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vaginalis LLﬂ:ﬁf]Yl%%iaL%a Enterobacter spp mwmﬂwvufﬂ%ﬁﬁwLuﬁw-LLaﬂmemmn
Taslulaw uazliafolud-uanunuLua (32399 E. cloacae, E. aerogenes), Citrobacter spp.
(i’mﬁz\‘i C. freundii, C. diversus), Providencia spp., Morganella morganii, Serratia spp.
(3’3&1?130 S. marcescens, S. liquefaciens), Pseudomonas aeruginosa W< Pseudomonas spp.
5%6] (37 Nﬂgﬂ P. cepacia, P. fluorescens), Xanthomonas maltophilia, Acinetobacter spp.
gnidaBanuaiiserfiansuuan: ﬁqw%%iamUw”uﬁfmaaLLmﬁﬁUwgaﬁa%a wae ldaauan-
WRALNNLNE LalA streptococci (S. pneumoniae, S. pyogenes, S. bovis, S. agalactiae,

S. viridans, Group C, Group G), enterococci (E. faecalis), Staphylococcus aureus (S. aureus
ﬁvl,iié, A6aLNTTRAY), S. saprophyticus, S. epidermidis (coagulase-negative staphylococci),
corynebacteria, Listeria monocytogenes, Nocardia spp.

anidaliio anaerobic bacteria: Mafias19 uazliaaud-uanunus leun Bacteroides
spp. (E’Juﬂgd B. bivius, B. disiens, B. capillosus, B. melaninogenicus, B. oralis), L%aiuﬂaju
Bacteroides fragilis (37 &mgd B. fragilis, B. vulgatus, B. distasonis, B. ovatus, B.
thetaiotaomicron, B. uniformis, B. asaccharolyticus), %"JaJ‘ﬁzd Peptostreptococcus spp.,
Fusobacterium spp., L%ﬂluﬂﬁju Eubacterium, Clostridia spp. (TJSJ‘H&G C. difficile, C.

perfringens), Veillonella spp., \Laz Actinomyces spp.

NN3@N©¥1 MERINO (ﬂ’]‘saﬂL%ﬂ1%ﬂi&tﬂl§ﬂﬂﬁtﬁﬂ%ﬁﬂ ESBL producing organisms)
luns@inneadiin iiudayaludhmin uuugw Wafnsnanulidasnin mysnwuu
definitive (nsnafe Ransanananyldesfiladusulunmmasssnanitenis) drafwas
%aﬁumﬂemmﬂLLﬂu'laJUiiqLﬂmsﬁmmvlmTaUmfﬂudmﬁﬁmiﬂaﬁ'ﬂmsmUﬁ 30 7% b
n’ﬁ%'ﬂ‘l:r’m’ﬁa@L%ﬂlummmﬁa@ﬁlﬁ@mﬂL‘%a E. coli %%E]L%a Klebsiella pneumoniae ‘ﬁlﬁ%ﬁd
ESBL lugﬂamﬂ%mﬁﬁmmﬂgﬁﬂqa Qﬂ’mﬁaﬁvu 23 718910 187 18 (3088 12.3) ﬁ"L@TQﬂ
q’ulﬁ%’uﬁmasw%aﬁu/mimmﬂme"l,ﬁmsgwaﬁ'wf%é’nﬁamsmmﬁ 30 1% Lfial,ﬁzmﬁ'mgﬂw
7 318370 191 318 (308aT 3.7) ﬁiﬁgnajulﬁ%’muaisﬁuu (AULANAIVDIAINULFDS [risk
difference], 8.6% [1-sided 97.5% Cl — ° fi3 14.5%]; P = 0.90 éwiuau laidasnin)
ﬂ%ﬁWUﬂ’]‘m’mLﬂuﬂﬂa‘i’l’]\‘lﬂaﬁﬂLLE\]:Y]NQN%’J?JV]UWI]’W‘LWJD%;{ 4 Iupﬂ”ﬂw 121 31897N 177
MY (So8as 68.4) Iumjuﬁvlﬁ%'uﬁl,waw‘ﬁaﬁu/mimmﬂLLmJ Lfial,ﬁsmﬁ'mjﬂfm 138 318970

185 1y (Fauaz 74.6) NlannguliTuimalafiug (ANULANAITBIAMUEEY, —6.2% [95%

2



LPD Title: Piperacillin-Tazobactam

LPD revision no. 12.1

LPD Date: April 18, 2022

Country: Thailand

Reference CDS version: 32.0 CDS Date: September 13, 2021

Cl, —15.5 i1 3.1%]; P = 0.19) aunquainsaed isugadilitaian madnwilaldsu
miasuayulan Pfizer

INEBIARAIFAT

NNINILINLAIVDIEN

mAwanSaauuasmlauuaunusunulysaulunasundszanm 30% lasfiansaung luidus
dansaunulUsduvasRweTadn nIamlaowuauny Wweue lavvasmlaowuawnuinig
Junuldsfuinesianiay

v

NG Bw mtzﬁnU@T’JayjﬁﬂﬂlmﬁaLﬁaLLawaammﬁ’n”mﬂw muﬁuﬁmﬁaﬂyﬁﬂa

A

(intestinal mucosa) 31d daa i@ uaz nazgn lasuUnd anudntuadoiiiaiiaagn

50% 119 100% UDIAMMLTNLTUIWNAIRIN

WAL AT
a A A Il . d =~ a ] Y
wLwaswaaugﬂLu@ﬁuavla%agiugﬂmaa desethyl metabolite T9iInNTN1IRTIINENABUTN

v o s U & 6 dl dl = A€ A a
oy mmuwﬂmwﬂLmugﬂmeJavlasﬂﬂLﬂum@’mavl,am@mwvl,wqwﬁwmqamwm

nNsBUANYY

w“vwaw’fmﬁuua:wﬂmmﬂmegﬂﬂ'uaaﬂma"l,miﬂmhu glomerular filtration LLag tubular
secretion

w“masw%aﬁugnm”uaaﬂasi'm'mL%’Jmaﬁam’aﬂugﬂﬁ"l&iLUﬁUuLLUm 68% VBIVWIALTIH
fnsumlauuaunuuszwavelavigndusanmaladusulng lasagluguila
Waguulas 80% vasamasnili was ﬂ'%mmmuﬁ'mﬁagﬂm”uaaﬂlugﬂmaammuavl,aﬁ
[don MwenTadn mlouuauny uas desethyl piperacillin fnstuasnmasiidee
MuRaIN T Nlasn IﬁLLﬁmmaﬁmﬁﬁqmmwﬁ asaLden nia vanoass (I8F) wu
@iﬂﬂ%d%%luwammmaa'ﬁLwam%aﬁmmzmimmmmuagjilu"ﬁqq 0.7 — 1.2 Talws lagi
wneguszszezialunIneastvsanlafindiin g liinadamaiedia MiRiwa
Faduuazmlauuaunuiisnaisiialumsrudiesnisdumnnmsinsasimela renal
clearane) 8083
mlsuuaunylivilindrasumanszasfinendadufanafouitasadadinian

Wwandaauinariliaasnnsauaieeny E]GY]’]I‘]ILL‘]JQLLY]&ISG]&G

ﬂizmnsnfsjumm:
1 tﬁj Aa a a a LV d';:l Q =3 cal n:?
mmo"mmlaawLwaﬁsﬁaauua:ma\‘imimmmmulugm AR TR UUT I NN Tz b 25%

o o o @ Pz ﬂd a o o Ao a
LaE 18% UKL Ldal iﬂUL'ﬂﬂunua"lﬁ'}auﬂiﬂuq"ﬂﬂﬁw\l(ﬂ


Lora
อ้างอิง 1, หน้า 24


LPD Title: Piperacillin-Tazobactam

LPD revision no. 12.1

LPD Date: April 18, 2022

Country: Thailand

Reference CDS version: 32.0 CDS Date: September 13, 2021

' = a a a A A X 4 .. ' =
ANAIITIAVBINLN TN TR AULAZN LT UALNNLNND LD creatinine clearance 8A8d A1ATI
TAOVININAINITaAMLA I TLUALNLULAD creatinine clearance $NNI1 20 NARAAI/UIN 2

A X \ a o @ A a a o o, Aa o a
LANNVURDILNILLRSTLNIATURIIOD LNE’]LﬂiﬂlllaﬂﬂllﬂllﬁlhUﬂl]ﬂ']'iﬂ']ﬁ']u"llaﬂvlﬁlﬂﬂ@]

nsnantiaanu latnaNaIantwaTaaw M lawuaunyaanldle 30% 549 50% lagawe
= e 6 £

PNl TLUALNNAN 5% °11aaazgﬂma@aaﬂlugﬂLumwuavlaﬂmaaﬂwimLLuaLqu e lanie

TN DIV LIN N TaABULaz M lanuaunyaan tdldUszunom 6% uaz 21%

ANUEAL I@wm@mmIGﬁLLUQme:gﬂmﬁ‘f@aaﬂgaqmvlﬁﬁa 18% Iugﬂl,mnuavl,aﬁmaamim

LUALNY

PayannalaannanawitnIeNIeaaRn
£,
gansnanzse
geliinsAnsnenugninensiSwasRiweNTadn mlouwuauny Kanmslaeniaed

1NN

qw§ﬁ8ﬂ1iﬂaﬁﬂﬁ%ﬁ:

Mnandaswmlouwuaunulinaiduaulunisnasey microbial mutagenicity assays
Mnandadwmlouwuaunulinaiduaulunisnasey unscheduled DNA synthesis (UDS)
AMwandadwnlowuaunylinaiduavlunisnasay mammalian point mutation (Chinese
hamster ovary cell hypoxanthine phosphoribosyltransferase [HPRT]) assay

Mwandaswm louvaunuldmwaiduavlunisnaseay mammalian cell (BALB/c-3T3)
transformation assay mM3AnsAelusemeldnwuiniiwedadwmlsuuaununaliiie
@mzuﬁ@ﬂﬂﬁmaﬂﬂﬂuisﬁuiu%w’nﬁiﬁ%‘ummmaamﬁa@@h
MwanTadulinaduavlun1Inasay microbial mutagenicity assays binuaNIRE A
medsnaluiuafiisy (Rec assay) NlasumwonTasn Miwendadulwnaiduavlunny
NaFay UDS n1Inasay mammalian point mutation (mouse lymphoma cells) assay
Mwandaduldnaiduuin AinasGadulvnaiduavlunisnazay cell (BALB/c-3T3)
transformation assay nMsenznaslunanglinyinfwendaduneliiiannufiaUndves
Iﬂﬂwimu‘luﬁhm’nﬁvlﬁ%'umma%aamﬁamﬁ

mlauuauwnaldwatduaulunisnasay microbial mutagenicity assays nlauuaunuliug
Wuavluninasey UDS lumIneasay mammalian point mutation (Chinese hamster ovary
cell HPRT) assay mlouuaunulawaiduay wdanlowvaunuliuwaiduuinlunsnasey
mammalian point mutation assay ﬁmm‘imﬁd (mouse lymphoma cells) mlauuaunulduag

uavlunsnasay cell (BALB/c-3T3) transformation assay ﬂ’liﬂ@laauw"’uﬁqﬂﬁmzﬁuL‘]jaﬁ

4



LPD Title: Piperacillin-Tazobactam

LPD revision no. 12.1

LPD Date: April 18, 2022

Country: Thailand

Reference CDS version: 32.0 CDS Date: September 13, 2021

lunaaanaaad (Chinese hamster lung cells) assay wu3itnilawuaunylinatduay

= 1 1 1 1 ¥ A a a dl
miﬂﬂmmylmwmﬂvl.:uwmwmismwﬂmeﬂalmﬂ@mmw@ﬂﬂmaﬂaﬂmiwlum&mm
lasusnIraaaliaadn

[~ a 1 %) 6
anaduisaaszunduns
MmN MINamzaImdaw-nInluast ldwonanguwsesmaiingnizdnaslasuen
MIBLUALNNRIaNINDIITRAWN L TUUALNNTINAWNNIRFAALR AR B8N bIAATUNLIN
ﬁmﬁfﬂmam"'aa'auiuﬂiiﬁa@aaLﬁﬂﬁaﬂlu%wnﬁvlﬁ%'umlumm@mﬁlﬂuﬂw@iamj
nmylipfiwendadwnilauwuaunulasdadinitesiasdunusiuniaaasvasiwaugn
QI J A 6 a Al ci 1 ] %
luﬂiaﬂLLazmiwawaaqummsmmadmmN@ﬂﬂmluiﬂiaﬂsz@ﬂﬂvluguLLN (@Naglu
o { A & a ' ' ' o ' o
miaianszgn) Mnemduiuisedaud wuanuunwiadluiamwnsnauasaamasnaea
g’ a a U, n' n&' QI ,§' % L% a
(hninzesgniusiaaad mafaliiwAndu nsaslugnnyganiniu) lassuwusiy

AU D UN G LY

AMNLNNIBIIRNITDIYNID
= A : o = =2 ] a o ¢
mdnsnIFuRUTIuARI Y inunangunuaesfisnnuunwiadluniaaiywug

Lﬁﬂﬁm’]’%’]ﬂﬂ’]l‘ﬁLLUﬂLLﬂN NIDWLN ai’lﬁﬁﬂﬁ‘%/‘ﬂ’liﬁmwﬂLLY]SJﬁsLﬁ;[@ HNTRAALTINTOIV B9

U 1 GLQ/
aUI Ly

A A v o a & A A P . A
g ITateltlumssnsanznsfaiTenuafiisosRanasnInie (systemic) was/13e

a & L A o 1 a & A A A ' g v
NNIRALTALANIZNTINTIANLRIDFIRLINAAN N TaLUANISN Idiasnh lawn
mMIfaBavaInadurelasgiuad nsdatTevasmaantaaniy (Fanzunindeuuas laifl
AMzunIndan) Midasanelutasrias msdalaNiintiuaslasianivesfiinis nsda

& A A a A & @ A o & P o A & A o A
Wanuansuluntzualana msmmammzauwuqmaamyasmvlml,ﬂ Azatdanaiiia
yuagnifialufdng 9 vaadinnunianibitedrias NMundinaan (postpartum endometritis)
WaZ NNIONLRUVBILTINIT W (pelvic inflammatory disease (PID))

a ,&' n:ll a dy a U L= =) A v 1 a o s =Y dy dl
MIaaLTaNAAINITaRA8TRATINAY: NlaB® JTaUdlTlunInEIdIRITUNIIGaLTaN
LAANLTARANLTRATINN® TIUNI N TN FINDI1ZLAAINNLTaTRA aerobic LA anaerobic
Fwiundatemelutedrias Mifabenfiiniinazlas g iveIfimms MIfabauas
sruumaannelagiuend)

n gsw Lialdsuny m’l,uﬂéjua:ﬁIuné’mIﬂmU@Tﬁﬁaﬂﬂ%ﬁhﬁ%’u{ﬂmmsﬁ@L%aLLmﬁSU
luglnawiadnfidnnizidalafaniziia neutrophil 61

X & A o ' ~ A Ao @ a X
gﬂwmnmaasnmagﬂu‘[sowmma 01y 2-12 nlaandtatsldlunssnulindalsa

1 v ﬂ?: Q/AI s & v a A/ 1 v
ﬂ’]ﬂi%“ﬁﬁ](‘l‘ﬂa\‘i T)N‘Y]\‘ivLﬁ@I\‘]E]ﬂLﬁﬂﬁﬁdﬁﬂ’]’JZLL‘ﬂiﬂﬁﬁE}uﬂlE]\‘iﬂ'ﬁLL@lﬂ WI0UNuaINad% Ta9via



LPD Title: Piperacillin-Tazobactam

LPD revision no. 12.1

LPD Date: April 18, 2022

Country: Thailand

Reference CDS version: 32.0 CDS Date: September 13, 2021

o a X A A oV aa A & v 49 v o o, =& da
ANLRY  LAYNIIAALTAVDINIILAUING m"l,uwmiﬂi:mummaml‘*ﬁummu;&ﬂam@ﬂmmq
dninz2
#ANINMILTN BB BNZAINANT G WLAY NlaBwds LT lanalwniTsnun1daisa
A A a & A \ A A A A A A A A IS ' o &
AwniianBanldaNiwaTadn 1HhasanNIlaBTwININaNTaaw D e IBUIzNaL Ad1k

et 2 & . . . s a Y { oA A A g
TunIINEINNIAALTOLULKRY (mixed infections) TaLAinanLTa RAaRINaNTaaY wazlTe
n:l' (% 6 (% n:l' 1 a = 1o £Z L3 ad a d' 0 £
naPsenlsiiud-uaaunuaa Ahdaniladu 39 lisududasldondjiiucsiadusineae
=
an

A A o a & 4da & A %
nlggw JuUslomilaganizlunissnenisdamanifianni@eraiashasauni wazlunis

v -5 1 { ¥ 1 { = Qf v

Tmssnsneunaznuranmasauanyhvaddiadas asannnmladnigninis
mmmﬂaamﬁgm%avl,ﬁﬁmmﬁ@

=) A€ a = 1 =% Q 1 g .
mlagn sonnniiasunumnlunguezilundvlamud daiia Pseudomonas aeruginosa U3

R 6 L% 1 s £ =} E7N] d'd a v o A a %2 eq/'
SUWUT mﬂ"ﬁmﬂunu"lwa@‘[@mawwﬂugmmm:uugu@;unumﬂﬂm AT TUNIFD
TR UV MENLANNEINILNITINE NUANINIILHNAVAINTNZLTALRZNANIINARALAINY

&g o o @ £y = Ao
VL']?J gilmafaayn LLmﬂ’Jiﬂ%‘Uﬂ’]ﬂ‘ﬁU’]@]’mi}a“ﬁW@]’I&J‘ﬂﬁ]’] L

o ) A = Aa A4 v o A A A o
VHN’]ULV‘@!I FIRTILUNNICLRDANULLUANLILNLNYIVDIDWLDINIINNLDDNRINI extended-beta-

lactamase (ESBL) gﬁ'ﬁ% Uselowit

Y- | U
YHIALLAS ﬁﬂ'li‘lvi &1
35n151%an

(3

daslvmlazu laonveasdnvasalanadsn 9 (LT WIKNI 20-30 mﬁ)
DM INENE

l¥n1naan aﬁmﬁtﬁ’)ﬁ?%: NZAHKNIELARSYIAAIRITRLANUFIRTULID98NUITN D 20
fnddns laoldasdmsuisannaiialasfianitoasdolyi:
mﬁm%’mﬁaﬁndmLﬁiaaza’mmm:

e 0.9% Sodium chloride for injection
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TAZOCIN*

TAZOCIN*

Sterile Piperacillin sodium/Tazobactam sodium for Intravenous Use

PRESENTATION

Vials containing a white to off-white sterile, lyophilised powder of piperacillin and tazobactam as
the sodium salts. The product contains no preservatives.

4.5 g TAZOCIN: Each single-dose vial contains sterile piperacillin sodium equivalent to 4 g of
piperacillin and sterile tazobactam sodium equivalent to 0.5 g of tazobactam.

Each vial of TAZOCIN reformulation contains a total of 2.84 mEq (65 mg) of sodium per gram of
piperacillin.

The product also contains 1 mg of edetate disodium (dihydrate) (EDTA) and 144 mg citric acid

(monohydrate) as anhydrous free acid per vial.

USES

Piperacillin, a broad spectrum, semisynthetic penicillin active against many gram-positive and
gram-negative aerobic and anaerobic bacteria, exerts bactericidal activity by inhibition of both
septum and cell wall synthesis. Tazobactam, a triazolylmethyl penicillanic acid sulphone, is a
potent inhibitor of many B-Iactamases, in particular the plasmid mediated enzymes which
commonly cause resistance to penicillins and cephalosporins including third-generation
cephalosporins. The presence of tazobactam in the TAZOCIN formulation enhances and extends
the antibiotic spectrum of piperacillin to include many B-Iactamases producing bacteria normally
resistant to it and other B-Iactam antibiotics. Thus, TAZOCIN combines the properties of a broad
spectrum antibiotic and a B-Iactamase inhibitor.

TAZOCIN is highly active against piperacillin-sensitive micro-organisms as well as many
B-Iactamase producing, piperacillin-resistant micro-organisms.

Gram-negative bacteria: most plasmid mediated B-Iactamase producing and non-B-Iactamase
producing strains of Escherichia coli, Klebsiella spp. (including K. oxytoca, K. pneumoniae),
Proteus spp. (including Proteus vulgaris. Proteus mirabilis), Salmonella spp., Shigella spp.,
Neisseria gonorrhoeae, Neisseria meningitidis, Moraxella spp. (including M. catarrhalis),

Haemophilus spp. (including H. influenzae, H. parainfluenzae), Pasteurella multocida, Yersinia spp.,

1
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Campylobacter spp., Gardnerella vaginalis. Many chromosomally mediated B-Iactamase producing
and non-B-Iactamase producing strains of Enterobacter spp. (including E. cloacae, E. aerogenes),
Citrobacter spp. (including C. freundii, C. diversus), Providencia spp., Morganella morganii, Serratia
spp. (including S. marcescens, S. liquefaciens), Pseudomonas aeruginosa and other
Pseudomonas spp. (including P. cepacia, P. fluorescens), Xanthomonas maltophilia, Acinetobacter
spp.

Gram-positive bacteria: B-Iactamase producing and non-B-Iactamase producing strains of
streptococci (S. pneumoniae, S. pyogenes, S. bovis, S. agalactiae, S. viridans, Group C, Group G),
enterococci (E. faecalis). Staphylococcus aureus (not methicillin-resistant S. aureus),
S. saprophyticus, S. epidermidis (coagulase-negative staphylococci), corynebacteria, Listeria
monocytogenes, Nocardia spp.

Anaerobic bacteria: B-Iactamase producing and non-B-Iactamase producing anaerobes such as
Bacteroides spp. (including B. bivius, B. disiens, B. capillosus, B. melaninogenicus, B. oralis), the
Bacteroides fragilis group (including B. fragilis, B. wvulgatus, B. distasonis, B. ovatus,
B. thetaiotaomicron, B. uniformis, B. asaccharolyticus), as well as Peptostreptococcus spp.,
Fusobacterium spp., Eubacterium group, Clostridia spp. (including C. difficile, C. perfringens),

Veillonella spp., and Actinomyces spp.

MERINO Trial (blood stream infections due to ESBL producing organisms)

In a prospective, randomized non-inferiority clinical trial, definitive (i.e., based on susceptibility
confirmed in-vitro) treatment with piperacillin/tazobactam did not meet non-inferiority in regard to
30-day mortality in the treatment of blood stream infections due to ESBL producing E. coli or
Klebsiella pneumoniae in critically ill adult patients. A total of 23 of 187 patients (12.3%)
randomized to piperacillin/tazobactam met the primary outcome of mortality at 30 days compared
with 7 of 191 (3.7%) randomized to meropenem (risk difference, 8.6% [1-sided 97.5% CI — ©°
to 14.5%]; P = 0.90 for non-inferiority). Clinical and microbiological resolution by day 4 occurred in
121 of 177 patients (68.4%) in the piperacillin/tazobactam group compared with 138 of 185
(74.6%), randomized to meropenem (risk difference, — 6.2% [95% CI, — 15.5 to 3.1%];
P = 0.19). The cause of the mortality imbalance is not clear. This study was not sponsored by

Pfizer.

PHARMACOKINETICS

Distribution

Both piperacillin and tazobactam are approximately 30% bound to plasma proteins. The protein

binding of either piperacillin or tazobactam is unaffected by the presence of the other compound.
2
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Protein binding of the tazobactam metabolite is negligible.
TAZOCIN is widely distributed in tissues and body fluids including intestinal mucosa, gallbladder,

lung, bile, and bone. Mean tissue concentrations are generally 50% to 100% of those in plasma.

Metabolism
Piperacillin is metabolised to a minor microbiologically active desethyl metabolite. Tazobactam is

metabolised to a single metabolite that has been found to be microbiologically inactive.

Elimination

Piperacillin and tazobactam are eliminated via the kidney by glomerular filtration and tubular
secretion.

Piperacillin is excreted rapidly as unchanged drug with 68% of the administered dose appearing in
the urine. Tazobactam and its metabolite are eliminated primarily by renal excretion with 80% of
the administered dose appearing as unchanged drug and the remainder as the single metabolite.
Piperacillin, tazobactam, and desethyl piperacillin are also secreted into the bile.

Following administration of single or multiple doses of TAZOCIN to healthy subjects, the plasma
half-life of piperacillin and tazobactam ranged from 0.7 to 1.2 hours and was unaffected by dose
or duration of infusion. The elimination half-lives of both piperacillin and tazobactam are increased
with decreasing renal clearance.

There are no significant changes in the pharmacokinetics of piperacillin due to tazobactam.

Piperacillin appears to reduce the rate of elimination of tazobactam.

Special populations
The half-lives of piperacillin and of tazobactam increase by approximately 25% and 18%,

respectively, in patients with hepatic cirrhosis compared to healthy subjects.

The half-lives of piperacillin and tazobactam increase with decreasing creatinine clearance. The
increase in half-life is two-fold and four-fold for piperacillin and tazobactam, respectively, at

creatinine clearance below 20 mL/min compared to patients with normal renal function.

Haemodialysis removes 30% to 50% of piperacillin/tazobactam with an additional 5% of the
tazobactam dose removed as the tazobactam metabolite. Peritoneal dialysis removes
approximately 6% and 21% of the piperacillin and tazobactam doses, respectively, with up to 18%

of the tazobactam dose removed as the tazobactam metabolite.
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PRECLINICAL SAFETY DATA
Carcinogenicity

Carcinogenicity studies have not been conducted with piperacillin, tazobactam, or the combination.

Mutagenicity

Piperacillin/tazobactam was negative in microbial mutagenicity assays. Piperacillin/tazobactam
was negative in the unscheduled DNA synthesis (UDS) test. Piperacillin/tazobactam was negative
in a mammalian point mutation (Chinese hamster ovary cell hypoxanthine
phosphoribosyltransferase [HPRT]) assay.

Piperacillin/tazobactam was negative in a mammalian cell (BALB/c-3T3) transformation assay.
In vivo, piperacillin/tazobactam did not induce chromosomal aberrations in rats dosed
intravenously.

Piperacillin was negative in microbial mutagenicity assays. There was no DNA damage in bacteria
(Rec assay) exposed to piperacillin. Piperacillin was negative in the UDS test. In a mammalian
point mutation (mouse lymphoma cells) assay, piperacillin was positive. Piperacillin was negative
in a cell (BALB/c-3T3) transformation assay. In vivo, piperacillin did not induce chromosomal
aberrations in mice dosed intravenously.

Tazobactam was negative in microbial mutagenicity assays. Tazobactam was negative in the UDS
test. Tazobactam was negative in a mammalian point mutation (Chinese hamster ovary cell
HPRT) assay. In another mammalian point mutation (mouse lymphoma cells) assay, tazobactam
was positive. Tazobactam was negative in a cell (BALB/c-3T3) transformation assay. In an in vitro
cytogenetics (Chinese hamster lung cells) assay, tazobactam was negative. In vivo, tazobactam

did not induce chromosomal aberrations in rats dosed intravenously.

Reproductive Toxicity

In embryo-foetal development studies, there was no evidence of teratogenicity following
intravenous administration of tazobactam or the piperacillin/tazobactam combination; however, in
rats there were slight reductions in foetal body weight at maternally toxic doses.

Intraperitoneal administration of piperacillin/tazobactam was associated with slight reductions in
litter size and an increased incidence of minor skeletal anomalies (delays in bone ossification) at
doses that produced maternal toxicity. Peri/postnatal development was impaired (reduced pup

weights, increase in stillbirth, increase in pup mortality), concurrent with maternal toxicity.

Impairment of Fertility
Reproduction studies in rats revealed no evidence of impaired fertility due to tazobactam, or

4
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piperacillin/tazobactam when administered intraperitoneally.

INDICATIONS

TAZOCIN is indicated for treatment of the following systemic and/or local bacterial infections in
which susceptible organisms have been detected or are suspected:

Lower respiratory tract infections; urinary tract infections (complicated and uncomplicated); intra-
abdominal infections; skin and skin structure infections; bacterial septicaemia, Gynecological
infections, including postpartum endometritis and pelvic inflammatory disease (PID).

Polymicrobial infections: TAZOCIN is indicated for polymicrobial infections including those where
aerobic and anaerobic organisms are suspected (intra-abdominal, skin and skin structure, lower
respiratory tract).

TAZOCIN, in combination with an aminoglycoside, is indicated for bacterial infections in
neutropenic adults or children.

In hospitalised children aged 2 to 12 years, TAZOCIN is indicated for the treatment of
intra-abdominal infections including appendicitis complicated by rupture or abscess, peritonitis,
and biliary infections. It has not been evaluated in this indication for paediatric patients below the
age of 2 years.

Whilst TAZOCIN is indicated only for the conditions listed above, infections caused by piperacillin
susceptible organisms are also amenable to TAZOCIN treatment due to its piperacillin content.
Therefore, the treatment of mixed infections caused by piperacillin susceptible organisms and
B-Iactamase producing organisms susceptible to TAZOCIN should not require the addition of
another antibiotic.

TAZOCIN is particularly useful in the treatment of mixed infections and in presumptive therapy
prior to the availability of the results of sensitivity tests because of its broad spectrum of activity.
TAZOCIN acts synergistically with aminoglycosides against certain strains of Pseudomonas
aeruginosa. Combined therapy has been successful, especially in patients with impaired host
defences. Both drugs should be used in full therapeutic doses. As soon as results of culture and

susceptibility tests become available, antimicrobial therapy should be adjusted if necessary.

Note: For associated bacteraemia due to extended-beta-lactamase (ESBL) producing organisms,

see USES.

DOSAGE AND ADMINISTRATION
Administration

TAZOCIN must be given by slow intravenous infusion (e.g., over 20-30 minutes).


Lora
Ref 1, page 23


LPD Title: Piperacillin-Tazobactam

LPD revision no. 12.1

LPD Date: April 18, 2022

Country: Thailand

Reference CDS version: 32.0 CDS Date: September 13, 2021

Reconstitution Directions

Intravenous use only: Reconstitute each vial with 20 mL of one of the following diluents:
Diluents for Reconstitution:

e 0.9% Sodium chloride for injection

e Sterile water for injection

e Dextrose 5%

e Bacteriostatic saline/parabens

e Bacteriostatic water/parabens

e Bacteriostatic saline/benzyl alcohol

e Bacteriostatic water/benzyl alcohol

Shake until dissolved. Intravenous injection should be given over 3-5 minutes.

The reconstituted solution of TAZOCIN containing EDTA may be further diluted to the desired
volume (e.g., 50 mL to 150 mL) with one of the compatible solvents for intravenous use listed
below:

e 0.9% Sodium chloride for injection

« Sterile water for injection’

e Dextrose 5%

e Dextran 6% in saline

e Lactated Ringer’s Injection

e Hartmann’s solution

e Ringer’s acetate

e Ringer’s acetate/malate

TMaximum recommended volume of sterile water for injection per dose is 50 mL.

Dosage
Neutropenic patients with signs of infection (e.g., fever) should receive immediate empirical

antibiotic therapy before laboratory results are available.

Adult and children receiving the adult dose: The usual dosage for adults and children

receiving the adult dose with normal renal function is 4.5 g TAZOCIN (4 g of piperacillin and 0.5 g

of tazobactam) given every 8 hours.

The total daily dose depends on the severity and localisation of the infection and can vary from

2.25 g TAZOCIN (2 g of piperacillin and 0.25 g of tazobactam) to 4.5 g TAZOCIN (4 g of

piperacillin and 0.5 g of tazobactam) administered every 6 or 8 hours.

In neutropenia, the recommended dose is 4.5 g TAZOCIN (4 g of piperacillin and 0.5 g of
6
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tazobactam) given every 6 hours in combination with an aminoglycoside.

Elderly: TAZOCIN may be used at the same dose levels as adults except in cases of renal

impairment (see below):

Paediatric Neutropenia
For children with normal renal function, the dose should be adjusted to 90 mg/kg (80 mg of
piperacillin/10 mg of tazobactam) every six hours, in combination with an aminoglycoside, not

exceeding 4.5 g (4 g of piperacillin and 0.5 g of tazobactam) every 6 hours.

Recommended dosage for hospitalised children with intra-abdominal infection:

For children aged 2 to 12 years, weighing up to 40 kg, and with normal renal function, the
recommended dose is 112.5 mg/kg (100 mg of piperacillin/12.5 mg of tazobactam) every 8 hours.
For children aged 2 to 12 years, weighing over 40 kg, and with normal renal function, follow the
adult dosing guidance, i.e. 4.5 g (4 g of piperacillin/0.5 g of tazobactam) every 8 hours.

The duration of therapy should be guided by the severity of the infection and the patient's clinical
and bacteriological progress. Therapy is recommended for a minimum of 5 days and a maximum
of 14 days, considering that dose administration should continue at least 48 hours after the

resolution of clinical signs and symptoms.

Renal Insufficiency

Renal insufficiency in adults and children receiving the adult dose:

In patients with renal insufficiency or in haemodialysis patients, intravenous dosages and
administration intervals should be adjusted to the degree of renal function impairment.

The suggested daily doses are as follows:

INTRAVENOUS DOSAGE SCHEDULE FOR ADULTS AND CHILDREN RECEIVING THE ADULT
DOSE WITH IMPAIRED RENAL FUNCTION

Creatinine Clearance Recommended
(mL/min) TAZOCIN Dosage
20 - 80 12 g/1.5 g/day
Divided Doses
49/05gq8H
<20 8 g/1 g/day
Divided Doses
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4g9/05gq12H

For patients on haemodialysis, the maximum daily dose is 8 g/1 g TAZOCIN. In addition, because
haemodialysis removes 30%-50% of piperacillin in 4 hours, one additional dose of 2 g/250 mg
TAZOCIN should be administered following each dialysis period. For patients with renal failure
and hepatic insufficiency, measurement of serum levels of TAZOCIN will provide additional

guidance for adjusting dosage.

Children with renal insufficiency: In children weighing less than 40 kg with renal insufficiency,

the intravenous dosage should be adjusted to the degree of actual renal impairment.

Children aged 2 to 12 years
The pharmacokinetics of TAZOCIN have not been studied in paediatric patients with renal
impairment. The following dosage adjustment for paediatric patients with renal impairment aged 2

to 12 years is recommended:

Creatinine Clearance Recommended TAZOCIN Dosage

>50 mL/min 112.5 mg/kg (100 mg piperacillin/12.5 mg tazobactam) q 8H
(not to exceed 12 g piperacillin/1.5 g tazobactam per day)

<50 mL/min 78.75 mg/kg (70 mg piperacillin/8.75 mg tazobactam) q 8H
(not to exceed 8.4 g piperacillin/1.05 g tazobactam per day)

This dosage modification is only an approximation. Each patient must be monitored closely for
signs of drug toxicity. Drug dose and interval should be adjusted accordingly.

For children weighing <50 kg on haemodialysis, the recommended dose is 45 mg/kg q 8H.
Duration of Therapy: In acute infections, treatment with TAZOCIN should be continued for 48

hours beyond the resolution of clinical symptoms or the fever.

Co-administration of TAZOCIN with Aminoglycosides

Due to the in vitro inactivation of the aminoglycoside by B-Iactam antibiotics, TAZOCIN and the
aminoglycoside are recommended for separate administration. TAZOCIN and the aminoglycoside
should be reconstituted and diluted separately when concomitant therapy with aminoglycosides is
indicated (see PHARMACEUTICAL PRECAUTIONS).

In circumstances where co-administration is preferred, the reformulated TAZOCIN containing

EDTA supplied in vials is compatible for simultaneous co-administration via Y-site infusion only
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with the following aminoglycosides under the following conditions:

Aminoglycoside | TAZOCIN TAZOCIN Aminoglycoside | Acceptable
Dose (g) Diluent Concentration Diluents

Volume (mL) | Range* (mg/mL)

Amikacin 4.5 50, 100, 150 1.75-7.5 0.9% sodium
chloride or

5% dextrose

Gentamicin 4.5 50, 100, 150 0.7 - 3.32 0.9% sodium

chloride or

5% dextrose

*The dose of aminoglycoside should be based on patient weight, status of infection (serious or life-

threatening) and renal function (creatinine clearance).

Compatibility of TAZOCIN with other aminoglycosides has not been established. Only the
concentration and diluents for amikacin and gentamicin with the dosages of TAZOCIN listed in the
table above have been established as compatible for co-administration via Y-site infusion.
Simultaneous co-administration via Y-site infusion in any manner other than listed above may

result in inactivation of the aminoglycoside by TAZOCIN.

CONTRAINDICATIONS
Hypersensitivity to any of the B-Iactams (including penicillins and cephalosporins) or to

B-Iactamase inhibitors.

SPECIAL WARNINGS

Before initiating therapy with TAZOCIN, careful inquiry should be made concerning previous
hypersensitivity reactions to penicillins, cephalosporins, and other allergens. Serious and
occasionally fatal hypersensitivity (anaphylactic/anaphylactoid [including shock]) reactions have
been reported in patients receiving therapy with penicillins, including TAZOCIN. These reactions
are more likely to occur in persons with a history of sensitivity to multiple allergens. Serious
hypersensitivity reactions require discontinuation of the antibiotic, and may require administration
of adrenaline and other emergency measures.

TAZOCIN may cause severe cutaneous adverse reactions, such as Stevens-Johnson syndrome,

toxic epidermal necrolysis, drug reaction with eosinophilia and systemic symptoms (DRESS), and
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acute generalised exanthematous pustulosis (see ADVERSE REACTIONS). If patients develop a
skin rash they should be monitored closely and TAZOCIN discontinued if lesions progress.

Rare cases of haemophagocytic lymphohistiocytosis (HLH) have been observed following therapy
(>10 days) with TAZOCIN, often as a complication of DRESS. HLH is a pathologic immune
activation which leads to excessive systemic inflammation and can be life-threatening and early
diagnosis and rapid initiation of immunosuppressive therapy is essential. Characteristic signs and
symptoms include fever, hepatosplenomegaly, cytopenias, hyperferritinaemia,
hypertriglyceridaemia, hypofibrinogenaemia, and haemophagocytosis. If TAZOCIN is suspected as
possible trigger, treatment should be discontinued.

There have been reports of patients with a history of penicillin hypersensitivity who have
experienced severe reactions when treated with a cephalosporin.

Antibiotic-induced pseudomembranous colitis may manifest as severe persistent diarrhoea which
may be life-threatening. The onset of pseudomembranous colitis symptoms may occur during or

after antibacterial treatment.

PRECAUTIONS

While TAZOCIN possesses the characteristic low toxicity of the penicillin group of antibiotics,
periodic assessment of organ system functions including renal, hepatic and haematopoietic during
prolonged therapy is advisable.

Bleeding manifestations have occurred in some patients receiving B-Iactam antibiotics. These
reactions sometimes have been associated with abnormalities of coagulation tests, such as
clotting time, platelet aggregation and prothrombin time, and are more likely to occur in patients
with renal failure. If bleeding manifestations occur, the antibiotic should be discontinued and
appropriate therapy instituted.

This product contains 2.84 mEq (65 mg) of sodium per gram of piperacillin which may increase a
patient’s overall sodium intake. Hypokalaemia may occur in patients with low potassium reserves
or in those who are receiving concomitant medications that may lower potassium levels; periodic
electrolyte determinations may be advisable in such patients.

Leukopenia and neutropenia may occur, especially during prolonged therapy. Therefore, periodic
assessment of haematopoietic function should be performed.

As with treatment with other penicillins, neurological complications in the form of convulsions
(seizures) may occur when high doses are administered, especially in patients with impaired renal
function (see ADVERSE REACTIONS).

In case of severe, persistent diarrhoea, the possibility of antibiotic-induced, life-threatening
pseudomembranous colitis must be taken into consideration. Therefore, TAZOCIN must be
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discontinued immediately in such cases and suitable therapy be initiated (e.g., oral metronidazole
or oral vancomycin). Preparations which inhibit peristalsis are contraindicated.

As with other antibiotics, the possibility of the emergence of resistant organisms, including fungi,
which might cause superinfections, should be kept in mind, particularly during prolonged
treatment. Microbiological follow-up may be required to detect any important superinfection. If this
occurs, appropriate measures should be taken.

Modest elevation of indices of liver function may be observed.

Antimicrobials used in high doses for short periods to treat gonorrhoea may mask or delay the
symptoms of incubating syphilis. Therefore, prior to treatment, patients with gonorrhoea should
also be evaluated for syphilis. Specimens for darkfield examination should be obtained from
patients with any suspect primary lesion, and serologic tests should be made for a minimum of
4 months.

® Use in Patients with Hepatic Impairment

No dosage adjustment of TAZOCIN is necessary in patients with hepatic impairment.

® Renal Impairment

Due to its potential nephrotoxicity (see ADVERSE REACTIONS), piperacillin/tazobactam should
be used with care in patients with renal impairment or in haemodialysis patients. Intravenous
dosages and administration intervals should be adjusted to the degree of renal function

impairment (see DOSAGE AND ADMINISTRATION).

In a secondary analysis using data from a large multicenter, randomised-controlled trial when
glomerular filtration rate (GFR) was examined after administration of frequently used antibiotics in
critically ill patients, the use of piperacillin/tazobactam was associated with a lower rate of
reversible GFR improvement compared with the other antibiotics. This secondary analysis

concluded that piperacillin/tazobactam was a cause of delayed renal recovery in these patients.

Combined use of TAZOCIN and vancomycin may be associated with an increased incidence of

acute kidney injury (see INTERACTIONS).

PREGNANCY

Studies in animals have not shown teratogenicity with piperacillin/tazobactam combination when
administered intravenously but have shown reproductive toxicity in rats at maternally toxic doses
when administered intravenously or intraperitoneally. There are no adequate and well-controlled
studies with the piperacillin/tazobactam combination or with piperacillin or tazobactam alone in

pregnant women. Piperacillin and tazobactam cross the placenta. Pregnant women should be
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treated only if the expected benefit outweighs the possible risks to the pregnant woman and the

foetus.

LACTATION
Piperacillin is excreted in low concentrations in human milk; tazobactam concentrations in human
milk have not been studied. Women who are breast-feeding should be treated only if the expected

benefit outweighs the possible risks to the woman and child.

INTERACTIONS

® Non-depolarising muscle relaxants

Piperacillin, when used concomitantly with vecuronium, has been implicated in prolonging the

neuromuscular blockade of vecuronium. Due to their similar mechanism of action, it is expected

that the neuromuscular blockade produced by any of the non-depolarising muscle relaxants could

be prolonged in the presence of piperacillin.

® Anticoagulants

During simultaneous administration of heparin, oral anticoagulants and other drugs that may affect

the blood coagulation system, including thrombocyte function, appropriate coagulation tests should

be performed more frequently and monitored regularly.

® Methotrexate

Piperacillin may reduce the excretion of methotrexate; therefore serum levels of methotrexate

should be monitored in patients to avoid drug toxicity.

® Probenecid

As with other penicillins, concurrent administration of probenecid and TAZOCIN produce a longer

half-life and lower renal clearance for both piperacillin and tazobactam. However, peak plasma

concentrations of either drug are unaffected.

® Aminoglycosides

Piperacillin, either alone or with tazobactam, did not significantly alter the pharmacokinetics of

tobramycin in subjects with normal renal function and with mild or moderate renal impairment. The

pharmacokinetics of piperacillin, tazobactam, and the M1 metabolite were also not significantly

altered by tobramycin administration.

® Vancomycin

Studies have detected an increased incidence of acute kidney injury in patients concomitantly

administered piperacillin/tazobactam and vancomycin as compared to vancomycin alone (see

PRECAUTIONS). Some of these studies have reported that the interaction is vancomycin

dose-dependent. Expert guidelines recommend intensive vancomycin dosing and maintenance of
12
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trough levels between 15 mg/L and 20 mg/L which is an increase from previously published
recommendations of target trough concentrations of 5-10 mg/L. Attaining these trough
concentrations often requires practitioners to prescribe vancomycin doses which exceed
manufacturers’ recommendations. Therefore, it is possible that in addition to the increased risk of
vancomycin-induced nephrotoxicity reported with adherence to these guidelines the risk of

nephrotoxicity may also increase due to an interaction with piperacillin/tazobactam.

No pharmacokinetic interactions have been noted between TAZOCIN and vancomycin.

INTERFERENCE WITH LABORATORY AND OTHER DIAGNOSTIC TESTS

As with other penicillins, the administration of TAZOCIN may result in a false-positive reaction for
glucose in urine using a copper-reduction method. It is thus recommended that glucose tests
based on enzymatic glucose oxidase reactions be used.

There have been reports of positive test results using the Bio-Rad Laboratories Platelia
Aspergillus enzyme immunoassay (EIA) test in patients receiving TAZOCIN injection who were
subsequently found to be free of Aspergillus infection. Cross-reactions with non-Aspergillus
polysaccharides and polyfuranoses with Bio-Rad Laboratories Platelia Aspergillus EIA test have
been reported.

Therefore, positive test results in patients receiving TAZOCIN should be interpreted cautiously and

confirmed by other diagnostic methods.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

No studies on the effect of ability to drive or use machines have been performed.

ADVERSE REACTIONS

System Organ Class Very Common Uncommon Rare Frequency Not
Common |21/100 to <1/10 |  21/1,000 to 21/10,000 to Known
21/10 <1/100 <1/1,000 (cannot be
estimated

from available data)

Infections and candida infection* pseudomembranous

infestations colitis

Blood and lymphatic thrombocytopenia|leukopenia agranulocytosis pancytopenia®,
system disorders , anaemia* neutropenia,
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System Organ Class Very Common Uncommon Rare Frequency Not
Common |21/100 to <1/10 |  21/1,000 to 21/10,000 to Known
21/10 <1/100 <1/1,000 (cannot be
estimated
from available data)
haemolytic anemia*,
thrombocytosis*,
eosinophilia*
Immune system anaphylactoid shock®,
disorders anaphylactic shock®,
anaphylactoid
reaction®,
anaphylactic
reaction®,
hypersensitivity”
Metabolism and hypokalaemia
nutrition disorders
Psychiatric insomnia delirium
disorders
Nervous system headache seizure
disorders
Vascular disorders hypotension,
phlebitis,
thrombophlebitis,
flushing
Respiratory, thoracic epistaxis eosinophilic
and mediastinal pneumonia’
disorders
Gastrointestinal diarrhoea |abdominal pain, stomatitis
disorders vomiting,
constipation,
nausea,
dyspepsia
Hepatobiliary hepatitis*, jaundice
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System Organ Class Very Common Uncommon Rare Frequency Not
Common |21/100 to <1/10 |  21/1,000 to 21/10,000 to Known
21/10 <1/100 <1/1,000 (cannot be
estimated
from available data)
disorders
Skin and rash, pruritus erythema toxic epidermal Stevens-Johnson
subcutaneous tissue multiforme*, necrolysis* syndrome®, drug
disorders urticaria, reaction
rash maculo- with eosinophilia
papular* and systemic
symptoms
(DRESS)*, acute
generalised
exanthematous
pustulosis
(AGEP)*, dermatitis
exfoliative*, dermatitis
bullous, purpura
Musculoskeletal and arthralgia,
connective tissue myalgia

disorders

Renal and urinary

disorders

renal failure,
tubulointerstitial

nephritis*

General disorders
and administration

site conditions

pyrexia, injection

site reaction

chills

Investigations

alanine
aminotransferase
increased,
aspartate
aminotransferase

increased, protein

blood glucose
decreased, blood
bilirubin
increased,
prothrombin time

prolonged

bleeding time
prolonged, gamma-
glutamyltransferase

increased
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System Organ Class

Very
Common

21/10

Common

21/100 to <1/10

Uncommon
21/1,000 to
<1/100

Rare
21/10,000 to

<1/1,000

Frequency Not
Known
(cannot be
estimated

from available data)

total decreased,
blood albumin
decreased,
Coombs direct
test positive,
blood creatinine
increased, blood
alkaline
phosphatase
increased, blood
urea increased,
activated partial
thromboplastin

time prolonged

*Adverse Drug Reaction (ADR) identified post marketing

Piperacillin therapy has been associated with an increased incidence of fever and rash in cystic

fibrosis patients.

OVERDOSAGE

No specific antidote is known.

® Symptoms

There have been post-marketing reports of overdose with TAZOCIN. The majority of the adverse

events experienced including nausea, vomiting, and diarrhoea have also been reported with the

usual recommended dosages. Patients may experience neuromuscular excitability or convulsions

if higher than recommended doses are given intravenously (particularly in the presence of renal

failure).

® Treatment

Treatment should be supportive and symptomatic according to the patient’s clinical presentation.

Excessive serum concentrations of either piperacillin or tazobactam may be reduced by
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haemodialysis (see PHARMACOKINETICS).

PHARMACEUTICAL PRECAUTIONS
Before reconstitution, store TAZOCIN vials below 30°C. TAZOCIN vials should be used
immediately after reconstitution. For vials not used immediately after reconstitution, please follow
these guidelines:

® Discard any unused portion after 24 hours if stored below 25°C, but outside of the

refrigerator.

® Discard any unused portion after 48 hours, if refrigerated (between 2°C and 8°C).

® Vials should not be frozen after reconstitution.
Diluted solutions prepared for intravenous use are stable for 24 hours when stored under
refrigeration (2°C - 8°C) in L.V. bags or syringes. Unused solution should be discarded.
Once further diluted to desired volume (50 mL or 150 mL) with 5% dextrose or with 0.9% sodium
chloride injection or with sterile water for injection, TAZOCIN has demonstrated chemical stability
up to 24 hours at room temperature (15°C - 25°C) and up to one week at refrigerated temperature
(2°C - 8°C).
Whenever TAZOCIN is used concurrently with another antibiotic (e.g., aminoglycosides), the
drugs must be administered separately. The mixing of TAZOCIN with an aminoglycosides in vitro
can result in substantial inactivation of the aminoglycoside.
The mixing of B—Iactam antibiotics with aminoglycosides in vitro can result in substantial
inactivation of the aminoglycoside. However, amikacin and gentamicin were determined to be
compatible with TAZOCIN in vitro in certain diluents at specific concentrations (see DOSAGE
AND ADMINISTRATION).
TAZOCIN should not be mixed with other drugs in a syringe or infusion bottle since compatibility
has not been established.
Because of chemical instability, TAZOCIN should not be used with solutions containing only
sodium bicarbonate.
TAZOCIN should not be added to blood products or albumin hydrolysates.
Intravenous use only: Reconstitute each vial with the volume 20 mL for 4.50 g vial of solvent
using one of the compatible solvents for reconstitution. Swirl until dissolved.

When swirled constantly, reconstitution generally occurs within 5 to 10 minutes.

WARNINGS (based on Thai Ministry of Public Health Announcement)
1. This medication is contraindicated in patients with known hypersensitivity to it.
2. This medication may cause sensitisation and can be fatal.
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3. In case of skin rash, irritation or swelling occur, stop using this medication and consultation

with the physician is recommended.

MARKETING AUTHORISATION HOLDER
Pfizer (Thailand) Limited

*Trademark

LPD Revision No. 12.1

LPD Date: April 18, 2022

Country: Thailand
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	Carcinogenicity
	Carcinogenicity studies have not been conducted with piperacillin, tazobactam, or the combination.
	Mutagenicity
	Piperacillin/tazobactam was negative in microbial mutagenicity assays. Piperacillin/tazobactam was negative in the unscheduled DNA synthesis (UDS) test. Piperacillin/tazobactam was negative in a mammalian point mutation (Chinese hamster ovary cell hyp...
	Piperacillin/tazobactam was negative in a mammalian cell (BALB/c-3T3) transformation assay. In vivo, piperacillin/tazobactam did not induce chromosomal aberrations in rats dosed intravenously.
	Piperacillin was negative in microbial mutagenicity assays. There was no DNA damage in bacteria (Rec assay) exposed to piperacillin. Piperacillin was negative in the UDS test. In a mammalian point mutation (mouse lymphoma cells) assay, piperacillin wa...
	Tazobactam was negative in microbial mutagenicity assays. Tazobactam was negative in the UDS test. Tazobactam was negative in a mammalian point mutation (Chinese hamster ovary cell HPRT) assay. In another mammalian point mutation (mouse lymphoma cells...
	Reproductive Toxicity
	In embryo-foetal development studies, there was no evidence of teratogenicity following intravenous administration of tazobactam or the piperacillin/tazobactam combination; however, in rats there were slight reductions in foetal body weight at materna...
	Intraperitoneal administration of piperacillin/tazobactam was associated with slight reductions in litter size and an increased incidence of minor skeletal anomalies (delays in bone ossification) at doses that produced maternal toxicity. Peri/postnata...
	Impairment of Fertility
	Reproduction studies in rats revealed no evidence of impaired fertility due to tazobactam, or piperacillin/tazobactam when administered intraperitoneally.
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	Recommended dosage for hospitalised children with intra-abdominal infection:
	Children aged 2 to 12 years
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