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Antibiyotik Sonrasi Cag

FIGURE 1: TREND IN FDA NEW ANTIBIOTIC APPROVALS
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v'Bakteriyel enfeksiyonlari tedavi
etmenin yeni yollari araniyor

O’Neill J. Review on Antimicrobial Resistance Antimicrobial Resistance: Tackling a crisis for the health and wealth of
nations. London: Review on Antimicrobial Resistance. 2014

Clin Infect Dis. 2019 Jun 18;69(1):1-11.

Theuretzbacher U et al. Cell Host & Microbe 26, July 10, 2019

Troisi M, et al (2022) .Front. Microbiol. 13:1080059.




Geleneksel Olmayan Tedavilerin Hedefleri

* Monoklonal antikorlar
* Toksin Uretimi ve cesitli virilans faktorlerini hedefler
* Bakteriyel adezyon ve biyofilm olusumu

* Bakteriyel iletisim

* Faj tedavileri

* Imminoterapi

* Mikrobiyom modifiye edici tedaviler

Theuretzbacher U, Piddock LJV. Non-traditional Antibacterial Therapeutic Options and Challenges. Cell Host
Microbe. 2019 Jul 10;26(1):61-72.



Monoklonal Antikorlarin Kesfi ve Gelisimi

* Plazma-bazliilaclar ile baslayan uzun bir tarihcesi var

* 20. yy baslarindan beri enfeksiyon alaninda cesitli patojenlere karsi
denenmis

* 1901, Emil Adolf von Behring, Nobel Fizyoloji veya Tip Odili: Basta
difteriye karsi olmak tzere hayvan kaynakli serum tedavileri uygulamasi

* 1918 influenza salgininda, 1976 Ebola salgininda plazma-bazi tedaviler
denenmis

Marston HD, et al. Monoclonal Antibodies for Emerging Infectious Diseases - Borrowing
from History. N Engl J Med. 2018 Apr 19;378(16):1469-1472.
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Troisi M, et al (2022) A new dawn for monaoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol

3:1080059.



mADb Kullaniminin Tarihgesi.....

2000’ler: Kanser
ve romatolojik

hastaliklar
O

1986: ilk mAb
Bobrek nakli
Orthoclone (OKT-
3) (anti-CD3)

.40-50 yil:

2300 Klinik
arastirma

¢ McConnell MJ. Where are we with monoclonal antibodies for multidrug-resistant

infections? Drug Discov Today. 2019 May;24(5):1132-1138

e Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial

resistant bacteria. Front. Microbiol. 13:1080059.



Monoklonal Antikor Kullanim Alanlari

INDICATIONS

Indications for mAbs are discussed in separate topic reviews on specific disorders. Some examples include the following:

Hematologic malignancies - (See "Selection of initial therapy for symptomatic or advanced chronic lymphocytic leukemia/small lymphocytic lymphoma” and "Initial treatment of stage II to
IV follicular lymphoma" and "Initial treatment of acute promyelocytic leukemia in adults".)

Solid tumors - (See "Adjuvant systemic therapy for HER2-positive breast cancer” and "Systemic therapy for advanced non-small cell lung cancer with an activating mutation in the epidermal
growth factor receptor” and "Systemic treatment of metastatic melanoma lacking a BRAF mutation™.)

Autoimmune disorders or disorders with an immune component - (See "Alternatives to methotrexate for the initial treatment of rheumatoid arthritis in adults” and "Second-line and
subsequent therapies for immune thrombocytopenia (ITP) in adults™.)

Hypercholesterolemia - (See "PCSK9 inhibitors: Pharmacology, adverse effects. and use".)

Asthma - (See "Anti-IgE therapy"”, section on '‘Omalizumab therapy in as

"Asthma in children younger than 12 years: Management of persistent 4 / > 100 mAb insanda Onay aldl, gok azl patOjene ka r§|

Osteoporosis - (See "Denosumab for osteoporosis”.)

Inflammatory bowel disease - (See "Overview of the management of (

sduts) v Cok daha fazlasi klinik gelistirilme asamasinda

Allograft rejection - (See "Kidney transplantation in adults: Treatment of aclte T cellmediated (Cellular) Tejection ", section on Banit grade [1or LI rejection and Liver transplantation i

adults: Initial and maintenance immunosuppression”, section on 'Tnitial therapy'.)

Infectious organisms - (See "Treatment and prevention of Ebola virus disease”, secti

section on 'Alternative therapies' and "COVID-19: Management in hospitalized adults", / Vi ra I patOj e n Ie re ka r§| yaygl n ku I Ia n I m a I a n I

plasma)’ and "Prevention of malaria infection in travelers", section on 'Monoclonal ant

Drug reversal - (See "Digitalis (cardiac glycoside) poisoning”, section on ‘Antidotal th

antcoaguiant”, ecton on Dabigatran reversar’) _ v’ Bakterileri enfeksiyonlarinin tedavisinde yeni

Myasthenia Gravis - (See "Chronic immunotherapy for myasthenia gravis”, section on ‘Antibody-based biologic therapies'.)
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Enfeksiyonlarda Monoklonal Antikor Kullanimi

Viral enfeksiyonlar Bakteriyel enfeksiyonlar
e RSV e Sorun m.o.lar
* Influenza * MDR patojenler
e SARS-CoV-2 * 5. aureus
e Ebola . Pseuqomonas spp.
. * E.coli
e Zika

* A. baumannii, K. pneumoniae

Glkungunya Basarili oldugu

Direngli m.o enfeksiyonlarinin
kanitlanmis

tedavisinde yeni yeni ..

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.
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Convalescence: virus cleared, Extraction of B cells Extraction of B cells from peripheral
antibody response generated from spleen <~ blood or lymphoid tissue
Selection of B cells Selection of B cells
expressing antibodies expressing antibodies
of interest of interest

Polyclonal response Mouse monoclonal antibodies Human monoclonal antibodies

Panel A shows early techniques to collect polyclonal serum from individuals recovering from disease after infectious virus is cleared and antibody response
has been generated. Panel B shows monoclonal antibody isolation from mice, using antigen introduction into mice, collection of B cells from mouse
spleens, and production of fully mouse, antigen-specific monoclonal antibodies. Panel C shows a technique for isolation of monoclonal antibodies from
humans, using antigen introduction (through natural infection or immunization), collection of immune cells from peripheral blood or lymphoid tissue,
selection of B cells expressing antibodies of interest (e.g., using flow cytometry), and production of fully human, antigen-specific monoclonal antibodies.



Poliklonal / Monoklonal

mAb: Tek bir epitop hedefi

D Polyclonal Antibodies Used in Traditional Serum Therapy @ E Monoclonal Antibodies Targeting a Specific Epitope g

Uretilen partiler arasi yiiksek uyum

(- Daha iyi gtivenlik profili
Jl Target epitope

S =

Ab tanimlanmasi/secilmesi, optimize
edilmesi ve Uretilmesi daha kolay

L

Surface [ O 1 AL I protein
protein L

Surface

Monoclonal Antibody Therapy.

Panel D shows polyclonal antibodies binding diverse regions or epitopes on the virion, whereas Panel E shows
monoclonal antibodies representing a single antibody that targets a single epitope.

Marston HD, et al. N Engl J Med. 2018 Apr 19;378(16):1469-1472.



Direncli Patojenlerde mAb Kullaniminin
Antibiyotiklere Ustlin Yonleri

‘ Antibiyotikler | ‘Monoklonalantikor

mAb: Mikrobiyotayi korur, patojenik bakterilere 6zel molekilleri hedefler



Direncli Patojenlerde mAb Kullaniminin
Antibiyotiklere Ustlin Yonleri

* Vicudun bagisiklik sistemini aktive eder

* Antibiyotik toksisitesini azaltir
* AMR azaltir
* Bakteriyel patojenlerle mucadelede daha etkili yollar

v'Hala mAb alaninda ¢éziulmesi
gereken sorunlar...

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.



Monoklonal Antikor Tedavilerinin Hedefleri

* Bakteriyel toksinler

* Yiizey proteinleri

e Polisakkaritler

mAb’’En onemli hedefi ekzotoksinler
Ekzotoksini olan bakterilerde

Adezyon, immun kacis ve biyosentez
ile ilgili proteinler
Dis zar proteinleri (OMP)

Kapsuler polisakkarit (KPS),
Lipopolisakkarit (LPS)(endotoksin)
Konak¢i yanitindan kagcmada gerekli
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Figure 1. Biological roles played by antibodies. Opsonization and antibody-dependent cell cytotoxicity are dependent of mediators and host cells, while

direct antimicrobial activity, generation of oxidants, complement activation, and virus and toxin neutralization are independent of other components of the
immune system Seixas AMM, et al. Vaccines (Basel). 2022 Oct 25;10(11):1789.



Monoklonal Antikor Tedavilerinin Hedefleri

Target: Bacterial Toxins

Pros: Virulence inhibition, Structure
conservation, Easily accessible
Con: No direct antibacterial action
Examples: (6-16)

Target: Polysaccharides
Pros: Easily accessible, direct antibacterial
action

Con: Extensive Variability
Examples: (34-46)

Target: Surface Proteins

Pros: Virulence inhibition, Direct _&
antibacterial action, structure
"J

conservation
Con: Accessibility limited
Examples: (17-22, 24, 30, 31)
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Figure 1:
Targets of antibody therapy against bacterial pathogens

Antitoksin mADb:

v Antibakteriyel etki genellikle @
v Konakgiya yeterli immin yanit

olusturmasi icin zaman kazandirir

A\

N




Monoklonal Antikorlarin Hedefleri
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Exotoxin‘ ° Figure legend
’ Figure 1. Mechanisms of action of antibacterial monoclonal antibodies. Monoclonal
o ' t antibodies can have a therapeutic effect through (a) promoting complement-mediated
A cell lysis, (b) facilitating opsonophagocytolysis of bacteria by effector cells and (c)
McConnell MJ. Where are we with monoclonal antibodies for multidrug-resistant infections? Drug Discov Today. neutralizing the activity of disease-producing toxins.

2019 May;24(5):1132-1138.



Bakteriyel Enfeksiyonlarda
mADb Potansiyel Uygulamalari

Tedavi Profilaksi
v’ Direk bakteri veya VF’lerinin v’ Yuksek riskli kisilerde
notralizasyonu (immunsuprese kisiler, cerrahi
v’ Bakteriyi elimine etmek icin konak yapilanlar vs..)

imm{un yanitinin uyarilmasi

Adjuvan tedavi Pasif bagisiklama:
v’ Antibiyotikler/diger v’ Bakterilerin endemik oldugu
antimikrobiyaller ile birlikte bolgeye gidenlerde hizli yanit
v’ Rekirrens riskini azaltir veya v’ Gecici koruma saglar

direnci bakteriler ile mucadelede

N Engl J Med. 2018 Apr 19;378(16):1469-1472.



Spesifik Bakteriyel Enfeksiyonlarda mAb

Kullanimi
* C. difficile Toksin notralizasyonu
* B. anthracis Toksin nétralizasyonu
e S. aureus Toksin notralizasyonu, opsonofagositoz

* P.geruginosa  Opsonofagositoz, kompleman aracili 6ldUrme
e C. botulinium  Toksin notralizasyonu

e E. coli Toksin notralizasyonu

* Acinetobacter spp. ve K. pneumoniae

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.
McConnell MJ. Where are we with monoclonal antibodies for multidrug-resistant infections? Drug Discov Today. 2019
May;24(5):1132-1138.



Bakteriyel Enfeksiyonlarda mAb Kullanimi

* Preklinik, klinik calismalarda ¢cok sayida mAb...
* Terapotik mAb’larin cok azi FDA-onayi aldi

* Bacillus anthracis ekzotoksinin inhalasyonunu tedavi etmek icin
v'2012: Raxibacumab
v'2016: Obiltoxaximab

e C. difficile rekirrensini 6nlemede : Bezlotoxumab

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.



TABLE 1 The table reports a list of mAbs against bacteria that have entered clinical trials.

Bacterial species Drug Type Target Phase Clinical trial ID
Bacillus anthracis Obiltoxaximab Humanized IgGl Protective antigen (toxin) # v NCT03088111
Thravixa Human IgGl I NCTO01202695
Valortim Human IgG1 I NCT00964561
Raxibacumab Human IgGl :> v NCT02016963
Clostridium botulinum XOMA 3ab Mix of 3 humanized IgGl  Botulinum neurotoxin type B (toxin) I NCT01357213
NTM-1632 Mix of 3 humanized IgG1 I NCT02779140
Clostridium difficile Actoxumab Human IgGl C. difficile toxin A (toxin) I NCT01241552
Bezlotoxumab Human IgGl C. difficile toxin B (toxin) ‘ III NCT05304715
Escherichia coli Edobacumab Mouse IgM LPS lipid A I /
Nebacumab Human IgM I !
MAB-T88 Human IgM I /
STEC™ Shiga toxin MAbs, cuStx1 &2 Mix of 2 humanized IgGl  E. coli Stx1 & Stx2 II NCT01252199
Pseudomonas aeruginosa | Aerucin Human IgGl P. aeruginosa alginate II NCT02486770
Panobacumab Human IgM P. aeruginosa LPS O11 II NCTO00851435
KBEoo1 Human PEGylated Fab P. aeruginosa PerV I1 NCT01695343
MEDI3902 Bispecific human IgG1 P. geruginosa PerV and Psl II NCT02255760
Staphylococcus aureus Salvecin, AR-301 Human IgGl S. aureus alpha-hemolysin II NCTO03816956
ASN100 Mix of 2 human IgG1 Bi-component toxins & alpha-hemolysin 11 NCT02940626
Tefibazumab Humanized IgGl 5. aureus CIfA I1 NCT00198289
MEDI4893 Human IgGG1l modified S, aureus alpha-hemolysin II NCT02296320
514G3 Human IgG3 S. aureus protein A II NCT02357966
Pagibaximab Chimeric IgG1 Lipoteichoic acid II NCT00646399
Aurograb scFv GrfA (lipoprotein) I NCT00217841
Multiple species F398 Human [gGl Poly-N-acetylglucosamine II NCT03222401

"STEC, Shiga toxin-producing Escherichia coli.

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.



Table 1. Monoclonal-antibody-based biologics that are FDA approved or in clinical trials for the treatmen{ of sepsis.

Name Target Target Bacteria Im mg'l,f;lz:m] in Mechanism of Action Phase Trial ID References
Monoclonal antibodies targeted against the pathogen and pathogen-associated factors
514G3 Staphylococcus aureus Protein A (SpA) Human IgG3 Enhanced opsonization Phase 11 NCT02357966 [78]
Raxibacumab Bacillus anthracis toxin Human IgG1 Toxin neutralization Approved NCT02016963 [63,66,68]
Bezlotoxumab(Zinplava®)
(MK-6072, MBL-CDB1, C. difficile toxin B Human IgG1 Toxin neutralization Approved NCT05304715 [73,74,136]
or MDX-1388).
MEDI4893 Suvratoxumab Staphylococcus aureus Alpha toxin (AT) Human IgG1 Toxin neutralization Phase I1I NCT05331885 [137-139]
DNABII proteins such as integration
host factor (IHF) and histone-like (HU) L . . - .
TRL1068 proteins of both gram-negative and Human IeG Biofilm disruption Preclinical /Phase I NCT04763759 [107,109,110]
gram-positive bacteria
Panobacumab LPSO-p l;) lysacghande moiety of Human IgM/k Complement-dependent . Phase 11 NCT00851435 [140,141]
. aeruginosa O11 enhanced opsonophagocytosis
ASN100 Staphylococcus aureus alpha-hemolysin
Combination of ASN-1 (Hla) and leukocidins LukSF-PV, HigAB, Human IgG1/x Toxin neutralization Phase Il, terminated NCT02940626 [142,143]
and ASN-2 HlgCB, LukED, and LukGH (LukAB)
Obiltoxaximab Bact'Husa.;::fttigréa:i%i{?tective IgG1 Toxin neutralization Approved NCTO03088111 [69,71,144,145]
Tosatoxumab
(Salvecin) Staphylococcus aureus alpha toxin Human IgG1A Toxin neutralization Phase I1I NCT03816956 [146]
AR-301
Pagibaximab-BSYX-A110  °'@pAvlococcus cpidermidis (Lipoteichoic  Mouse/ Human IgG Enhanced opsonization Phase II NCT00631800 [85,36]
KB0O1-A Poewdomonss acruginosa Type I Recombinant IgG lacking Inhibiting the activity of TTSS Phase II NCT01695343 [88,91]
secretion system c region
Pseudomonas aeruginosa - . Complement-dependent
MEDI3902, Gremubamab PcrV protein and Psl exopolysaccharide Human bispecitic IgG enhanced opsonophagocytosis Phase | NCT02255760 [83]
Monoclonal antibodies targeting inflammatory signaling that directly suppress the production of inflammatory mediators
MEDI3622 ADAM17 transmembrane protease Human IgG1 ADAM17 function-blocking Preclinical [115,118]
Nivolumab(opdivo®) Protein Domain 1 (PD-1) Human IgG4 I“hibi“;jfﬂfg;lyf FDL1 Phase I NCT02960854  [119,125,147]
. . . Blocking adrenomedullin
Adrecizumab Adrenomedullin (ADM) Humanized IgG1/x (ADM) Phase [ NCT03083171 [131,148,149]
Vilobelimab (IFX-1) Cha Chimeric IgG4 Blocking C5a Phase I1 NCT02246595 [150,151]

Biomedicines 2023, 11, 765



Antitoksin Monoklonal Antikorlar

* Bakteriyel toksinin notralizasyonu:
v'Hicresel hedeflere baglanmanin engellenmesi veya
v'Diger toksin subunitler ile multimerizasyonun 6nlenmesi

* B. anthracis
* C. difficile

* Antitoksin mAb’larin antibakteriyel etkisinin olmamasi
* 5. aureus kokteyl antikorlar veya bispesifik antikorlar yoluyla

e E. coli cozilebilir

McConnell MJ. Where are we with monoclonal antibodies for multidrug-resistant infections? Drug Discov Today.
2019 May;24(5):1132-1138.



Antitoksin Monoklonal Antikorlar
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Antitoksin Monoklonal Antikorlar

S. aureus

e Genel olarak S. aureus alfatoksini hedef alinir

* Alfatoksini por olusturur = Stafilokok enfeksiyonlarinda 6nemli

e Antitoksin mAb’lar profilaktik kullanimda ve yardimci tedavide etkili,
tek basina akut hastaliklari tedavi yetenekleri sinirli




Antitoksin Monoklonal Antikorlar

Table 1. Monoclonal Antibodies in Clinical Development

Monoclonal Antibody, Company Clinical Development Anti-virulence Target Indication

Suvratoxumab (MEDI4893), phase ) eus

MedImmune v’ Suvratoxumab: S. aureus kolonizasyonu olan

AR-301 (Salvecin, Tosatoxumab), phase MV’lI hasta |a rda VAP'I on |emede by S. aureus
) Aridis

MEDI3902, Medimmune phase 2 P. aeruginosa T3SS prevention of VAP caused by P. aeruginosa

1 a S R ] ™ A

v’ Tosatoxumab: S. aureus ile gelisen VAP

AR-105 (Aerucin), Aridis phase 2 o . ' . .
tedavisinde aktibakteriyel tedaviye ek (adjuvan)
514G3, XBiotch phase 1/2 ns
caused by S. aureus
ASN-100, Arsanis hase 2 o« . . .
— : (ASNIOO, Arsanis: in vitro ve ex vivo modellerde
basarili, ancak faz II'de MV’li hastalarda S. aureus

For information about the status of R&D of antibodies, small mo

the website of the developer organization. pnomonisini on Ied 18] gOSterl Iemedl

Theuretzbacher U et al. Cell Host & Microbe 26, July 10, 2019
Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr Opin Infect Dis. 2019 Jun;32(3):210-216.



Yuzey Proteinlere Karsi Monoklonal Antikorlar

* Dis membran proteinleri (OMP)
* Adezyon
* Immin kacis ve
* Bakteriyel biyosentez ile ilgili proteinler

* Cogu bakterilerin islevinin ayrilmaz bir parcgasi
* Hem etkili hem de suslar arasinda ‘korunan bolgeler’
* Daha kolay hedefler haline getirir

Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr
Opin Infect Dis. 2019 Jun;32(3):210-216.
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Faz Il calismasi: BASARISIZ ®

Front Cell Infect Microbiol. 2022 Jul 6:12:926758.
Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr Opin Infect Dis. 2019
Jun:32(3):210-216.
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Int. J. Mol. Sci. 2023, 24(10), 8709



Yuzey Proteinlere Karsi Monoklonal Antikorlar

S. aureus protein A (SpA): (populer bir strateji)
v'S. aureus’un bagisik yanitindan kacmasini saglar

v'SpA: Antikorun Fc bélgesine baglanir antikor ile gelisen yaniti bloke eder, ayni
zamanda B hicre yanitini yanlis yone kaydirir ve daha az etkili antikor
olusumunu saglar

Opsonofagositik antikor 514G3: VF'lerinin 1gG3’e baglanamamasi
v'MRSA bakteriyemisine karsi koruyucu
v'"MRSA tedavisinde vankomisin ile sinerji saglayarak oldurictlugu |



Figure 2: Targeting fundamental pathways to disrupt Staphylococcus aureus survival: clinical implications
of recent discoveries
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Polisakkaritlere Karsi Monoklonal Antikorlar
* Lipopolisakkarit (LPS) ve kapsitiler polisakkaritleri (KPS)

* KPS:
v'Konak yanitindan kagcmaya calisan bircok bakteri icin bir gereklilik
v'Asi gelistirmede en etkili hedefler arasinda yer alir
v'KPS’e baglanan antikorlar opsonafagositozu artirir
v'Direk olarak antibakteriyel etkiye sahiptir

Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr
Opin Infect Dis. 2019 Jun;32(3):210-216.



Polisakkaritlere Karsi Monoklonal Antikorlar

* PS antijenler cok degisken = mAb tasarlamak zor

* mAb’lar son derece spesifik gelistirilir > Capraz koruma disuk. Farkl
serotip kokteylleri gerektirir

* Basarili mAb tedavisi, bakteriyel populasyonlari bu antijeni kullanmaktan
uzaklastirabilir

* Secici etki sonucu ortaya cikan AMR izolatlarda bakteriler genellikle PS’leri
koruma altina alir, bu da PS hedefleyen mAb’larin gelistirilmesine olanak
saglar

Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr
Opin Infect Dis. 2019 Jun;32(3):210-216.



Polisakkaritlere Karsi Monoklonal Antikorlar
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Dogru Hasta(lik) -- Dogru Hedef Bolgesi

* Farkh hasta profilleri:
v'P. aeruginosa T3SS proteini PcrV'ye karsit mAb [KBO01-A]
v'P. aeruginosa ile kolonize MV’li hastalarda pnomoni insidansini azaltti
v'P. aeruginosa ile kolonize kistik flbrozda antlblyotlk |ht|yacm| azaltamad|

v'KF hastalarinda kolor”
Patogenezi daha iyi anlamaliyiz:

Virulans faktorlerinin farkh dogal hastalik kosullari altinda

* Farkh enfeksiyon bo ekspresyonunu degerlendirmek icin daha fazla arastirma

v'Idrar yolunda koloniz
kanda KPS Uretimini tercih edebilir

v'Farkli bolgelerde S. aureus enfeksiyonundan iyilesen hastalarda 1gG profillerinde
farkhhk

Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr
Opin Infect Dis. 2019 Jun;32(3):210-216.



Monoklonal Antikorlari Secerken..

* Bakteriyel enfeksiyonun patogenezinde veya sagkalimda etkili rolu
olan antijenler olmasi istenir

* Ekzotoksin olmayan bakterilerde yluzeye polisakkaritleri ve dis
membran proteinleri gibi bakteri htcrelerinin ylzeyindeki antijenler
hedeflenir

* Cogu dolasan susta mevcut antijen: Yuksek oranda korunmus bolge
(bakterilerin kor genomu)
* Enfeksiyon ve kolonizasyonda yuksek duzeyde eksprese edilir

McConnell MJ. Where are we with monoclonal antibodies for multidrug-resistant infections? Drug Discov

2019 May;24(5):1132-1138.

Today.



mADb Calismalarinin Asmasi Gereken Tehditler

Uygulama Parenteral, soguk sincir..
Hedef secilmesi Hastaligin gelismesi/yayiliminda en dnemli olan hedef molekilleri bulmak
Kapsam VF'leri tium suslarda eksprese edilmiyor olabilir. Genetik, cografik farkliliklar..
Etkililik Spesifik bir durumda, spesifik bir evrede veya spesifik bir enfeksiyon bolgesinde etkili
iken tim durumlar icin gecerli olmayabilir
Tani Tedaviyi yonlendirmek i v" Bu engeller bakteriyel mAb’in gelisimini sinirliyor
Doz Optimal dozu bulmaki¢ Ve az sayida antikorun klinik arastirmalarda test

Etkinlik galigmalar  Etkililik ile galismalar yel edilmesine neden quyor

Direng Bazi calismalarda direnc gelisebildigi gosterilmis

Hastadaki aktivitesi Klinik anlamli bir etki olup olmayacagi belirsiz olabilir

Klinik gelisim Adjuvan tedavide non-inferiority calismalari yeterli degil, stiperiority saglanmal

1):61-72

IVIcConnell VIJ. Where are we with monoclonal antibodies Tor multidrug-resistant Infections ¢ Drug DIscov Today. 2UI9 Viay; Z4(5):1132-11
Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.



Sonuc olarak...

* ‘Geleneksel olmayan’ ama ‘gelecegi olan’ tedaviler

* Teknolojik / metodolojik ilerlemeler mAb kesfini zirveye
tasimakta

* Bakteriyel patojenlere cok azi FDA tarafindan onaylandi

* Patogenez anlasildikca daha fazla mAb preklinik ve klinik
gelisim sahnesine tasinmakta

* Hala mAb kullaniminda asilmasi gereken cok engel var

* mAb’lar ilerleyen strecte MDR patojenlerine karsi birincil
tedavi olarak ortaya cikabilir mi ?

Troisi M, et al (2022) A new dawn for monoclonal antibodies against antimicrobial resistant bacteria. Front. Microbiol. 13:1080059.
Motley MP, et al. Monoclonal antibody-based therapies for bacterial infections. Curr Opin Infect Dis. 2019 Jun;32(3):210-216.



Tesekkdurler...
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