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Yeni Onaylanmis Antibiyotikler

d Ertapenem 2001 B

(1 Gemifloksasin 2003

1 Tigesiklin 2005
d Daptomisin 2004-6
d Doripenem 2007

Paulakou G, Expert Opin Investig Drugs, 2007, 16
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- Beta laktamlar - Glikopeptidler

« Faropenem ]
P  Dalbavansin

» Seftobiprol medokaril

e Oritavansin
» Seftarolin

. Kinolonlar  Televansin

o Sitafloksasin Diaminoprimidinler

* Yeni oksazolidinonlar e iklaprim

 Ranbezolid
Paulakou G, Expert Opin Investig Drugs, 2007




Ertapenem

O]

O]

O]

Invanz © (Merck)
Ruhsat: ABD (2001) Avrupa (2002)
Ertapenem sodyum IM-1V infiizyon
Nonfermenter etkenlere daha az etkili

Gunde tek doz IV-IM 15 mg/kg max:1 g/giin !!

Bobrek yetmezliginde doz ayarlamasi !!

Burkhardt O, Expert Opin Pharmacother, 2007,8



Ertapenem

MiK,, (Mg/mL)
MSSA 0.25
MRSA >16

E. faecalis >16
E. faecium

L. monocytogenes

S. pneumoniae
Pen S
Pen |
Pen R

Burkhardt O, Expert Opin Pharmacother, 2007,8
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Ertapenem
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Burkhardt O, Expert Opin Pharmacother, 2007,8
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Ertapenem- duyarlilik sinirlari
(Mg/mL) (Zon cap!t mm)

T |0 |

Highlights of Prescribing Information- Invanz- FDA-2007




Ertapenem
o Intraabdominal infeksiyonlar O TKP™ (yurtdisi)
o Komplike IYE O Elektif kolorektal cerrahi
o Akut pelvik infeksiyonlar profilaksisi tek doz
td
O Komplike DYD infeksiyonlari (yurtdis1)
0 Komplike DA (OM yok) Cocuklarda (yurtdisi)

0 Gebelikte (Kategori B)

Burkhardt O, Expert Opin Pharmacother, 2007,8
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Ruhsat: 2007 (FDA)

3x 500 mg IV inflizyon (60 dk)
Komplike intra-abdominal infeksiyonlar
Komplike IYE

Bobrek yetmezliginde doz ayarlamasi !!

Gebelikte (Kategori B)

Highlights of Prescribing Information- Doribax- FDA-2007
Joseph J, Expert Opin Pharmacother, 2008-9



Doripenem

MiK,, (Mg/mL)
MSSA

MSKNS
VS E. faecalis

K. pneumoniae (ESBL-)

—
wn

K. pneumoniae (ESBL+)
E. coli (ESBL-)

E. coli (ESBL+)
Acinetobacter spp

P. aeruginosa

Joseph J, Exper Opin Pharmacother, 2008



Doripenem- Duyarlilik sinirlari

MIC Disk difuzyon
(mg/mL) | (Zon capi mm)

[ RFTE R

Highlights of Prescribing Information- Doribax- FDA-2007
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Faropenem

0 Farom® (tablet) Orapem® (pediatrik surup)
0 Faropenem medoksomil

o Oral kullanim (150-200mg tb) !!

0o FDA 2006 (henuz onaylanmamis dosya)

0 Biyoyararlanim %70-80

0 Doz 2 x 300 mg

Gettig JP, Ann Pharmacother, 2008, 42



Faropenem

MiK,, (mg/l)
MSSA 0.25

MRSA >128
E. faecalis

E. faecium

S. pneumoniae
Pen S
Pen 1
Pen R

Gettig JP, Ann Pharmacother, 2008
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Faropenem

Ehon [ Wic, (man

Gettig JP, Ann Pharmacother, 2008



Faropenem

Onay almasi muhtemel endikasyonlar:
= Akut bakteriyel sinuzit

= TKP

= KOAH akut alevlenme

= Komplike olmayan DYDI

Gettig JP, Ann Pharmacother, 2008
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Seftobiprol

o |V sefem o S.aureus

o Doz 2-3 x500 mg (MSSA, MRSA, VRSA)
= Komplike DYDI o S.pneumoniae
= Nozokomiyal Pnomoni (PSSP, PRSP)

O H. influenzae
o M. catarrhalis

O Enterobacteriaceae
(ESBL -)

Bassetti M, Expert Opin Investig Drugs, 2008



Seftarolin

0 Anti MRSA sefalosporin
O S. pneumoniae (Penisilin R)
0 Enterobacteriaceae (ESBL -)

o Klinik galismalar: Komplike DYDI

Bassetti M, Expert Opin Investig Drugs, 2008



Gemifloksasin

Factive® (Oscient)
Gemifloksasin mesilat 320 mg tb
Ruhsat: 2003 (FDA)

Gunde tek doz

KOAH akut alevlenme (1 x 1 tb, 5 gun)
TKP (1 x1tb,5-7 gun)

Bobrek yetmezliginde doz ayarlamasi !!
Gebelikte (Katerogori C)

Highlights of Prescribing Information- Factive- FDA-2007

O O O O O O 0O O



Gemifloksasin

MiK,, (mg/L)

S. pneumoniae H. influenzae M. catarrhalis

Dalhoff A, Eur J Clin Microbiol Infect Dis, 2003
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Sitafloksasin

0o Gram- pozitif ve Gram- negatif

0 Solunum yolu patojenleri

0 MRSA ve Bacteroides’e bakterisidal

0 Nonfermenterlere etkisi siprofloksasine benzer
0o Doz 400 mg/gun iv

o Fazll (Avrupa)

o Faz lll (Japonya)

Paulakou G, Expert Opin Investig Drugs, 2007
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Kinolonlar

0 Metisilin duyarh S. aureus

Gemifloksasin=sitafloksasin > gatifloksasin=moksifloksasin >

levofloksasin > siprofloksasin

O Penisilin duyarh S. pneumoniae

Gemifloksasin > sitafloksasin > moksifloksasin>

gatifloksasin > levofloksasin > siprofloksasin

Zhanel GG, Drugs, 2002



Tigesiklin

Tygacil ® (Wyeth)
Ruhsat: 2005 (FDA)
Bakteriyostatik

O O O

Komplike intraabdominal infeksiyonlar
DYD infeksiyonlari

O O

Intravenoz 100 mg yiikleme sonrasi 2x50 mg 1V inf.
Orta derecede KC yetmezligi: 100 mg + 2x 25 mg

O O

0 Gebelikte (Kategori D)

Slover CM, Ann Pharmacother, 2007



S. pneumoniae
Pen S
Pen 1
Pen R

Ziglam H, Expert Opin Pharmacother, 2007



Tigesiklin

MiK,, (Hg/mL)
E. faecalis

VS 0.12
VR 0.12

E. faecium
VS 0.25

0.06
0.38

E. coli (ESBL +)

K. pneumoniae (ESBL +)
Acinetobacter spp.
Enterobacter spp.

P. aeruginosa

B. fragilis

T
N

0.5-8

16-32

VR

T
N

Ziglam H, Expert Opin Pharmacother, 2007



Tigesiklin- Duyarlilik sinirlari

MiK Disk difiizyon

Etken
(ug/mL) (Zon ¢ap1 mm)

Enterobacteriaceae > 19

MSSA-MRSA

E. faecalis (VS)

Anaeroblar

Highlights of Prescribing Information- Tygacil- FDA-2007



Vankomisin 2 x 1 g iv

Cift-kor faz Ill calisma —— _
DYDI Tigesiklin 100mg + 2 x 50 mg iv
} 14 gun

Aztreonam 2x2giv

Tigesiklin Vankomisin + Aztreonam
(n=411) (n=422)

Klinik % 86.5 % 88.6

Mikrobiyolojik

Grosse-Ellis EJ, CID, 2005



Tigesiklin
Cift-kor faz lll calisma
Komplike intra-abdominal infeksiyon

Tigesiklin 100mg + 2 x 50 mg iv
5-14 gun

imipenem 4 x 500 mg iv for the

Tigesiklin Imipenem

(n= 685) (n= 697)

% 86.7 % 87.1

Mikrobiyolojik % 86.1 % 86.2

Babinchak T, CID, 2005



Kunt travmaya sekonder Cerrahi drenaj ve kultur

ciddi akut pankreatit A. baumannii

25 yasinda erkek hasta Meropenem MiK > 32 mg/L

Ardindan ARDS ve DIK imipenem MiK > 32 mg/L
Amikasin MIK 32 mg/L

Sefotaksim + metronidazol + gentamisin | Kolistin MIK 1 mg/L
Imipenem + gentamisin

V. De Moor - J. Deviere - J.-L., Vincent - F, J: M 3 2 + k | t 3 3 | -
egg e mn .. eropenem o X OolIStin o X o MIiivyon u
Kan kiiltiirii A. baumannii . P g y

Meropenem MIK 2 mg/L ing combined antimicrobial therapy
MIK 2 mg/L

Amikasin MiK 2 mg/L ——
Kolistin MiK 1 mg/L Tigesiklin MIK 2 mg/L

o + Tigesiklin
Meropenem 3 x 1 g + amikasin |, septic  Introduction

— e S T O 0 S O B 0 SR SO LT R 8 S O B L

¢ pancreatitis with
colistin methane-  d

Taccone FS, Eur J Clin Microbiol Infect Dis, 2006



Daptomisin

Cubicin ® (Novartis)

Ik siklik lipopeptid

Hucre membranina baglanir, membranda

Konsantrasyon bagimli hizli bakterisidal etki
Glinde tek doz 4 mg/kg (30 dk IV inflizyon)
Gebelikte (Kategori B)

Carpenter CF, CID, 2004



Daptomisin

MiK,,

MSSA 0.5
MRSA
VISA

MSKNS

MRKNS

S. pneumoniae
Pen S
Pen R

Enoch DA, J Infect, 2007
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Daptomisin

MIKg, (mg/L)

E. faecalls
VR

E. faecium
VS
VR

Enoch DA, J Infect, 2007



Daptomisin- Duyarlilik sinirlari

MiK Disk difuzyon
(Mg/mL) (Zon capi mm)

MSSA-MRSA

E. faecalis (VS)

S. pyogenes

Highlights of Prescribing Information- Cubicin- FDA-2007



Daptomisin
0 Komplike DYDI 2004

O Bakteremiler ~

_ 2006

0 Sag kalp endokarditi

-’

0 Simule edilmis bir endokardial vejetasyon modelinde bir
saatten daha kisa bir surede MSSA ve MRSA icin

>%99.9 oranda bakteri olumu saglamig

0 Biyofilm Uzerine hizl etkinlik !!
Enoch DA, J Infect, 2007, Tedesco KL, ICCAC 2003 Abstract A-1151



Dalbavansin

Semisentetik lipoglikopeptid

Teikoplaninle ayni aileden
Bakteri hucre duvar sentezini inhibe eder
Genis Gram-pozitif etki spektrumu !!
vanA hari¢ VRE, MRSA'’ya etki
Haftada tek doz !!

O O O O 0O 0O

Kim A, Expert Opin Investig Drugs, 2007



Dalbavansin

MiK,,

S. pneumoniae
Pen S
Pen R

Kim A, Expert Opin Investig Drugs, 2007
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Dalbavansin

R I T

E. faecalis
VS 0.06
VR 32

E. faecium
VS 0.012

VR 32

Kim A, Expert Opin Investig Drugs, 2007



Dalbavansin

o Kateter iliskili KDI'de etkili

o KDYDIl'da etkil

o Doz1giv / 8.gun 500 mg iv
0 Gebelikte (Kategori C)

Billeter M, Clin Infect Dis, 2008



 Abee - Klinik etki

* Selulit Dalbavansin (434) Linezolid (226)
* Infekte Ulser

« infekte yanik 1000 mg + 500 mg (iv) |  2x 600 mg (iv )

* % 89 S. aureus :
o 0
* % 51 MRSA ni:cal Trial /0 88.9 /0 91°2

Prussia, Pennsylvania; *Gulf Coast Research Associates, Baton Rouge, Louisiana;
onal Hospital, Daugavpils, Latvia; and Kaunas ; T i

Background.  Dalbavancin, a novel lipoglycopeptide with a pharmacokinetic profile That allows weekly dosing,

Jauregui LE, CID, 2005
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Oritavansin

Semisentetik glikopeptid

Gunde tek doz !!

Genis gram-pozitif etki spektrumu
Anaerob etkinlik

Bacillus anthracis, Propionibacterium acnes,
Clostridium difficile, Clostridium perfringens’e etkili

O O O 0O 0O

0 Konsantrasyon bagimli hizli bakterisidal etki

Linden PK, Semin Respir Crit Care Med, 2007
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Oritavansin

0 Makrofaj icine, deri alti dokuya ve akciger
dokusuna iyi gecis ozelligi !

0 BOS’a % 5 oraninda gecer

0 Biyofilm icindeki bakterilere in vitro etkili

0O vanA ve vanB R enterokoklarda
telavansinden ustun !!

0 Spontan direng bildirimleri !!

Poulakou G, Expert Opin Investig Drugs, 2008



Oritavansin

MiK,, (mg/L)
0.12
0.25

0.25
0.25

S. pneumoniae
Pen S 0.004

Pen 1 0.008
Pen R 0.008

Poulakou G, Expert Opin Investig Drugs, 2008
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Oritavansin

Ron [ Wik e

E. faecalis
VS 0.03

VR 1

E. faecium
VS
VR

Poulakou G, Expert Opin Investig Drugs, 2008
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Oritavansin

Cok merkezli, cift kor, randomize 517 hasta
[1Oritavansin (3 mg/kg/gun) + plasebo

[IVankomisin + sefaleksin (5-7 gun)

Oritavansin . .
Vankomisin + sefaleksin

OKlinik b % 76
Inik-bagari 7o O Kilinik bagari % 80

[1Bakteriyolojik basari % 75
YOIOIRDAZAN 7 1> 1 Bakteriyolojik basar % 76

Wasilewski M, ICAAC2001
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Oritavansin

Cok merkezli, cift kor, randomize1267 hasta

Oritavansin (200 mg/gun) + plasebo

Vankomisin + sefaleksin (10-14 gun)

Oritavansin Vankomisin + sefaleksin

Klinik bagari % 78.6 Klinik basari % 76.2

Giamarellou H, ICAAC2003
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Telavansin
0 Vankomisin derivesi lipoglikopeptid

O Gunde tek doz !!

0o Genis Gram-pozitif etkili (VR stafilokoklar dahil)

0 Gram-pozitif anaeroblara karsi vankomisin ve
daptomisinden daha ustun, kinopristin-dalfopristine
esit etkinlikte !!

o kDYDI ve HKP icin calismalar devam...

Laohavaleeson S, Expert Opin Investig Drugs, 2007



Telavansin

MiK,, (mg/L)
MSSA
MRSA
VISA

MSKNS

MRKNS

E. faecalis
VS
VR

E. faecium
VS
VR

Mssa 1 005

MRsA 0 | 05

R N ——
1

ok
(=)

I

Laohavaleeson S, Expert Opin Investig Drugs, 2007



Cift-kor randomize

TelavanSin Faz Il calisma

kDYDI (Gr +)

o Telavansin 7.5 -10 mg/kg/gun
0 Vankomisin 2x1 g (7 gun)

o Kilinik iyilesme O Bakteriyolojik basari
= Telavansin % 79-82 = Telavansin % 80-92
= Standart % 80-85 m Standart 9% 82-68

Stryjewski ME, Clin Infect Dis, 2005
Stryjewski ME, Antimicrob Agents Chemother, 2006



Yan Etki- Etki

llag Yan etki

Hizh
bakterisidal

Basagrisi, bulanti, uyku

Oritavansin bozuklugu, flebit

Tat bozuklugu, basagrisi, Hizh

Televansin bagdénmesi, bulant;, QTc bakterisidal

Ates, bulanti, basagrisi, ishal, Hizli

Dalbavansin kabizlik bakterisidal

Hizii

Daptomisin bakterisidal

Az, rabdomyoliz

Tigesiklin

Bulanti, kusma Bakteriyostatik

Seftobiprol

Az, diger sefalosporinler gibi Bakterisidal

Poulakou G, Expert Opin Investig Drugs, 2008



Ozet- Karbapenemler

Meropenem

Doripenem

Bassetti M, Expert Opin Investig Drugs, 2008
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Ozet- Karbapenemler

e

IV infiizyon 20-60 dk

IM
enjeksiyon Evet Hayir
Uygulama

. 6-8 saat 8 saat
araligi

Nicolau DP, Expert Opin Pharmacother, 2008, 9
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Ozet- Gram-pozitif Etkili

Poulakou G, Expert Opin Investig Drugs, 2008




Fiyatlar

Fiyat | Gunluk toplam fiyat
Doripenem (500 mg) 47 $ 141 %

Ertapenem (1 9) 60 $ 60 $

Daptomisin (500 mg) | 206 $ 206 $

Tigesiklin (50 mg) 57 % 114 $

Gemifloksasin (320 mg) | 22 % 22 %

The Sanford Guide to Antimicrobial Therapy, 2008
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