25 EAAHNIKH SHMOKPATIA
L’; Edvikov ka Kanodiotpiaxay
5 Mavemoraov Adnviy

METABOAH MIKPOBIAKHX
ANAINTY=HX2 2TO XPONO

IN VITRO KAI IN VIVO
2Y2XETIZEIX

AZHMINA ZAPAPIKA
AKAAHMAIKH YINIOTPO®OZz

A'TIAOOAOI'IKH KAINIKH
NMANENIZTHMIAKO NENIKO NOZOKOMEIO ATTIKON



MIC KAI MBC

« EAAXIZTH ANAZTAATIKH NYKNOTHTA(MIC): H uikpoTtepn
TTUKVOTNTA TOU QVTIMIKPORBIOKOU TTOU AVACOTEAAEI TNV AVATITUEN
TOU UIKPORiou oTa BPETITIKA UAIKQ

« EAAXIZTH MIKPOBIOKTONOZ MYKNOTHTA(MBC):H
MIKPOTEPN TTUKVOTNTA TOU AVTIMIKPOBIOKOU TTOU BavaTwVvel TO

MIKPORIO.



MIC

MIC — the lowest concentration of
antibiotic that inhibits bacterial growth
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MIC KAI MBC

AEN MAZ NMAHPO®OPOYN TlA:

* THN APAZTIKOTHTA TOY ANTIBIOTIKOY 2TON XPONO

* TON PYOMO OANATQ2HZ TON MIKPOBIQN KAI AN

AY=-ANETAI ZE METAAYTEPEZ 2YTKENTPQZEIZ TOY
ANTIBIOTIKOY

* 2YNEXIZOMENH APAZH MNMOY NAPAMENEI META THN
EKOE2H 2TO ANTIBIOTIKO



TIME-KILLING CURVES

* |OTOPIKA £XOUV XPNOINOTTOINDEI VI ACIOAOYNON VEWV PAPPAKWYV

MT1TOopOoUV va eAEYCOUV:

* TNV ECOPTWHEVN ATTO TN CUYKEVTPWON Kal TO XPOVO
BaKTNPIOKTOVO OPACN TWV AVTIMIKPOBIOKWY TTAPAYOVTWV.

* TNV TTAPOUCIia AVOEKTIKWY METAANAKTWY, TTapadocnc dpaaong,
avTOXNG

* TNV TTAPOUCIia CUVEPYEIAG METAEU DUO I TTEPICTOTEPWY
QVTIUIKPORBIAKWY TTAPAYOVTWYV



TIME-KILLING CURVES

APXE2Z MEOGOAOY

* 'EAEyX0OC QTTOTEAECUATIKOTNTAC TOU AVTIMIKPORBIAKOU TTAPAYOVTa
EVAVTI EVOC OUYKEKPIMEVOU BAKTNPIAKOU OTEAEXOUGC

* MeTpacel aAAayEC OTO XPOVO Kal AVTITIPOOWTTEUEI U1 QUVAUIKI)
£IKOVa OpAoNG Tou avTIBIOTIKOU aAAG oTTavia XPNOIJOTTIOIEITAl VIO
puBuIoN TNC Bepartreiag

e O apIiOUOC TwV ETICWVTWY BAKTNPIWYV O OPIOCUEVN
OUYKEVTPWON AVTIBIOTIKOU



TIME-KILLING CURVES

« EC auTiag TNC £TMIAOYNC AVOEKTIKWY PJETAAAQKTWY 1) TNG
£C0006£vNONC TNG OPpACNC TOU AVTIUIKPOBIOKOU 0 apiOuoC Twv
QTTOIKIWV PTTOPEI VO augnBei HETA TNV APXIKN MEIWON TOU
QpPIOUOU TWV UIKPOOPYAVIOUWYV

* MTTOPW VA ATTOPNOVWOW TOUC £TTICNOAVTEC MIKPOOPYAVIOUOUC
Kal va KaBopiow tnv MIC Toug

« EQv £xel ouuPei e€aocBévnon TNG avTipikpoRiaknc dpaoncg Ba
au¢nBei n MIC

* Av £XW €TTIAOYN avBeKTIKOU utToTTANBUOOoU N MIC Ba eival
TTOAAEC PopEC uwnAoTepn atro TNV MIC Tou apyikou €idouUg



TIME-KILLING CURVES

* EAEYXETAI HOVO Ui CUYKEVTPWON TOU AVTIRIOTIKOU (0 MEOOC
OPOC AUTNC TTOU ETTITUYXAVETAI OTO dipa).KaTta 1Teplodika
Ola0TAMATA TNG ETTWAONG Kal oToug Xpovoucg 0,4,8,24 h pe
OclydaToANWia JETPWVTAI Ol ATTOKIEC (KAUTTUAN MWE TOV APIBUO
QTTOIKIWV OTN TETAYUEVN KAl TO XPOVO OTNV TETUNMEVN)

* 2wWANvapIa(10 ml MHB)T1TOU QVvTIOTOIXOUV OTOUG XPOVOUG
delypartoAnwiag(0,4,8,24h)kal TRV TTIAEYEIOQ CUYKEVTPWON
avTiBioTikou, eppoAidlovtal pe 0,1 ml evopBaApiopatoc woTe va
eXw ouykevtpwaon 1.5x10°%cfu/ml



TIME-KILLING CURVES

* 2TOUG AVTIOTOIXOUG XpOvoucg euoAialovtal 0,1 ml
KAAANIEPYNMOATOC O AIWPEVO Ayap Kal TTapackeualovtal TpuBAia

« XPNOIYOTTOIEITAI KOl CWANVAPIO Kal TPUPRAIO Xwpic avTIPIOTIKO
(MAPTUPOAC AVATITUCNG TOU PIKPORBiou).EVAAAQKTIKA TO
TTAPATTIAVW KOAAIEQYNMA ETTIOCTPWVETAI O€ TPURAIO JE ayap

« ETTwaon kai apifunon Twv €mduVTwY OTEAEXWV



TIME-KILLING CURVES(EAEI'XOX
2YNEPI'EIAZ)

2 Xe0IAOVTAI Ol KAPTTUAEG PE KABE avTIBIOTIKO XWPIOTA KAl JE TO
OuUvOUQOUO

* To BaktAplo eypBoAialeTal o€ (WPO XwEIc avTIBIOTIKO, o€ (WPO
TTOU TTEPIEXEI KABE avTIBIOTIKO XWPIOTA KAl 0€ (WHO TTOU TTEPIEXEI
TO OUVOUOQO O TWV AVTIBIOTIKWY

* 2.€ OPICHEVA XPOVIKA dlaoTAMATA YiVETAI OEIYJATOANWIA ATTO
KABe KAAAIEPYEIQ, APAIWVETAI KAl YIVETAI a/a ATTO OTTOU
aplBuouvTal Ta (wvTa BakTApla



TIME-KILLING CURVES

* Baktnploktovog dpaon: OpileTtal N hEiwon Tou apXikou
evo@OaApioparoc kata 3logl0

* ZUVEPYEIO PETAEU OUO N TTEPICOCOTEPWYV QVTIMIKpORBIakwY : H
ueiwon kaTta 2logl0 TnS BAKTNPIOKAS AVATITUENG OUYKPIVONEVNG
LUE TO TTI0O OPACTIKO AVTIMIKPOBIOKO.

* AVTOYyWVIOTIKN OpAo JETACU OUO 1) TTEPICOTOTEPWV
avTIIKpoBIokwY : H du¢non kata 2logl0 tn¢ BakTnplakng
QVATITUENG OUYKPIVOUEVNG ME TO TTIO OPACTIKO AVTIMIKPORIAKO.
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TIME-KILLING CURVES

29688 42238
Ag
E 7
- Control = £, - Control
--LVF7.5 ;:‘-’—3 —--LVF7.5
| - |*LVF11 2 - 1MP
9 2 4 o 24 |==-LVF25 21 - Both
Time (h) Tlme (h)
36008 4021B
—
E 7
--Control = 5 --Control
-o-\LVF7.5 %3 -l VF25
--COL = - COL
S 1 - %
- Both — o > a & >4 ---Both
Time (h) Time (h)

Representative time—Kkill curves on four isolates of P. aeruginosa.
COL calistin, IMP imipenem, LVF7.5 levofloxacin 7.5 pg/ml
LVF11 levofloxacin 11 pg/ml, LVF25 levofloxacin 25 ug/ml



Time-kill Curves For F. aeruginosa ATCC 27853

Ciprofloxacin

64 MIC
16 MIC
4 A IC
1 MIC
o Y MIC
. CONTROL

Scand J Infect Dis Suppl. 1991:74:63-70.
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IN VITRO AOKIMAZIEZ EYAIZOHZIAZ

* H ouykévtpwon Tou avTiBIOTIKOU TTapapével oTaBepr) kabB™ OAn Tn didpKela
TNG OOKIUAOIAG KAl O N oUVOEDEUEVN HoPPN.

* [1p0CdIOPICHOC TNGC OPACTIKOTNTAG OE CUYKEKPIUEVO XPOVIKO OIA0TNUA UETA
TNV £€vapen TNG eTwaonc.(Agixvouv TI CUMBAIVEI OE PIO OUYKEKPIMEVN
XPOVIKIN OTIyuN)

« AIQQOPETIKN N PUAON TOU OPETTTIKOU UAIKOU O€ OXEON UE TOUG I0TOUG (OEV
TTEPIEXEI TTPWTEIVEC,PH:7.2)

* Mikpofiako gopTtio 10°cfu/ml, eKBETIKA-PN OTATIKA —pACN AVATITUZNG

 [Mapouaia avBeKTIKWV UTTOTTANBUOPWYV OTNV KOAAIEPYEIQ TOU TTABoYOVOoU
TTOU EVW @QaivovTal euaiocOnrol ,katd 1n dIapkKela TNG BepaTreiag
QVATITUOOOUV QVTOXN TTOU OEV EiXE TTPOCOIOPIOTEI EPYACTNPIAKA.



APXEZ ANTIMIKPOBIAKHZ
OEPANEIAZ-2TOXOI

* To KaAUTEPO DIABECIYO VIO TNV KABE TTEPITITWON
QVTIMIKPORIOKO(avaAoya PJE TNV €O0TIA TG ACIPWENG, TO
TTaBoyovo Kal TNV TTabogualoAoyia Tou acBevouc), oTn CWAOTH
O00N Kal OIAPKEIO BEPATTEIOG, UE MEIWMPEVN ETTITITWON
QVETTIOUUNTWYV EVEPYEIWYV KaIl TOEIKOTNTAC.

« ATTOQUYI ETTIKPATNONG AVOEKTIKWY OTEAEXWV MIKPORBiwV

« Meiwon TNG ETMIKPATOUONC AVTOXNG

* H «10QVIKN» TTPOC@POPA UTTNPECIWY UYEIaC UE AOYIKO KOOTOC.



EMIAOI'H ANTIBIOTIKOY

* AVTIMIKPOBIOKO paoua

* QaPUAKOKIVNTIKEC 1B10TNTEC

» Qappakoduvauiki

* To¢IKOTNTA Kl AVETTIOUMNTEC EVEPYEIEC

* AAANAOETTIOPACEIC

« AoooAoyIka oxnuaTta

* AlIGpKeEIa xopnyNoEwg

* Tnv OUVaTOTNTA PEIWONG TNG AVTOXNG 1N TTPOANYNG TNG AVATITUENG
QAVTOXNG

« EvOeigelc xopnynoewg



DapUAKOKIVNTIKA:

— H XpoVvIKn €€EAIEN TWV TTOOOTIKWY KAl TTOIOTIKWY METABOAWY TWV
PAPUAKWY OTOV OPYQAVIOUO

* AToppo®naon

e KaTavopn

* MeTaBoAIONOG

« ATTOuAKpPUVON

DapuaKOOUVAMIKN:

— H YeAETN TNG ox€onc avapeoa otn 000N/CUYKEVTPWON EVOC
(PAPUAKOU KAl TN PAPUAKOAOYIKN, TOCIKOAOYIKN N KAIVIKA ATTAVTNON TOU
opyaviopou, dnNAadr TTepIyPAPEl TNV AVTIMIKPORIAKK dpdon oTn €0Tid
™G Aoipwgng



: ZUYKEVTPWOT)
xzpnmgs WC¢ TTPOC TOV
Ppapy XPOVO

A

OTOV OpPO

AtToppopnon
Karavoun
MeTaBoAIOHOC
ATTEKKPION

ZUYKEVTPWON

Wg TTPOG TOV PapuaKOAOYIKN
Xpovo N ToSiIkoAoyikn
OoTOUG 10TOUG KAl Spaon
aAAa BioAoyika
uypa
FZUYKEVTPWOTN) AvTigIKpoBilakn
WG TTPOG TOV Spaon
Xpovo WS TTPOC TOV XPOVo

oTnVv £0TIiA
NG Aocipwing

PapuNAKOKIVNTIKN

PapHNAKODSUVAMIKDN



®APMAKOKINHTIKH (PK)

O1 @apUAKOKIVNTIKES 1010TNTEC KaBopilouv
* TNV KATAAANAN 660N Kal
* TNV KOAUTEPN 000 XOopPnynong Tou gapuaKkou



OAPMAKOKINHTIKH-AO2ZOAOI'|A

* Ta avTIMIKPORIOKA TTPETTEI VO XOPNyouvTal TN CWOTN
O0OO0AOYia, KAl JE TA KATAAANAQ HECODIOOTAUATA PETACU TWV
O00EWV

* Na AapaveTal uttown n Trapouaia aipodinBnoewc N VEPPIKNAG
QVETTAPKEIQC

 Eival onuavTikn n atro@uyn uTtoBepaTreiag JECW XAUNANG
doooAoyiac

* H yoprjynon Twv aPIVOYAUKOOIOWY CUVICTATAI VA YiveTal ATTOE
NUEPNCIWG



NMAPAMETPOI ®PAPMAKOKINHTIKHZ

* MEYIOTN OUYKEVTPWON GTOV OPO PETA TNV XopNnynon tng
LMEYIOTNG dOOoNC. ( Cmax)

* EuBadov kKatw atrd TNV KAPTTUAN ouyKEVTPpWOonG-Xpovou.(AUC)
« XpOVvoc¢ nuICwN ¢ Tou avTifIioTIKou.(T/2)



NEPIOXH KATQ AMO THN
KAMMNYAH(AREA UNDER THE
CURVE)(AUC)

AgixVvel TO OUVOAIKO TTOOO TOU PAPUAKOU Kal TN OIAPKEIA TNC
TTAPOUCIAC TOU OTOV UTTO MEAETN 10TO. EKppaleTal o€ mg.h/L

Antiblotic concentration




IHAPAMETPOI PAPMAKOAYNAMIKHX

Cmax - Cmax : MIC
T > MIC
- AUC/MIC

................... MIC

Luykévrpoon pg/ml

Xpovog




XPONOE=APTQMENH ANTIMIKPOBIAKH
APA2H

H a1roTEAEOPATIKOTNTA ECOPTATAI ATTO TO XPOVIKO dIACTNUA KATA
TO OTTOIO N OTABUN TOU PAPUAKOU OTO TTAQCMA ceTTepvA TNV MIC
TOU HIKpPO[Biou

[TpEtTel va akoAouBouvTtal d000AoYIKA OXNMATA OTA OTTOIA:
* MIKpEC OOOEIC XopnyouvTal O€ CUXVA XPOVIKA dlaaThuaTa

Na eTIAéyovTal PAPUAKA PE JOKPU TY%



XPONOE=APTQMENH ANTIMIKPOBIAKH
APA2H

* O arraItoUpevog Xpovog TTavw atro TNV MIC tToikiAel avaloya Pe
TO TTaBoyOvo, TO onuEio TNSG AoiNwENC Kal TO avTIBIOTIKO

e ['eVIKA, ATTOTEAECUATIKA OOCOAOVYIKG OXNMOTA €ival AUTA TTOU
ETMITUYXAVOUV OTABUEC OTO aipa uwnAoTepec TS MIC yia
TouAaxioTov 40-50% Tou pecodIACTANATOC XOPHynong Tou
PapPUAKOU



XPONOE=APTQMENH ANTIMIKPOBIAKH
APA2H

Drug A

Drug B

N & O @

MIC

—

o

Antibiotic concentration (mg/L)

Time
dose

Q
0
w
td

T>MIC: cuox£TIoN TNG APUAKOKIVATIKIAG 0ToV 0p0 WE TV MIC(euaioBnoia) evdg opyaviouou
.To @dpuako A gival TTapwv o€ cuykévipwaon 2mg/l oto 50% Tou PECOBIOCTAPATOS XOPAYNOoNG,

EVW TO @Appako B eival TrTapwyv og ouykévipwaon 2mg/l oto 30% Tou pecodiacTruaTog Xopnynong.



XPONOE=-APTQMENH
ANTIMIKPOBIAKH APAZH

* B- AAKTAME2

* MAKPOAIAE2

* KAINAAMYKINH

* O=AZOAIAINONE2
* TAYKYKYKAINE2



2YNEXHZ ENXYZH B-AAKTAMQN

* [1poTteiveTal atrd TTOAAOUC OUYYPAPEIC

* ETTITUYXAVEI TOUG PAPUAKOKIVATIKOUC KAl (POaPPNAKOOUVANIKOUG
oTOXoucg oT1o aipa kal oto ELF(epithelial lining fluid)(uypd 1TOU
ETTAAEIPEI TOUC TTVEUOVEQ)

o ATTQITEI MIKPOTEPEC NUEPNTIEC TTOOOTNTEC AVTIPIOTIKOU.

Soy D and TorresA, Curr Opin Crit Care 2006
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FlG Mean serum meropenem concentration-time data for nine

patients with VAP following admunistration of 1 g by bolus injection

(hlled squares), 1 g by a 3-h infusion (open circles), and 2 g by a 3-h
mfusqon (hlled tnangles).

Jaruratanasirikul et al AAC 2005:;49(4):1337



Opuoiwg pe Tnv MINMNeENEMH

Jaruratanasirikul et al JAC 2005;49(4):1337




AO2OE=-APTQMENH
ANTIMIKPOBIAKH APAZH

* Ooo uwnAoTeEPN €ivail n TOOO UEYOAUTEPN KaI TAXUTEPN N
BaKTNPIOKTOVOC dpAon Kal TOoO ueyaAuTepng dlapkeiac To PAE

o ATTOTEAEOHATIKOTEPA TA OOCOAOYIKA OXNUOTA TTOU Xopnyouv
£Q atTag OAN TNV NUEPNOIa 00N (AUIVOYAUKOTIOEC)



POST-ANTIBIOTIC EFFECT

* MEPIKA AVTIMIKPOBIAKA £XOUV TTAPATETAUEVN AVTIMIKPORIaKN
OpACN AKOMA KAl META TNV MEIWON TNC CUYKEVTPWONG TOUG OE
UTTOOVOOTAATIKA ETTITTEDQ

* H TTapaTeTapEVN AuUTr KATAOTOAN TN AVATITUCNG TWV

UIKPOOPYQAVIOHWY, N OTTOoia OV OPEIAETAI OTOUG AMUVTIKOUC

UNXOVIOWOUC TOU EEVIOTN XapaKTNPIZETAl WG META-AVTIBIOTIKA

dpdon Tou avTiyikpofiakou.(PAE)

* H PAE ¢ivail @aivopevo TTou £xel TTapatnenoei in vitro

* H akpipn¢ didpkela Ttou PAE ecaptatal atro 10 €id0¢ Tou
UIKPOOPYAVIOUOU Kal TO QVTIMIKPOBIAKO.




AO2OE=-APTQMENH
ANTIMIKPOBIAKH APAZH

* AMINOITAYKOZIAEX
* KINOAONEXZ

« KETOAIAEZ

« METPONIAAZOAH



ApwvoyAukooldeg: Cmax/MIC Kol KALWVLKI aVIOamoOKpLOn)
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Antibiotic serum concentration

AUC/MIC

H AUC avTITTPOOWTTEUEI TNV CUYKEVTPWON TOU PAPPAKOU Kal TOV XPOVO
€KOeoNC oTnV oTToia eKTIBEVTAI Ta MIKPORIA TTAVW aTTO TNV eAaxioTn MIC TtTou
gival atrapaitnTn yia va UTTAPCEl ATTOTEAEOUA

020 MEIF'AAYTEPH EINAI H ANAAOTIIA TO2O NEPIZ2OTEPO
AINOTEAEZMATIKO EINAI TO ANTIMIKPOBIAKO.

Cmax
—— Cmax/MIC (aminoglycosides

and fluoroquinolones)

AUC/MIC (vancomycin,

azithromycin, fluoroquinolones,
aminoglycosides, tigecycline and

linezolid)

T>MIC (B-lactams, vancomycin,
macrolides, clindamycin)

AUC A

Time after antibiotic administration




120 -

Clinical outcome T
|

:

[ Success

W Failure ‘

No. of paticnts
z

40 -~ . l
23 ;
20 - T e R
4 3 3 | 1
O A T — — _ ee—— — I
ATWC/MIC <28 ALNC/MIC 25101 ALC/MIC =100
Clinical Peak /' MIC <3 Peak/MNMIC 3-12 Peak/ W IC =12
failure rate 4 3% 11.5% 1%

2UOXETION TWV QAPPAKOKIVNTIKWV/QAPHOAKOOUVAMIKWY TTAPANETPWY 0€ 134 voonAeUopevoug aoBeveic e AOINWEEIC AvATTVEUOTIKOU,
OEPMATOC 1 ETITTAEYMEVES OUPOAOINWEEIC TTOU BepaTtTeuTnkav ue 500mg IV AeBo@Aogacivng kabnuepiva yia 5-14 nuEpEC.

O1 apiBuoi Tavw at1ré kKGBe oTAAN gival ol apiBuoi Twv aocBevwyv Preston et al( JAMA1998)



TYIMNOX

TUoTroCg |

ECapTWHEVN AQTTO TNV
CUYKEVTPWON Kai
TTaparteTapevn
ETTINEVOUOCQ OpaAo

TOTtroC 11
ESapTwWHEVN AQTTO TOV
XPOVvo £EKBeEONG hE
EAQXIOTN N HETPIA
ETNINEVOUOCQa dpAaon

TUTToC 11

ESapTwpuevn atto TOV
XPOVOo, eEAAXIcTA n
KaBoAou aTtro Tnv
CUYKEVTPWON Kal
TTAPATETAMEVN
ETTINEVOUOCa dpaAaocn

ANTIBIOTIKO

AUIVOYAUKOGIOEQ
KIVOAOVECG
AATTTOMNUKIVN

[NMEVIKIAAIVECG
Ke@aAOOTTOPIVECQ
KAQpBATTEVEUEQ
KAIVOQUUKIVN
MakpoOAIDeC

YAUKOTTETTTIOIQ
AlI1IBpouUKivn
TETPAKUKAIVECG

OTPETTTOYPAMMIVEC

NMAPAMETPOZ

Peak/iMIC kai
AUC/MIC

T > MIC

AUC/MIC

Z2TOXOZ

MEvyioTn
CUYKEVTPWON)
Kal nHEPpROIa
ooon

ISavikn SiIapKeia
EKBEONC

BeATioTOoTTOINON

TNG NUEPNoIag
ooong




KINOAONEXZ

H TTapAuETPOC TTOU OXETICETAI KAAUTEPA PE TNV KAIVIKN Kal
UIKpoBI1oAoyikn etmiTuxia Toug gival To AUC/MIC. To Katw@Al Tou
AUC/MIC, ytropei va TTOIKIAEI avaAoya JE TOV OpYaVIOUO.

['10 KAAUTEPO KAIVIKO KAl BEPATTEUTIKO ATTOTEAECUA TTPETTEL

« 24nAUC/MIC = 25-30 yia S.pneumoniae
« 24nAUC/MIC = 100-125 yia Gram(-) BakTtAipla

H ueyiototroinon tou AUC/MIC pTtropei va TTEpIoOPIcEl TNV
QAVATITUEN QVTOXNG.

Wispelwey, Clin Infect Dis 2005,
2S 127-35(Review)



KINOAONEX
S. pneumoniae (AUC,,,/ MIC = 25-30)

IKwo;.évq Aéon |C_._| auc |mic,, | C../MIC | AucC,,/ MIC
Cipro 750 3.6 32 p 1.8 16
Levo 500 | 57 | 48 1 5.7 48
Moxi 400 | 45 | 48 | o025 18 192
Gati _‘[ Boo | 32 | 34 05 | 84 68




KINOAONEXZ
P. aeruginosa (AUC,,/ MIC = 100-125)

]

Kivoiévn |Aéon | C,___ | AUC | MIC,, | C,./MIC | AUC,,/MIC
Cipro 750 3.6 32 4 0.9 8

Levo 500 | 5.7 48 16 0.36 3

Moxi 400 4,5 48 8 0.56 6

Gati 400 | 4.2 34 8 0.52 4.25




ZXEZH AUCGC,,,/ MIC q1 Peak/ MIC KAI
ANAIITY=ZH2Z ANTOXHZ 2 E AZOENEILIZ ME
IRTIs YTINIO OEPAIIEIA MME CIPRO

PK /PD
IHHaopapsrpoc

AcOeveic 7TOUV avVETTLVIAV OVTOYT)
/ oOvoi0o acBevov

Peak / MIC =8 i
AUC,,/ MIC = 100

3 /31 (10%)

Peak / MIC <8
AUC,,/ MIC < 100

8 /80 (80%)




ZXEZH AUCGC,,/ MIC KAI ANAIIT Y=
ANOEKITIKHZZ P. geruginosa H AAAS2N GNB

AcBOeveic oL avETTLEOV AVTOYL /

COUVOAO TV acBevov (%6)

O zpamreia pe Ciprofloxacin
AUC,,,/ MIC

P. aeruginosa Arror GINB
< 100 10/10 (100) 2/4 (50)
= 100 2/8 (25) 2Z/28 (7)
z. 0.002 0.07

Thomas JK, et al. AAC 998 42:521-7



MONTE CARLO SIMULATION

H npocopoiwon MONTE CARLO xpnotpomotet
* Tnv PK/PD Bewpia TwV QVTLULKPORBLOKWY TTapoyOvVTWVY KoLl

* Tnv Katavoun tnc¢ evatodbnoioc twv maboyovwy UkpoBLlwv oTouc
QVTLULKPORBLaKOUC TTOPAYOVTEC

YrtoAoyilet tnv mBavotnta enitevénc tou PK/PD otoyou yla kaBe
QVTLULKPOBLOKO TtopayovTa.



MONTE CARLO SIMULATION

e Ta paBnuaTika otnv laTtpikn

OE uyieic eEOEAOVTEC
| aocBeveic

TPOCOLLOLMOOT)

MPpoodiIoPICuGC TOU TTOCOOTOU TWV AoBevwwv TToUu TTANPOoUOV
Tov PK/PD OoT1OX0 yia peyaaAUTEPN AaITOTEAECUATIKOTNTA
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Distribution of gatifloxacin free-drug area under the concentration-
time curve (AUC)H-24 (g - h/mLlL.) ratio in the patient population.
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QAP MAKOKIVNTIKI KAl @QAPMHNAKODUVAMIKN




2YMIMEPAZMATA

Ol TTAPAMETPOI

« XpNOIMEUOUV OTNV ATTOTEAECHATIKOTEPN ETTIAOYH TNG OOONC KAl
TNG OUXVOTNTOC XOPrynong ToU QvVTIMIKPORIaKoU

* MeyioTOTTOIOUV TNV OPACN TOU

« Aucavouv Tnv TaxuTnTa KAIVIKNG aQVTATTIOKPIONG

« Meliwvouv TNV TBavoTNTA ETTIKPATNONG AVOEKTIKWY OTEAEXWV
 Eival ol KaAUTepOI OEIKTEC TNC EKBaonc



