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TetpakukAivec- Tigecycline — Neotepa pappaka

** Chlorotetracycline (1948)
*»* Doxycycline } HulouvOeTIKG Tapdywya

¢ Minocycline hakpag dpaong

% Tigecycline MPpWTOC EKMPOCWNOC TWV YAUKUAOKUKALVWV,
TOLEAYWYO TNG MLVOKUKALVNG

** Eravacycline n NEGTEpEC

“* Sarecycline ~ TETPAKUKAiveC (2018)

** Omadacycline _



TETPOAKUKALVEG

" Eup€oc paopatoc Baktnplootatika avilBLoTika

" APAOTIKEC EvavTtl MOKiIAwv Gram(-), Gram(+) Kol UTTOXPEWTLKWG
gvbokuttapiwv naboyovwv
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MnXOVIGOC SpAGNC KoL LVTOXNC TWV TETPOKUKALVWV

Mnxaviopuog dpaonc

Elco60¢ 0T0 KUTTOLPO KOl
npocdeon oto pLocwHa

AvaotoAn npwteivoolvOeoNg

" [abntkn
Sdldyuon

= JUuoTnua
HeETOdOPAC
oXETL{OMEVO
KE To pH




MnXOVIGOC SpAGNC KoL LVTOXNC TWV TETPOKUKALVWV

Mnxaviopoc Spaonc MnXovIopoC avtoxnc

Elco60¢ 0T0 KUTTOLPO KOl

npéobecoh oo PLBECWHY Ribosomal protection, BroAoyiwkn adpavonoinon,

aAAayn) Tou otoxou, avtAieg efflux
AvaotoAn npwteivoolvOeoNg

" [abntkn
Sdldyuon

= JUuoTnua
pnetadopag
oXETL{OMEVO
KE To pH

Efflux Pump —/—




AvtipikpofLloko pacpa

Gram — OTIKA :
= Staphylococcus spp
= Streptococcus sp
= Enterococcus spp
= |isteria
= Bacillus anthracis

* Rickettsia sp

* Borrelia

* Brucella

* Coxiella

* Treponema

* Chlamydia, Mycoplasma

* FEhrlichia

* Anaplasma

* Mpycobacterium marinum

* Entamoeba histolytica, Plasmodium falciparum

Gram — apvntika paktnpidia /
Avaepofia

" Enterobacteriaceae
=Helicobacter pylori

= Enterobacter spp

= Stenotrophomonas maltophilia
= Burkoholderia pseudomallei

= Bartonella spp

mAnaerobes

(Prevotella spp, Fusobacterium spp,
Peptostreptococcus spp)



Drug concentration

Peak (Peak/MIC)

Area under the
curve (AUC/MIC)

T

Tlrﬂe




DappakokvnTkee I1dtotntec Tetracyclines (1)

"  Autodiadutd popra (ka@opLotiko yia tn dtaxvon Toug 6Toug LoTou )

=  minocycline>doxycycline>tetracycline

=  ApOpKO vypo, mapappivia: idla peE Ta EMMESA TOU MAACUATOC
= XoAR: 5-20 dopec uPnAotepa ta enineda Ano avTAd TOU MAACUATOC

=  AlEpYoVvTal TOV MPOOoTATN

= Aviyvevovtol EAAxLoTa 0ToUG MVEVUUOVEC, Ve pPOUC, EVIEPO, Nap, EYKEPaAo

ENY: 10 — 20% tTwv eNMESWV TOU MAAGHATOC



DappakokvnTikec 1dtotntec (1)

=  Anoppodwvrtal KaAvtepa e adelo otopdayt. Otav yopnyouvtal (e
vaAa, avtioéiva N oidbnpo dgv anoppodoulvral KaAd ylati yivovto
XNAKEG evwoelg. Nauto xopnyouvtal lwpa mpv i 2 WPEC LETA TO
$daynto, (Awyotepo ennpedlovron ano tnv tpodn Kat to yaAa n
60&uKUKAivNn Kol N voKUKALVN)

=  AmoBdaAAovtal amo to Eviepo (doxycycline) kat aré touc veppouc
(tetracycline) péow onepapatikic 8t1Ononc (20% tng xopnynOeioac
66onc¢)

=  Aiépyovtat tov mAakoUvta (dBpolon ota ootd Kat ta dovria Tou
euBpUOV). Anekkpivovtotl oto HNTPLKO yaAa (n 6o0éukukAivn

acpaing)



KUpiec evdeitelc xopnynoewc tetpakukAvwy (1)

= BpoukéAAwon (doxycycline pe pipapmnikivn i apivoyAukooién)
* Noipwén ano Bacillus anthracis

= N. Lyme (Borrelia burgdorferi)

" Piketolwoel (KnAdwdng nupetocg Bpaxwdwv opEwv)

" Aopwéelc ano Mycoplasma pneumoniae

= XAapudrakec Aotpwéeic (Chlamydia pneumoniae, psittaci,
trachomatis)

= Mn YOVOKOKKLKA oupnBpitida, tpaxnAitida, pAsypovwdnc vocog tne
nvéAov (Chlamydia trachomatis) [!tetracycline R Ureoplasma
urealyticum]

* Mn emunenAeypévn opOoyevvntikni yovoppoto (ANTOXH
FTONOKOKKOY tetM yovidiou — 25.6%) Sexually Transmitted Disease Surveillance,
2006. Atlanta, GA: U.S. Department of Health and Human Services, November 2007



KUpiec evdeifelc xopnynoewc tetpakukAvwyv (2)

= EAovocoia ano avOektiko otn pedpAokivn Plasmodium falciparum
= Acne vulgaris, Rosacea, mopdoAuywoEeLC SEPHATIKEC VOOOL
" AEMTOCTIELPWOELC

" Baktnplokn ayyetwpatwon kot aAAec BaptoveAAwoelrc (B.
hensellae, B. quintana ka.)



Evoeielc xopnyNoewc TETPAKUKAIVWY EVOAAOKTLKA

* Nopwéerc amno Yersinia pestis

* TouAapatipia (Francicella tularensis)

* Nowuwéerg amno Vibrio cholerae

o InelpoyotwoelC (Treponema pallidum)

* Nowpwéelg anod Helicobacter pylori

e NoluwéeLg amo atuma pukoBaktneidia (M. marinum, M.fortuitum)
* Nowuwéerc and Burkholderia spp

* BouBwviko Kokkiwpa, appodiclo AepdpoKoKKiwpa
 EmubSdupitida

* Mpootatitida

* Napouvon xpoviag Bpoyyxitidag, ypopitida, mvevpovia tng Kowvotntac*

*EEapraral and Ta emdnpioAoyika dedopéva TRC AVTOXAC Tou
TVEUHOVIOKOKKOU



AveruOupnteg Evépyeiec (1)

= EvamoOeon o€ ootAd Kol SOovTia ota MALdLA UE ANMOTEAECHA MOVIUN KLTplvn Xpwon

doviwwv, umomAacia adapoviivne, mpoowplvy KabBuotEpnon TNC aAvVAMTUENG

(6oocoséaptwuevn). AofukukAivn iowc Ayotepo. Teimtycimns seth

= YREPXPWON OVUXWV, SEPUATOC, CKANPWV
kot oUA00SOVTIKAC mapu PG
= AAAepyikeG ekdnAwoelg (avadulaéia, e€avOnua)

* PwroevaioOnoia!!

o
—

s NRN Rt < 53 Fomane
Phototoxic Sunburn after Doxycycline intake muhadg qrq}y,com

» Taotpeviepltkd (vavtia, £petog, olocodayittdba, ofcia  maykpeatitida,

PpevdopeuBpavwdnc koAitida)



Avermu@Oounteg Evepyeieg (1)
Nedpoi: embeivwon vedpplkng avendpkeLlog — Amotog dtafitng

‘Hrap: nmatitdéa, otayovoeldng Amwédnce ekpUAlon (oe dtopa pe vedpplki

OLVETTALPKELO KOl EYKUOUG)
HwowodiAia, atpoAutiky avatpia, Opopponevia
AlpoAuon og EAAewpn G6PD

Neuplkd cvotnua: kepaAadyia, {aAn, iAwyyoc (70% yuvaikeg, 28% AavoOpec),

Pseudotumor cerebri syndrome amo tnv pivokukAivn

Acvutepoyeveic Aolpwéelc (mpwteic, Yevdopovada)



Minocycline — avtidpaoeic unepevatcOnoiog (non-Igk avtidpaoeic)

e 3" autiol peTA TNV carbamazepine kat tnv allopurinol ytoe DRESS/DiHS
e Opovooia

 Stevens-Johnson

* HwowodlAkn mvevpovia

* Drug-induced Lupus (!!12-6 €tn peta tn Bepareia)

Muller P Eur J Dermatol 2003



An update on the efficacy of anti-inflammatory
agents for patients with schizophrenia:
a meta-analysis

N. Cakici%2 @, N. J. M. van Beveren?34 G. Judge-Hundal?3, M. M. Koola®

and I. E. C. Sommer?

Minocycline ++ Microglia inhibition, IL-1BJ, IL-6), TNF-ct|, IFN-y|
Anti-inflammatory agent - I M, No.
Analyses Treatment Control Hedges'g  95%CI Hedges' g and 95% CI P value Bonferroni® ¢
Aspirin 2 133 137 0.30 0.06 to 0.54 —— 0.014 . 0.00
Bexarotene 1 45 45 037  -0.05100.78 R 0.081 . 0.00
Celecoxb 5 236 229 015  -06710096 L 0.726 . 93.20
Davunetide 2 41 44 024  -085100.19 ey 0.701 . 0.00
Dextrometharphan 1 74 75 041 02916052 —— 0.581 . 0.00
Estrogens 12 368 355 078 03610 1.19 —y— < 0.001 . 84.15
Fatty acids 14 333 319 019  -0.02100.40 . 0.075 . 40,84
Melatonin 1 18 18 282 19110374 - < 0.001 + 0.00
Minocyline 12 483 463 040 01110068 —— 0.007 . 76.97
N-acetylcysteine 5 221 221 1.00 0.60 to 1.41 —_— <0.001 + 74.72
Pioglitazone 1 21 21 079  0.17to 1.41 - 0.012 . 0.00
Piracetam 1 14 18 0.77 0.05 10 1.50 & 0.036 - 0.00
Pregnenclone 1 25 27 016  -0.34100.66 + 0.528 " 0.00
Statin 2 83 63 050 -0.25101.25 . 2 0.190 : 77.66
Varenicline 2 74 77 024  -0.13100.61 —r— 0.201 . 23.86
Withania somnifera extract 1 34 34 081 03210130 * 0.001 + 0.00
] ] ] T 1
-1.50 075 0.00 0.75 1.50
Placebo Anti-inflammatory & Sinificantly effective agents
agent @ Sinificantly effective agents in single studies

& Non-significant agents



AAAnAsmidpaoceic TetpakukAwvwv pe AAAa Qappoka

" Mewwpévn anoppodgnon Toug O0tav cuyyopnyouviol He oidnpo,
olpetdivn, tpodn, 6100evn kat TPLoOevVA KaTLOvVTA, OVTLOSLVOL

" Meiwon tovu xpovou npuilwnc yia: KapBapalemnivn-
Sipatvuludavtoivn-apPLtovpika

= Evioxuon tng 6paong: diyoéivn-ovTumnKTka
" |n vitro avtoywviopOG HE TIC VEWTEPEC POOPLOKIVOAOVEC



Tigecycline

* (2005) yio AotpweeLc SSTI

* Mpwtn YAUKUAOKUKALVN
* [poEPXETAL ATTO TNV HIVOKUKALVN

* JNUOVTLKA Kal eupeia dpacn evavtlt Gram-apvnTLKwV Kol B€TKwV
Boktnplwv
e Evepyo evavtt MRSA kat VRE.
* Acinetobacter baumannii

* MMapevtepLKn xopnynon
* BaktnplooTtatiko GpaApLOKO



Ot YAukuAokukAiveg deopevovtat otnv untoopada 30S tov pLocwHOTOC
HE 6 POpPEC HEYaAUTEPN cuvadELA ATTO TNV TETPAKUKALVN

FAUKUAKUKAILVEC:
TITEKYKAINH

" H TyeKuKAivn UTLEPVIKA (i) Evepynukn avtAia amoppong «active efflux»
TOUG 8U0 KUPLOUG UNXAVIOROUS | (i) PiBocwLkr TtpocTasia

QVTOXI G OTLG TETPAKUKALVEG

e H avtoxn Baktnpiwv onwg to Acinetobacter baumannii otnv TlyeKUKALvVn
ETUTUYXAVETAL LE AVTALEG amoppor ¢ moAvavtoxng [multi-drug resistant (MDR)
efflux pumps]



Tigecycline :AvtiuikpofLako pacpa

Broad Spectrum of in vitro Activity:
"Fnterobacter spp

sAcinetobacter spp
sStenotrophomonas maltophilia
" Anaerobes

= Staphylococcus spp

= Fnterococcus spp

" Streptococcus pneumoniae
" Escherichia coli

= Klebsiella spp

Active in vitro against a variety of “resistant”
phenotypes :

= MRSA, MRSE

= \VRE

= ESBL (+) E. coli and Klebsiella spp

= Klebsiella spp mou mapayel KAPUTATTEVELUAOEC
" Acinetobacter R o€ KO(UTTATTEVEUEC



AkOun, oto pdopa TN TLyeKVKAivng nepthapBavovrat

" Tayewc avamntuooopeva pukoBaktnpidbia (M. abscessus, M.
chelonae)

" [MAoocpwbdLo EAovoaoioc
" BpouKEAAQ

= [egionella sp, Chlamydophila pneumoniae, Mycoplasma sp, K&
noBoyova avarmveUoTLKOU

» Clostridium difficile



Tigecycline :AvtiuikpofLako pacpa

e Agv glvol OpAOTIKO EvavTl TNC Pseudomonas aeruginosa

* MolkiAAeL n evaoOnoia twv Proteus sp, Morganella sp, Serratia sp
e Kata kavova pn evoiodnta



Do pHAKOKLVNTIKEG TTOPAMETPOL

" BaKTNPLOOTATLKO
" BaKTnPLOKTOVO €vavtl Streptococcus pneumoniae, Haemophilus influenzae, E. coli

= Xpovoeaptwpevn Bavatwon
" [pOUHLKA GOPUOKOKLVNTLKN
Cmax 0.87ug/mL

Vss 639 lit

T %=42 wpeg

" ATLEKKPLON XOAN-KOTtpOVOL

= Aev xpelaletal mpooappoyn tne dooncg oe vedpLKr AVEMAPKELD, TIPOCAPHOYA LOVO
o€ Child Pugh 3

" Meta-avtiBlotiko anotedeopa: 8 popec N MIC (peyaAUTEPO ATIO TLC TIAALEG
TETPAKUKALVEC)

Peterson et al. Antimicrob Agents Chemother. 2002;46:2595-2601; Hoban et al. Diagn Microbiol Infect Dis. 2005;52:215-227; Rello. J Chemother. 2005;17:12-
22; Cercenado et al. J Antimicrob Chemother. 2003;52:138-139; van Ogtrop et al. Antimicrob Agents Chemother. 2000;44:943-949.



Comparative Tissue Concentrations of
Tigecycline After a Single 100-mg IV Dose

. Compared With
Tissue n )
Serum Concentrations
Gallbladder 6 38-fold
Lung 5 3.7-fold
Colon 6 2.3-fold
Synovial fluid 5 0.58-fold

Bone 6 0.35-fold



Evoei§elg xopiynong

" ETTUTENMAEYUEVEC AOLLWEELC SEPUATOC-LAAAKWY LOPLWV
= ETUUETAEYUEVEC EVOOKOIALAKEC AOLUWEELC

= Aocoloyia 100mg amrag kat peta 50mgX2



Neecg Evdeiéerc xopnnynonc FDA 2009
aAAa oxt EMEA

Mvevpovia Tng KowotTnTac omo

= Streptococcus pneumoniae (penicillin-susceptible isolates),
NEPLAAUPBAVOUEVWV KOL TWV BAKTNPLALMLKWY LopdwV

» Haemophilus influenzae (beta-lactamase negative isolates)

" legionella pneumophila



Chemotherapy

Chemotherapy 2012;58:282-294 Received: January 17, 2012

. Accepted after revision: August 7, 2012
DOI: 10.1159/000342451 Published online: October 4, 2012

Therapy of 1,025 Severely lll Patients with
Complicated Infections in a German Multicenter
Study: Safety Profile and Efficacy of Tigecycline in
Different Treatment Modalities

Klaus-Friedrich Bodmann? Wolfgang R. Heizmann® Christof von Eiff®

Christian Petrik Peter-Andreas Léschmann¢ Christian Eckmann®

MoAukevtpikn, un mapeppfatikn peAétn napatipnong (2006-2010)
137 kévrpa eni 1025 cofapd MooXOVTWV AcOEVWV e ETUMAEYUEVEG AOLUWEELG



TwyekuKAivn: anoteAécpata Oepaneiac ent 1025 acOsvwv

EmwtuxEg OeparmeuTiko amoTtEAECHOL

MepLrovitda
MoaAoka poptlo
AAN\EC AoLlpweELC
MELKTEC AOLUWEELC
2UVOAO EmLTUYiOG

75.4%
82.2%
71.4%
66.7%
74.2%

28% Aolpwén amo MRSA, kot VRE mapopola
QTMOTEAECMATIKOTNTO
7.7% avemBuuntec evepyeLec, 2.5% coPapec

Chemotherapy 2012; 58:282



Toéikotnta Kot aocPAAELO TLYEKUKALVNG

* Navtia (24.4-34.5%)-€petoc (19.5%) Meiwon pe tn APn tpodng

. . o Yrnoxwpnon cuvRlwg Hetd tnv
Awppora (8.5%) 3" nuépa Oeparneiag

 PAcBitida

* NMovokédpaloc

e AUENnon TpavoOLVOCWV

e Katnyopia D kUnong

e Avtevdeikvutal og <18 eTwv

* JoBaPEC AAAEPYLKEC AVILOPACELC AVAHEVOVTOL OTTWE N KAAGK TWV
TETPOAKUKALVWV

e OxL tporntontoinon os vedpikn SucAsttoupyia
e Tpornonoinon o€ nratikn avenapkela > Child Pugh 3

Falagas ME, et al. Int J Antimicrob Agents 2014



Newtepec avadpopEC AVENMIOUUNTWY EVEPYELWV

* Meplotatika oéeiac maykpeatitidoc
* YtepxoAepuBpivaipia, xoAootaon Kat avénon Twv TPAVOAULVOOWV HE
TV Evapén Tng aywyng

* Melwon Twv TILWV ToU Lvwdoyovou-mtpocoxn OTav XopnyeLto oth
SutAaoia dcoAoyia yio TOAVOVOEKTIKA OE BAPEWC TTALOXOVTEC

Routsi C et al. Int J antimicrobe Agents 2015



Plasma fibrinogen concentration after
tigecycline initiation and cessation

During treatment

600—
Fibrinogen,
mg/dL

400—

200

After treatment

800~ B * * *
600 T —|—
Fibrinogen, —
mg/dL
—
400~
0—
| I 1 I
0 3 5 7

Days after tigecycline cessation

Routsi C et al. IJAA 2015; 45:84-95




High doses tigecycline in clinical practice in
VAP (50 vs 100 q12h)

Table 1 Clinical characteristics of the 63 patients with VAP in the standard-dose (SD) and high-dose (HD) tigecycline
(TGC) groups

Variable 5D TGC group (n= 30) HD TGC group (n=33) P-value
Age, years, mean + standard deviation 645+169 607+ 125 031
Male, m (%) 17 (56.5) 24{727) 018
SAPS || score, mean +s@ndard deviation 513+144 485+ 149 045
S0FA score at infection occurrence, mean + standard deviation FR+33 FA+37 049
Septic shock at infection occurrence, n (%) 10(333) 18 (54.5) 009
ARDA at infection occurrence, n (%) 2 (5.B) 7(22) 009

Responsible pathogens, n (%)

Acinetobacter baumannii XDR 13 (43.3) 15 (45.4) 0.86
Klebsiella pneumoniae MDR/XDR 10 (33.3) 20 (60.6) 003
Other bacteria 14 (46.6) 6(18.1) 0.01
MIC value 1 to 2 mcg/mL® 8(32) 23 (79.3) <0.01
Clinical and microbiological outcome, n (%)
Clinical cure 33.3 57.5 0.05
Microbiological eradication 30.4 57.1 0.07

Burkhardt O et al. Int J Antimicrob Agents 2009



ALERT: US Boxed Warning Mortality (2010, 2013 US FDA)

" An increase in all-cause mortality in a meta-analysis of phase 3 and 4
clinical trials in tigecycline-treated patients versus comparator.

" The cause of this mortality risk difference of 0.6% (95% confidence
interval [Cl], 0.1 to 1.2) has not been established.

" Tigecycline should be reserved for use in situations when alternative
treatments are not suitable.

[MoAAEC peTaavaAloelg vtootnpLéav otL n mbavn e€nynon yla tnv
auénUeEvNn BvntotnTa €ival N LELWUEVN KAWVLKI OTTOTEAECLATIKOTNTO



OepaneuTikEC ertAoyEc yia Aotpwéeic ando CR-GNB

Pseudomonas

e Colistin
eFosfomycin
eAztreonam?

oCeftolozane/tazo
bactam

oCeftazidime/
avibactam

Klebsiella

e Colistin
eAminoglycosides
*Tigecycline
eFosfomycin
eAztreonam?
eCarbapenems?

oCeftazidime/avib
actam

Acinetobacter

e Colistin
°Tigecycline
eSulbactam

e Trimethoprim/sulf
amethoxazol



Kaplan Meier Curves of Survival Propability of Patients
with KPC BSls According to Treatment

o
2 -
l‘-) -
[
S N
—— l— —— =
2 9 = T s i ,
= N
n
P=0.002
m —
N
o A
0 10 20 30
Days
————— Monotherapy

Combination therapy
Tumbarello M et al. Clin Infect Dis. 2012:55:943-950




Multivariate Analysis of Factors Associated with all-

cause 30-day Mortality of Patients with KPC BSls

Variable P OR(95% Cl)
Septic shock 0.008 7.17 (1.65-31.03)
APACHE <0.001 1.04 (1.02-1.07)
Inadequate empirical 0.003 4.17 (1.61-10.76)
RX

Definitive Rx 0.01 0.11 (0.02-0.69)

Col+tigecl+merop
Tumbarello M et al. CID 2012; 55: 943




2e acBevn 70 etwv pe HAP amopovwvetat CR-KP, MBL+, pe
MIC otnv tigecycline 1pug/ml. Nota n kaetdAAnAn Bepansia ;

1. KoAwotivn+Mepomeveéun

2. Ceftazidim/Avibactam

3. TwyekukAivn 100x2+KoAwotivn
4. TiyekukAivn 50x2+KoAlotivn



‘EkBaon o€ Aotpwéerc ano Klebsiella pneumoniae mov mopayouv
KOPUTTOLTTEVEULALOEC, AVAAOYQ LE TO OEPATTEUTIKO oYL

Carbapenemases in Klebsiella pneumoniae and Other
/ Enterobacteriaceae: an Evolving Crisis of Global Dimensions
N=56
N=72

= L. S. Tzouvelekis,® A. Markogiannakis,” M. Psichogiou, P. T. Tassios,® and G. L. Daikos*
Z 40 - MovoOepaneia  cuvduacuog?
E N=53 H=1
E M=21
20 —
N=56 8.3% ouvbuaopUOC TOUAOXLOTOV 2
OPOAOTLKWYV LLE KOPUTTOTIEVELLN

A B C L E F G

Nrtrmeert rnghrae 29% ocuvOUOopOC 2 OPACTIKWY XWPLES
FIG 2 Outcomes of infections cansed by carbapenemase-producing Klebsiella KOP p.T[OLT[EVé KN

fneumomiae, according to treatment regimen. Regimen A, combinatson ther- . .

apy with =2 active drugs, one of which was a carbapenem; regimen B, combs- 35.7% uOVOGEpOLTEE LA LE TLYEKU K}\lvn
nation therapy with =2 active drugs, not including a carbapenem; regimen C, / /
monotherapy with an aminoglycoside; regimen I}, monotherapy with a car- 472% HOVOGEPGHELG HE KO}\I.HU Klvn
bapenem; regimen E, monotherapy with tigecycline; regimen F, monotherapy 0 ' f

with colistin; regimen G, inappropriate therapy. Regimen A was superior to 54.2% aKaTa}\}\n}\n eepaﬂ.’E La

regimens B, E, F, and G (for A versus B, E, F, and G, the Fvalue was 0.02, 0.03,

< L0001, and < 0.0001, respectively). Regimens B, C, and D were superior to

regimen G {for B versus G, P = 0.014; for Cversus G, P = 0.04; and for D versus

G, P = 0.03).



Mortality rates associated with different antimicrobial drug regimen categories in
patients with BSIs or non-bacteraemic infections

(a) 100% m Monotherapy
# Combination therapy
= Two-drug combinations
m Three-drug combinations
Combinations with meropenem
2 = Combinations without meropenem
£ 50%
o
=
0%
(b) 100%
=
E s50%f
o
=
0%

Tumbarello M et al JAC 2015; 70: 213



@ ® Effect of appropriate combination therapy on mortality of B Low mortaliy score (07
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patients with bloodstream infections due to EE
carbapenemase-producing Enterobacteriaceae %0
(INCREMENT): a retrospective cohort study .

o)
Belén Gutiérrez-Gutiérrez*, Elena Salamanca*, Marina de Cueto, Po-Ren Hsueh, Pierluigi Viale, José Ramén Pario-Pardo, Mario Venditti, &
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Opla evooOnoiag TiyeKUKALVNC yLa
Enterobacteriaceae ko Acinetobacter baumannii

Enterobacteriacea*

A.baumannii

AN IANIN W
= N

[HEY

m

MIC(ng/ml)
| R
4 >8
2 >2
2 >2
IE IE

Inhibition Zone (mm)

S
219

224

I
15-18

20-23

Implementing
Organism

R

<14 US FDA
EUCAST
<19 BSAC
US FDA**

EUCAST

Giamarellou H and Poulakou G, Drugs, 2009



Use of Monte Carlo simulation to evaluate the
efficacy of tigecycline and minocycline for the
treatment of pneumonia due to carbapenemase-

producing Klebsiella pneumoniae

Wentao Ni, Guobao Li, Jin Zhao, Junchang Cui, Rui Wang, Zhancheng Gao &

Youning Liu

ligecycline

50-
— CP-KP
—~  40- % [ EUCAST
=
& 30 Z
8
-
8 ?
QD F7
o 7
10- / é
0 e — —~ Hl I_li' ﬁ:%
e%o

MIC

MIC distributions of 164 CP-KP strains
And KP from EUCAST MIC distribution

Table 2. The cumulative fraction of response (CFR) for achieving
PK/PD index with different antimicrobial regimens against carbape-
nemase-producing Klebsiella pneumoniae (CP-KP) and Klebsiella
pneumoniae strains from the EUCAST MIC distribution website.

CFR (%)
PK/PD index Antibiotic regimen CP-KP EUCAST
fAUCy 24/MIC >0.9 Tigecycline-50mg q12h 71.18 92.56
Tigecycline-75mg q12h 84.29 96.07
Tigecycline-100mg q12h 90.18 97.66
fAUCy_24n/MIC >8.75 Minocycline-100mg g12h 5340 82.26
Minocycline-150mg g12h 68.28 86.53
Minocycline-200mg q12h 77.24 88.94

Tigecycline
1004 -»- 50 mg qizh
804 - 75 mgqizh
-+ 100 mg g12h
60 -
40-
204
0 T

0125 0.25 0.5 1 2 4
MIC (mg/L)

PTA (fAUC/MIC >0.9) 10,000 simulated pts
given tigecycline at different dosages



TlyeKUKALVN

» Ot XaPNAEC CUYKEVTPWOELG TTOU ETITUYXAVEL N TIYEKUKALVN oTOV 0pO TrEplopi{ouv
TNV ATOTEAECHATIKOTNTA TNC OE VOCOKOUELAKI TTVEUHOVIA € OlACWANVWHEVOUC
acBevelg, BakTnplalpieg, Kal evOayYEIAKEG AOIHWEELC KAl AlYOTEPO GE IOTIKEC

AOWHWEELC He cuvodO Baktnplatyia

» Ta VEWTEPA PAPHAKOKIYNTIKA OEO0OHEVA Elval oaAPWC UTTEP TN auénong Tng
docoAoylag xopnynong tng TtyeKUukAivng (100-150mg/12hrs ) wote va
ETITEUXOOUV Ol (PAPHAKOKIVNTIKOL KAl (papHakodUVApLKol oToxol, 10iwe ota

OUcKOAa Slapepiopata Omwe 0 TVEUHOVAC

» [Ipocoxn o€ mOavn dlatapaxrn TOU AdlHOoTATIKOU pPnxaviopou



TlyeKUKALVN

= O KAWLKOG yLatpoc odeiAEL va XPNOLULOTIOLEL TNV TLYEKUKALVN UE tepiokePn o€
eVOELEELC EKTOC AUTWV yLa TLC OTTOLEC £XeL adela KukAodopiac

= Aev €xeL adela KUKAOdopLaG yLa VOGOKOMELOKN TTVEVLOVIAL

" JUVLOTATOL VA [N XoPnYELtal w¢ povoBeparneio o€ BapEwC MAGKOVIES

" Y& aoOeveic pe mapayovtec Kivduvou yia Aoipwén anod P. aeruginosa, GuVLoTATAL

nPooOnKn evoc avtipsvdopovadikol mopAyovTa OTO EUITELPLKO OXNHOL

= KaAo nikpoBLoAoyiko epyaoctiplo Ko mpocdioptopo MIC!

Bassetti M et al. Intensive Care Med 2014



OepaneuTikEC ertAoyEc yia Aotpwéeic ando CR-GNB

Pseudomonas

e Colistin
eFosfomycin
eAztreonam?

oCeftolozane/tazo
bactam

oCeftazidime/
avibactam

Klebsiella

e Colistin
eAminoglycosides
°Tigecycline
eFosfomycin
eAztreonam?
eCarbapenems?

oCeftazidime/avib
actam

Acinetobacter

e Colistin
°Tigecycline
eSulbactam

e Trimethoprim/sulf
amethoxazol
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CRAB isolation

A

y

5

/

Severe infections
HAP, VAP, BSIs with “severe” sepsis/septic
shock

Less severe infections
” sepsis/septic shock,
SSTls, 1Als, UTls

BSls without “severe

Pan-drug resistance CRAB infections

\2

¥

Two in vitro active
agents available

Two in vitro active
agents not available

v

|

Treatment with
combination of
two in vitro active
agents?

in vitro synergy test
for the choice of
combination scheme

Cefiderocol if available or
Triple drug combination of colistin,
high-dose meropenem and high-
dose ampicillin/sulbactam

v v v v
Neutropenic
BSIs SSTIs and IAls UTIs op
patients
WV v W \4
) . ampicillin/sulbactam, .
high-dose Tigecycline, E:rimet,;o o Treatment with
ampicillin/sulbactam | | minocycline or high- P combination of two
) - sulfamethoxazole, L .
anaminoglycoside, dose an aminoglycoside or in vitro active
i ampicillin/sulbactam agents
or a polymyxin % p "V colistin g

Fig. 1. Proposed therapeutic approach for carbapenem resistant Acinetobacter baumannii infections (CRAB).HAP, hospital-acquired pneumonia; VAP, ventilator-associated pneu-
mania; BSI, bloodstream infections; SSTI, skin and soft tissue infection; [Al, intra-abdominal infection; UTI, urinary tract infection. * Preferable combinations: an aminoglycoside or a
polymyxin with high-dose ampicillin—sulbactam or high-dose tigecycline or high-dose minocycline.




H O€on tnC TiyeEKUKAivVNG

= Q¢ tpoC TIC eVOELEELC:
" EtuTAEYMEVEC AOLUWEELC KOLALOLC
" NOLUWEELG SEPUATOG-UOAAKWY HOPLWV WG EVOAAAKTLKA Kal €TTL aAAEpYiag OE
B- AOKTALEC
"Je) opn}\ non_eKTOg eVOEL§EWVY TTAPOAUEVEL TIOAUTLUO QVTLBLOTIKO 0€ AOLUWEELG
QTTO TIOAU VO EKTLKA
" Juyxopnynon 5EUTEpOU N Ko tpitov Spaotikol avtiBLotikou

= Avaykn auénuevng doocoloyiag yla tn Bepareio tou Acinetobacter
baumannii, VAP, BaKtanaLuLaq

= Avaykn tpooBnknc avtipeuvdopovadlkol oTnV EUMELPLKA oywyn
= Yynuata Stadpulaénc kapBamevepuwv?

= & erunAeypeveg AotpwéeLg ano Clostridium difficile omou exouv evdelgn kowa
OVTLULKpOBLaka

1.Durante-Mangoni E et al. Clin Infect Dis 2013 2. Di Carlo P et al. BMC Anesthesiol 2013 3. De Pascale G et al. Crit
Care 2014 4. Ni W et al. Medicine 2016



Eravacycline
* NeEWTEPN CUVOETIKN TETPAKUKALVN

e E¢alpetikn BlodlaBeoipotnta oo tou otopatoc, uttepoxn oto biofilm

Gram negative bacilli
ESBL KPC Enterobacteriaceae
MDR Acinetobacter baumannii

2- 4 dpopEc peyaAvtepn in vitro
SpaOTIKOTNTA O€ CUYKPLON UE TNV
TLYEKUKALVN

Gram positive

Staphylococcus aureus MRSA 2- 8 Ppopeg peyaAutepn in vitro

Vancomycin Resistant Enterococci 6pOOTIKOTNTA OE CUYKPLON UE TNV
TLYEKUKALVN




Eravacycline: Key Efficacy and Safety Data From
Phase Il Studies

Study Comparator Key Efficacy vs Comparator Key Safety

= More TEAEs with eravacycline
(41.9% vs 28.0%); TEAE profiles

IGNITE1!! similar except nausea and
= clAl Ertapenem = Noninferior for clinical cure at TOC phlebitis more common with
= RCT;N=541 eravacycline

= Number of severe TEAEs similar
for both groups

IGNITE4!2!
= CclAl Meropenem = Noninferior for clinical cure at TOC
= RCT; N =500

= More TEAEs with eravacycline
(37.2% vs 30.9%); no SAEs

= |GNITE2 and 3 phase lll trials: eravacycline therapy in cUTI failed to show noninferiority to levofloxacin or
ertapenem, respectively3!

1. Solomkin J, et al. JAMA Surg. 2017;152:224-232. 2. Tsai L, et al. ECCMID 2018. Abstract 00421. Abstract data only. [¢]
3. Tsai L, et al. ASM Microbe 2016. Abstract 264. Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

Omadacycline

= Community-acquired bacterial pneumonia (S. pneumoniae, S. aureus,
Haemophilus influenzae, Haemophilus parainfluenzae, Klebsiella pneumoniae,
Legionella pneumophila, Mycoplasma pneumoniae, Chlamydophila pneumoniae)

= Noninferior to moxifloxacin

= Acute bacterial skin and skin structure infections (S.aureus,

Staphylococcus lugdunensis, streptococcus pyogenes, Streptococcus anginosus,
Enterococcus faecalis, Enterobacter cloacae, K.pneumoniae)

= As effective as linezolid



Moo Ao TIC MOPOKATW TIPOTACELG ELVOL GWOTH yLa
TNV JLVOKUKALVN;

1. Zuvdéetal pe tnv unopovada 50S tou pBocwpatoc Ko
olVaOTEAAEL TNV MPWTEiIVvooUvVOeon

2. H PK/PD napdpetpog ov tnv xapaktnpilel eivot n AUC/MIC
3. Eivai n Awyotepo AumodiaAuth o€ oxeon UE TG AAAEC TETPAKUKALVEC

4. Mia aro T CUXVEC OVETILOUMNTEC EVEPYELEC Elval N
unmtepevaocOnoia apécov tunovu



Mol Ao TLC MOPOKATW TIPOTACELG LOXUEL;

1. H doéukukAivn amoteAei tnv 1" Oepamnevtikn emtAoyn yla thv
YOVOKOKKLKN oupnBpntida

2. Ospaneia ekAoync yia tn BpoukéEAAwon €ivarl n 0§uKUKAivn +
VEVTQUUKiVN

3. Zuxvn mMapevEPYELA TNE xopnynonc d6oéukukAivng amoteAei n
HOVLHN Kitplvn Xpwon doviiwv

4. H 6o&ukukAivn Aappavetat pe paynto yia thv KaAUTepPN
anoppodnon g



2e acBevn 70 etwv pe HAP amopovwvetat CR-KP, MBL+, pe
MIC otnv tigecycline 1pug/ml. Nota n kaetdAAnAn Bepansia ;

1. KoAwotivn+Mepomeveéun

2. Ceftazidim/Avibactam

3. TwyekukAivn 100x2+KoAwotivn
4. TiyekukAivn 50x2+KoAlotivn



AocBevnc 57 etwv voonAevetal otn MEO peta amno tpoxaio atuxnua. Thv
3" nuépa voonAsiac mapouvotalel mupeto. TiBetal n dtayvwon tng
TIVEULOVLOLC TOU QVATIVEVOTHPA. ATO TIC BPOYXLKEC EKPLOELC
ortopovwvetal Acinetobacter baumanni. Mowa n KatdAAnAn Oepamneia;

1. AprukiAAivn/covApnaktapn o€ UPnAEC S00ELC
2. KoAwotivn IV ko koAwotivn o€ vedpelomonti

3. TiyekukAivn povoOepaneia o 60on poptionc 200mg Kat oTn
ouveExela 100x2 IV

4. TiyekukAivn+KoAlotivn+KoAwotivn og vedpelomnownti



