d§ vira hodc nhe, Duge dong hoc cua piperacillin, tazobactam va chit chuyén hoa
M1 ciing khong bj thay d6i dang ké bai tobramycin.

Vancomycin

Khéng c6 trong tac duoc dong hoc nao gitta TAZOCIN® va vancomyein duge ghi nhan.

L
Tuy nhién, mét sb nghién ciru hdi ctru da cho thiy su gia ting mirc dd tén thuong théan cap

tinh & nhitng bénh nhén six dung déng thdi piperacilin/tazobactam va vancomycin, 5o Vi
su dung vancomycin don ddc. Qb

Giong nhu cac penicillin khac, dimg TAZOCIN® ¢6 thé géy phan img duong tinh gia chd
glucose trong nudce tiéu khi dung phuong phap khir déng. Khuyén cdo nén dung céc phép

thir glucose dya trén cac phan Gng cla enzym glucose oxidase. T
bd c6 bdo cdo vé két qua duong tinh khi ding test Bio-Rad Laboratories Platelia N
Aspergillus enzym immunoassay (EIA) trén bénh nhan dung TAZOCIN® nhung sau do I&l
duwoc xac nhan kho nhieém Aspergillus, Phan img chéo véi cée polysaccharid phi- H
Aspergillus va polyranoses véi Bio-Rad Laboratories Platelia Aspergillus EIA di duoc Cl
bao céo. =2
Do d6. ¢de két qua duong tinh trén bénh nhan dung TAZOC IN® cén duge danh gia can |

than va can duge xdc nhan bing cic phwong phap chin do4n khac.
4.6.  Anh hwirng dén kha ning sinh sin, phu ni¥ cé thai va cho con bi

Naovw 26112 fazocin PI LN Page 7af 17



LPD Title : Piperacillin-Tazobactam
LPD Date: Mar 03, 2016

Country: Vietnam

Reference CDS . version 25.0
Reference UK SmPC Date: Sep. 2015

Reference CDS Date -1 3 Jan 2016

Céc nghién ciru trén dong vit cho thiy khong cé hién tuong quai thai khi dung két hop
piperacillin-tazobactam duong tinh mach tuy nhién d4 c6 béo céo vé ddc tinh doi vai kha
nang sinh san trén chudt & liéu doc dbi véi chudt me khi dua thube qua dudng tinh mach
hodc mang bung. Chua c6 cdc nghién ciru diy du va cé déi chimg khi sir dung két hop
piperacillin-tazobactam hodc piperacillin hodc tazobactam don doc trén phu nit ¢6 thai.
Piperacillin va tazobactam qua dugc nhau thai. Chi nén diéu tri cho phu nir ¢6 thai khi lgi
ich mong doi vuot trdi hon nguy co ¢6 thé xay ra ¢bi véi phu nir mang thai va thai nhi.

Piperacillin bai tiét v&i néng do thip qua sira me; ndng do tazobactam trong sira me chua
dugc nghién ciu. Phuy nit dang cho con b chi nén dugc di€u tri khi loi ich mong doi vurot
trdi hon nguy co ¢6 thé xay ra v6i ngudi me va tré ba me.

4.7  Anh huong trén kha ning lii xe va van hanh may mac
Chura ¢6 nghién ciru vé anh huong cua thude trén kha nang lai xe va van hanh may méc.
4.8. Tac dung khong mong muon
Bang tic dung khong mong mudn @a‘
-
'Phan logi theo| Rt Thuong gip It gap Hiém gdp Rét hiém | Chuwaxac dinh dugc tin
co quan va hé| thuimg | > 1/100 > 1/1000 dén < >1/10000 dén gip suit (khong thé wérc tinh
théng gip dén <1/10 1/100 <1/1000 <1/10000 | dwge tir s6 ligu c6 sin)
>1/10
| |
Nhiém tring [Nhiém nam Viém dai trang
va nhiém ky | candida’ | gia mac
sinh tring | | | _ . .
Roi loan mau Giam tiéu cau,  |Giam bach cau | Mét bach céu hat Giam toan thé huyét cau’,
|va hé bach ‘thiéu mau* giam bach cau trung tinh,
| huyét thiéu mau tan huyét , tang
L I | tiéu cau’, ting bach cau ai
1 [ | L toan
'Réi loan h¢ | ' [ Phan img dang phan v¢',
mién djch | | | phan img phan vé , soc dang
| phxan_vé , s0c phan vé , qua
_ man
Tl_ﬁi'_loan Ha kali huyét
chuyén hoa va
dinh dwdmg i
Roi loan tim Mt ngu
than - -
Roi loan hé | Pau dau |
thin kinh | |

Réi loan mach |
mau

|

|Ha huyét ap, viem |

{tinh mach, viém tinh
mach huyét khoi,
nong birng mit

Nov20i2
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Rébi loan hb Chay mau cam | Viém phoi
hép, 16ng ngye ting bach
va trung thit cu 4i toan
Roi logn tiéu | Tiéu Dau bung, nén Viém miéng
héa chay mtra, tho boén, budn
ndn, kho tiéu
Réi loan gan Viém gan*, ving da
méat
Roi loan da va Phit ban, ngira | Hong ban da dang’, |Hoai ur thugng bi Hoi chimg Stevens-
mb dudi da ndi mé day, ndi ban |nhiém doc’ Johnson’, hdi chimg phat
rat san* ban do thuée kém tang bach
cdu &i toan va cac trigu
chitng toan than (DRESS)*,
hdi chimg ngeai ban mun
| m toan than cdp tinh
{AGEP)*, viém da troc vay,
viém da phéng rap, ban xuit
huyét
Roi loan co Dau khép, dau co
xwong, mb
lién két va
wrong
Réi loan thin Suy thdn, viém than ke
va hé tiét nidu
Réi loan toan St, phan (g tai | On lanh &
than va tai chff chd tiém e
tiém £
Xét nghiém Alanin Giam glucose mau, Thoi gian §
aminomransferase [tang bilirubin mau, chay mau
ting, aspartat théi gian keo dai,
| aminotransferase  |prothrombin kéo dai gamma- -
| ting, tong hrong glutamyltran <
i profein giam, sferase tang (DT
albumin mau gidm,
thir nghiém -
1' Coombs duong
| tinh, creatinin mau
' tang, phosphatase
kiém mau tang, ure
mau tang, thoi gian &
thromboplastin )
| timg phin hoat hoa .
| kéo dai of
D
*Tac dung khong mong mudn sau khi thude lru hanh y N
Str dung piperacillin ¢6 lién quan v6i tang ty 1€ sot va phat ban ¢ bénh nhan xo nang f
4.9. Qua liéu 3
=

Triéu chirng

D3 ¢6 céc bao céo sau khi thude Iuu hanh vé viée ding qué lidu TAZOCIN®. Hau hét cac
triéu chimg xay ra bao gdm nén, budn ndn, va tiéu chay da duoce bao cao khi ding & lidu
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Reference

Nov 2012

UK SmPC Date: Sep. 2013

dleu tri thong thuong. Cédc bénh nhén co thé bj kich thich than kinh co hodc co giat néu
truy én tinh mach lidu cao hon lidu duge khuyén céo (dic biét néu bénh nhan bi suy thén).

Ditu tri

Diéu tri hd trg va diéu tri triéu chu‘ng tiy thudc bénh canh 1am sang cua bénh nhén. Chua
c6 thube giai dgc ddc hieu. Co thé giam bét ndng do piperacillin hodc tazobactam qua cao
trong huyét thanh bang tham tach mau (xem muc 5.2. Pic tinh dwoc dong hoc).

CAC PAC TINH DUQC LY HQC
Cic dic tinh duoc lue hoc 01

-

Nhém duoc 1y diéu tri:

Khang sinh sur dung toan thin, két hop cta céc penicillin va chét Gc ché B lactamase, ma
ATC: JO1CROS

Co ché tac dung:

Piperacillin natri ¢6 hoat tinh diét khuan bang cach wrc ché sy tong hop thanh té bao vi
khuan nhay cam. Piperacillin ¢ hoat tinh rc ché nhiéu vi khuan gram duong va gram am,
hiéu khi va ky khi trén vi vitro.

Tazobactam natri it c6 céc hoat tinh khang khudn in vitro lién quan dén lam sang do bi
giam i luc ddi voi cac protein lién két penicillin. Tuy nhten n6 lai la mot chat trc ché
enzym [3-lactamase cua cac enzym phan tu nhom A, bao gbm cac enzym penicillinase va
cephalosporinase Richmond-Sykes loai 111 (Bush nhom 2b & 2b . Tazobactam natri cung
c6 thé thay doi hoat tinh dé tc ché cic enzym pemcﬂlmaae nhom Il va IV (2a & 4). O liéu
diéu tri dugc khuyén cdo, tazobactam khong c6 tac dung dbi véi cdc enzym
chromosomally-meditated p-lactamase.

l} 1¢ gap khang thude cé thé thay ddi tiy theo vi tri dia ly va thoi diém ddi vdi cac chiing
vi khuén da chon. Do d6, d6i véi cac chung vi khuén trong bang dum day ma viéc khang
thudc cua ching c6 thé gély ra cac vén dé nghiém trong, cén phai tién hanh thi nghiém
danh gia do nhay cam dé bac sy ¢6 thé lya chon dugc loai khang sinh hiéu qua nhat. Tiéu
chuan dién giai CLSI v&i phép thir d6 nhay cam cua piperacillin/tazobactam dugc ligt ké
trong bang dudi day:
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Country: Vietnam
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TIEU CHUAN DIEN GIAI PO NHAY CAM CLSI CHO
PIPERACILLIN/TAZOBACTAM

Ving v6 khuin theo
Néng d8 tic ché t6i thiéu  phuong phap khuyech

(MIC) theo mg/L tan qua gidy loc®

Téac nhan gy bénh Piperacillin * (Duomg kinh (mm))

S I R S I R
o e s en w <o
Pseudomonas aeruginosa <16 32-64 >128 =21 15-20 <14
Mot s6 bacilli gram dm d& moc khac® y : . Bg 18320 EI7
Haemophilus influenza <1 - >2 >21 - -
Staphylococcus aureus 8 - =16 =18 - <17
Nhom Bacteroides fragilis® <32 64 >128 - 5 .

Ngudn: Vién ‘Iiéu chuan Thi nghiém va L.am sang. Qui trinh thirc hién chuan doi voi phép thir
dp nhay cam khdng khudn; B6 sung théng tin Ian thir 22.Tai liéu tham khao CLSI M100-S22.
CLSI, Wayne, PA, 2012.
S = Nhay cam. [ = Trung gian. R = Khang.
* MIC duge xac dinh bang cach ding ndng do xac dinh 4 mg/l. tazobactam va thay ddi céc ndng
do piperacillin khic nhau.
bTiéu chuén dién gial CLSI duya trén céc dia chira 100 be piperacillin va 10 pg tazobactam.
¢ Tham khao tai ligu CLSI M100-822, Bang 2B-5 d& ¢6 danh sach céc vi khuén.

Ngoal trirBacteroides fragilis, MICs dirge xac dinh chi bang pha lodng thach.

Quy trinh dénh gid dd nhay cam chudn héa yéu cdu phdi dang vi sinh vat ¢6 kidm soat
chat luong dé kiém soat cic khia canh k¥ thudt cta quy trinh thir. Vi sinh vat ¢6 kiém soat
chat lm:mg la céc ching dic higu cé dac tinh sinh hoc ndi tai lién quan dén co ché khang
thude va cau triic gen cua vi sinh vét, cac ching dic hiu duoe diing dé kiém so4t chét

lugng phép thir 4§ nhay cam khéng c6 ¥ nghia lam sang déng ké.

O

Phé khang khuin: &

Piperacillin/tazobactam duge chimg minh ¢6 hoat tinh véi hiu hét céc vi khuén sau, ca

trong thu nghiémin vitro va trong céc nhiém khuan 1am sang néu dudi day:
Vi khuén gram duong hiéu khi va tuy nghi

Staphylococcus aureus (chi riéng cac chung nhay cam methicillin)
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Vi khudn gram am hiéu khi va tiy nghi
Acinetobacter baumannii
Escherichia coli

Haemophilus influenzae (ngoai trir chiing phén 1ap khang ampicillin B-lactamase am tinh)
Klebsiella pneumoniae

Pseudomonas aeruginosa (ding két hop véi mot aminoglycosid ma ching phan 1ap nhay
cam)

Vi khuan gram am ky khi:
Nhoém Bacteroides fragilis (B. fragilis, B ovatus, B thetaiotaomicron, va B vulgatus)

Cac dir ,Iiéu invitro sau day da dugc ghi nhan, nhung v nghia 1dm sang cua nd con chua
duoc biét.

it nhat 90% cac vi khuan sau c6 néng dd tre ché tdi thiéu in vitro (MIC) it hon hodc bing
diém gay nhay cam cua piperacillin/tazobactam. Tuy nhién, d6 an toan va hiéu qua cua
piperacillin/tazobactam trong diéu tri nhiém khuan do cdc vi khuan nay trén lam sang
chua duge xéc 14p trong cac thir nghiém |am sang ki€m soét tot mot cach day du.

Vi khuén gram dwong hiéu khi va tiy nghi:

Enterococcus faecalis (Chi riéng cac chiing phan lap nhay cam ampicillin hodc penicillin)
Staphvlococcus epidermidis (chi riéng chung phan lap nhay cam methicillin)
Streptococcus agafactiae+

Streptococcus pneumoniae+ (chi riéng cac chung phén lap nhay cam penicillin)
Streptococcus ‘;::szo;.g'ema's:Jr

Streptococci nhém Viridans '

Vi khuan gram 4m hiéu khi va tiy nghi: %

Citrobacter koseri

Moraxella catarrhalis

Morganella morganii

Neisseria gonorrhoeae

Proteus mirabilis

Proteus vulgaris

Serratia marcescens

Providencia stuartii

Providencia rettgeri

Salmonella enterica

Vi khuédn gram duong ky khi:
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5.2

Nov 2012

Clostridium perfringens
Vi khudn gram am ky khi:
Bacteroides distasonis
Prevotella melaninogenica

" Pay khong phai la nhimg vi khuan sinh enzym B-lactamase va do d6 nhay cam véi ca
piperacillin don dac.

Cac dac tinh dwoge dong hoe (D‘(
Phan bo -

Ca piperacillin va tazobactam déu lién két voi protein huyét tuongxdp xi khoang 30%.
Lién két véi protein huyét tuong cua piperacillin hodc tazobactam khong bi anh huong
bai sur hién dién cua chat con lai. Lién két voi protein huyét tuong clia chit chuyén hoa
tazobactam khong déang ké.

TAZOCIN* dugc phan bd rong rai trong cac md va cac dich co thé bao gém niém mac
rudt, thi mat, phoi, mat, va xuong. Nong dd trung binh trong cac mo thuong tir 50% tdi
100% so v&i trong huyét tuong.

Chuyén hod

Piperacillin dugc chuyén héa thanh chat chuyén hoé desethyl ¢6 hoat tinh vi sinh vat yéu.
Tazobactam duge chuyén hoa thanh mot chat chuyén hoéa duy nhat khdng cé hoat tinh vi
sinh vat,

Thai trir

P1perac1llm va tazobactam dugc bai tiét qua than nhd qua trinh loc cdu than va sur bai tiét
o Ong than. Piperacillin dugc bai tiét nhanh chong dudi dang khong déi voi 68% liéu ding
duge tim thay trong nudc ticu. Tazobactam va chét chuyén hoa cua n6 duge thai trir cha
yéu qua than véi 80% liéu ding tim thiy dudi dang khéng ddi va phan con lai dudi dang
chat chuyén hoa duy nhét. Piperacillin, tazobactam va desethyl piperacillin ciing dugc bai
tiét qua mat.

Sau khi diing don hay da liéu TAZOCIN® cho ngudi khoe manh, thoi gian bén thai huyét
twong cua piperacillin va tazobactam dao dong tir 0,7 dén 1,2 gio va khéng bi anh huong
boi liéu hodc khoang th¥i gian truyén. Thoi gian ban thai cua ca piperacillin va
tazobactam tang |én khi d¢ thanh thai than giam.

Tazobactam khdng lam thay d6i dang ké duoce dong hoc cua piperacillin. Piperacilin ¢6 vé
nhu lam giam toc do thai trir cua tazobactam.

Cic dbi tiwong dic biér

Thoi gian ban thai cua piperacillin va cia tazobactam tang twong tmg xp xi 25% va 18%
& bénh nhén xo gan so véi nhimg ddi twong khoe manh.

Tazocin Pl VN Page 130of I7

A RN S YA



LPD Title

LPD Date:

Country
Reference
Reference

W
w

Nov 2012

Piperacillin-Tazobactam

Mar (13 2016
Vietmam
DS : version 250 Reference CDS Date 13 Jan 2016
UK SmPC Date: Sep. 2013

I'hoi gian ban thai cua piperacillin va cua tazobactam tidng khi dd thanh thai creatinin
giam. So voi bénh nhan ¢d chirc néng than binh thudmg, thoi gian ban thai cua piperacillin
va tazobactam tang lén tuong tmg 2 l4n va 4 lan ¢ bénh nhan c¢6 do thanh thai creatinin
dudi 20ml/phat.

Tham tach méu loai bo dugce 30% t6i 50% piperacillin/tazobactam, cong thém véi 5% liéu
tazobactam dugc loai trir & dang chat chuyen hoa cua tazobactam. Tham phan mang bung
loai bo dugc xdp xi 6% va 21% céc liéu piperacillin va tazobactam tuong ung, va thém toi
da 18% liéu tazobactam dudi dang chét chuyén hoa cua tazobactam.

Cic dir liéu an toan tién lim sang @‘T
Kha nang gay ung thir i

Cac nghién ciru vé kha nang gay ung thu chua duoc tién hanh véi piperacillin,
tazobactam, hodc dang phoi hop.

Dot bién gen

Piperacillin/tazobactam am tinh trong céc thu nghiém dot bién gen trén vi sinh vat.
Piperacillin/tazobactam am tinh trong thir nghiém tong hop DNA khong theo lich trinh
(UDS). Piperacillin/tazobactam am tinh trong thur nghiém dot bién diém o dong vat ¢6 va
(té bao bubng trimg hypoxanthine phosphoribosyltransferase [HPRT] chudt dong Trung
Quoc).

Piperacillin/tazobactam am tinh trong thu nghiém bién do6i té bao dong vat co va
(BALB/c-3T3). Trén in vivo, piperacillin/tazobactam khong géy ra su bién ddi nhiém sic
thé trén chudt cong khi tiém tinh mach.

Piperacillin am tinh trong céac thu nghiém dot bién gen vi sinh vit. Khong c6 hu hai DNA
cua vi khuan khi thir v6i piperacillin (thi nghiém Rec). Piperacillin ciing am tinh trong thir
nghiém UDS. Piperacillin duong tinh trong thur nghiém dot bién diém trén dong vt co vi
(té bao lympho chudt). Piperacillin 4m tinh trong thu nghiém bién doi té bao (BALB/c-
3T3). Trén in vivo, piperacillin khdng gay ra su bién doi nhiém sac thé trén chudt nhét khi
tiém tinh mach.

Tazobactam am tinh trong cac thir nghiém dét bién gen vi sinh vét. Tazobactam ciling 4m
tinh trong thur nghi¢m UDS. Tazobactam dm tinh trong thu nghiém dot bién diém & dong
vat ¢6 va (té bao budng trimg HPRT chudt déng Trung Qudc). Tazobactam duong tinh
trong mdt thur nghiém dot bién diém o dong vat ¢6 vu Kkhac (t¢ bao lympho
chudt). Tazobactam am tinh trong thu nghiém bién dbi té bao (BALB/c-3T3). Trong mét
thu nghiém di truyén hoc té bao in vitro (té bao phoi chudt dong Trung Quoc), tazobactam
cho két qua am tinh. Trén in vivo, tazobactam khong gay ra su bién doi nhiém sic thé trén
chudt congkhi tiém tinh mach.

Déc tinh sinh san

Nghién ciru vé sur phat trién phi-thai khong cho thdy c bing chimg vé hién tuong quéi
thai sau khi dung tazobactam hodc hon hop piperacillin/tazobactam theo dudmg tinh mach,
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tuy nhién nhan thiy trong luong thai bi giam nhe trén chudt cong & mirc liéu gy doc cho
chudt me.

Dung piperacillin/tazobactam tiém trong mang bung ¢6 lién quan dén su giam nhe kich
thude va tang ti 1€ bo xuong nho bét thuémg (cham su cbt héa xwong) & lidu gay déc cho

me. Su phat trién thai nhi gan hodc sau khi sinh b; anh huong (giam trong lugng con, ting
ti 1 sinh thai chét hoic tir vong & con) khi dung liéu gdy doc cho me.

Anh huwing dén kha nang sinh san

Céc nghién ciru sinh san trén chudt cbng cho thiy khong c6 bing chimg vé anh huong lam
giam kha nang sinh san cua tazobactam hodc piperacillin/tazobactam khi tiém mang bung.

CAC PAC TiNH DUQC HQC

Danh muc ta dwge ®T
Acid citric monohydrat , dinatri edetat (dihydrat). 4
Twong ky,

Cac dung dich dugc biét 1a twong hop véi TAZOCIN® c6 chira EDTA dé hoa tan thanh
dung dich la:

» Natri clorid 0,9% pha tiém

e Nudc vo khuén pha tiém

e Dextrose 5%

e Nudc mudi sinh 1y kim khudn/Parabens

e Nudc kim khuan/Parabens

e Nudc mudi sinh 1y kim khuan/ Alcol Benzyl
e Nudc kim khuan /Alcol Benzyl

Dung dich sau khi hda tan cua TAZOCIN® ¢6 chira EDTA c6 thé dugc pha loang thém t6i
thé tich mong muén (vi du SOmL thanh 150mL) véi mot trong nhitg dung méi tuong hgp
danh cho duomg tinh mach dugc liét ké dudi day:
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Nov 2012

e Natri clorid 0,9% pha tiém

e Nudc vo khuén pha tiém'

e Dextrose 5%

e Dextran 6% trong nuéc mubi sinh ly

e Dungdich Ringer Lactat

e Dung dich Hartmann

¢ Dung dich Ringer Acetat (DT

e Dung dich Ringer Acetat/Malat B

"Thé tich téi da duge khuyén cdo cua nude vo khuin dé pha tiém cho mbi lidu 1a 50mL.

Bét cir khi nao dung fiéng thoi TAZOCIN"’ voi mdt khang sinh khac (vi du céc
aminoglycosid), cdc thude phai duge tiém truyen riéng ré. Viée tron TAZOC IN® véi mot
aminoglycosid trén in vitro c6 thé lam mat hoat tinh cua aminoglycosid dé.

Viéc tron cac khang sinh B-lactam véi cac aminoglycosid trénin vitro c6 thé 1am mat hoat
tinh cua aminoglycosid. Tuy nhién, amikacin va gentamicin da dugc xdc dinh la tuon
hop voi TAZOCIN® trén in vitro véi mét vai dung dich pha lodng & cac nong dd cu thé
(Xem muc 4.2 Liéu dungva cach dang).

Khéng nén tron TAZOCIN® véi cac thube khac trong cung mdt bom kim tiém hodc mdt
chai dich truyén vi tinh tuong hop chua duge xac 1ap.

Do khong 6n dinh vé héa hoc, khéng dung TAZOCIN® véi cac dung dich chi chira natri
bicarbonat.

Khéng duoc thém TAZOCIN® vao ché phdm mau hodc san phdm thuy phan albumin.
Thoi han sir dung

36 thang ké tir ngay san xuat.

Than trong didc bi¢t khi bao quan

o thube bot Tazocin khi chura hoa tan thanh dung dich: Bao quan duéi 30°C.

Dung dich sau khi hoa tan thudc bt: Bo phan dung dich khong sir dung sau 24 gio néu
bao quan dudi 25°C hodc sau 48 gid néu bao quan trong tu lanh (2°C-8°C).

Tinh chét va dung lwong ctia bao bi dong géi
Hop 1104,5¢.
Huwdng dan dic biét cho sir dung, xir ly va loai bé

Hudémg din hoa tan thanh dung dich va pha lodng dé sir dung:
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Chi dung dé truyén tinh mach: Hoa tan thanh dung dich mbi lo voi thé tich dung moi
trong bang dudi day, su dung mdt trong nhimg dung mdi tuong hop dé hoa tan thude
théanh dung dich. Lic xo4y cho dén khi thuéc hoa tan.

Khi lic xo4y lién tuc, nhin chung viéc hoa tan thanh dung dich xay ra trong vong 5 dén 10

phit.

Dung tich lo Thé tich dung méi tuong hgp duge thém vao

(TAZOCIN®) mdi lo

225g 10 mL

3375¢ 15 mL

450¢g 20 mL

405¢g 152 mL
Tiéu chudn: Nha san xuat O}'f
Nha sian xuit: Wyeth Lederle S.R.L. — Via Franco Gorgone Z.L, 95100 Catania (CT), Y.
®Nhan hiéu da dang ky

LPD date: 03 Mar, 2016
Reference CDS date: 13 Jan, 2016
Reference UK SmPC date: Sep, 2015
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