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Bagisiklik Sistemi:
Mekanik Bariyerler
Hicresel Bagisiklik
Humoral Bagisikhk

Fagositer Sistem

Ates:

Infeksiy6z Nedenler

Infeksiyon Disi Nedenler
Ilaclar
Maligniteler
KDH....



Mekanik Bariyerler: Cilt ve Mukoza

Cilt (aksilla, kasik) 108 mikroorg./cm?
Nazal sekresyon 106 mikroorg./ml
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Deri/Santral Kateter
G (+) Koklar: KNS, Staphylococcus aureus
Nonfermentatif Basiller: S. maltophilia, Pseudomonas spp.
Corynebacterium spp.

Candida spp.
Mukoza
Intestinal:

Oral: Viridans streptokoklar Clostridium spp,
Enterokoklar Pseudomonas aeruginosa
Capnocytophaga spp. Staphylococcus aureus
Fusobacterium spp. Enterik basiller
Candida spp,

Herpes simplex



Hlcresel Bagisiklik Sistemi:

Farkli T lenfosit gruplari, Makrofajlar, Sitokinler

Viruslar
Kanser Hucreleri
Hlcre ici bakteriler: Mycobacterium tuberculosis
Salmonella spp.
Legionella pneumophila
Riketsiyalar
Shigella flexneri
Listeria monocytogenes
Mantarlar: Aspergillus spp, Cryptococcus spp, Penicillium marneffei
Pneumocystis jiroveci,
Nocardia spp.
Toxoplasma gondii



Humoral Bagisiklik Sistemi:

B lenfositler, Plazma Hucreleri, Antikorlar, Kompleman Sistemi

Classical Lectin Alternative
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Kapsullt bakteriler:
Streptococcus pneumoniae, Haemophilus influenzae



Fagositer Sistem:

Notrofiller, Monositler, Doku makrofajlar (Kupfer Huc, Dendritik HGc)

Gram pozitif koklar (Stafilokoklar, Streptokoklar, Enterokoklar)
Gram negatif basiller (E. coli, Klebsiella spp. vb)

Non-fermentatifler (Pseudomonas aeruginosa, Acinetobacter spp. vb)

Dalak:
Fagositoz, spesifik ve non-spesifik opsonizasyon
Kapsulll bakteriler:

Streptococcus pneumoniae
Haemophilus influenzae






Anamnez:
Hastalik ve Tedavi oykusu:
Altta Yatan Hastalik: KLL, Multiple Myeloma, Waldenstrom

Humoral immun yetmezlik

KLL: Eriskin yas grubundaki en sik hematolojik kanser
Hipogamaglobulinemi, Ig fonksiyon bozuklugu
Hastalarin %50-60'1 infeksiyon nedeniyle eksitus
Tedavide kullanilan ajanlar (Steroid, Purin analoglari vb)



Altta Yatan Hastalik: Akut Losemiler
Granulositopeni, Bariyer bozuklugu

Altta Yatan Hastalik: Solid organ tm.

Granulositopeni, Bariyer bozuklugu

Altta Yatan Hastalik: Lenfoma, HIV, Allojeneik PKHN, GvHD

Hiicresel Immin Yetmezlik

Altta Yatan Hastalik: Aspleni



Otoimmiin Hastalklar:

intestinal Hastaliklar:

APECED

Colyak Hastahg:

Biliyer siroz

Kollajen6z kolit

Kronik aktif hepatit

Crohn Hastalig:

Graves’ Hastalgi

Dermatitis herpetiformis

Hashimoto Tiroiditi

intestinal lenfanjektazi

Romatoid artrit

Ulseratif kolit

Sjogren Sendromu

Whipple Hastalig

Sistemik lupus eritematozus

Tedaviye Bagh:

Vaskdlit

Kemik iligi nakli

Hematolojik Hastahlklar:

Dalak bolgesine 1isinlama

Esansiyel trombositemi

Cerrahi tedavi (splenektomi):

Fankoni Sendromu

Travma

Hemofili

Immiinolojik/hemolitik hastaliklar

Orak hicre hemoglobinopatileri

Hipersplenizm

Neoplaziler: Maliniteler
Meme kanseri Diger:
Kronik myelositer losemi Alkolizm

Dalagin hemanjiyosarkomu

Yas (yenidoganlar ve >70 yas)

Non-Hodgkin Lenfoma

Kronik Graft vs Host Hastahg

Sezary Sendromu

Hipopituitarizm

infiltratif Hastahklar:

Primer pulmoner hipertansiyon

Amiloidoz

Dalak venlerinin trombozu

Sarkoidoz

Uzun sureli parenteral nutrisyon




Altta Yatan Hastalik: Aspleni

Asplenik kiside sepsisten olum riski 600 kat fazla!
Cocuklarda, malignite nedeniyle splenektomide risk artar

Ilk ¢ sene risk en ylksek
Yillik risk: %0.23-0.42, Omiir boyu risk:%5
Mortalite: %38-69



Asplenik kisilerde en sik sepsis nedeni (%50-90): Pnémokok
H. influenzae
Capnocytophaga canimorsus

Neisseria meningitidis ?
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Altta Yatan Hastalik: DM
Uremi (KBY)
Malnutrisyon
Akut veya kronik KC yetm
Yanik

DM: Mukormikoz
Gangrendz kolesistit
Gangren6z piyelonefrit
Malign otitis externa



Yuksek Risk: Hematolojik Maligniteler
AIDS
Kok hucre nakli
Splenektomi
Kalitsal immun yetmezlikler

Orta Duzeyde Risk: Solid timorler
HIV/AIDS
Solid Organ Nakli

Dusuk Duzeyde Risk: Uzun sure ks kullanimi
Diyabet, KBY, KC yetmezligi, Malnltrisyon

Notropeni ve/veya Aspleni + ATES = ACIL DURUM



Altta yatan hastaligin durumu:

TUm malignitelerde sag kalimi belirleyen en 6nemli faktor.

Altta yatan bagisiklik baskilanmasinin evresi:
Solid organ nakilleri
Allojeneik PKHN
Otolog PKHN



Donor-
derived
infection

Recipient-
— derived
infection

MNosocomial, technical
(donor or recipient)

Activation of latent
infection [relapsed,
residual, opportunistic)

Community-acquired

T

Dynamic assessment of risk of infection

<

e 5
» Transplantation

>

Common infections in solid-organ transplant recipients

<1 Month

Infection with
antimicrobial-resistant
Species:

= MRSA
+ WRE

= Candida species
{non-albicans)

Asplration
Catheter infection
Wound infection

Anastomaotic leaks and
ischemia

Clostridum difficile colitis

Donor-derived infection
{uncommon):

+ HSY, LCMV, rhabdovirus
(rabies), West Nile virus,
HIV, Trypanosoma
Cruzi

Recipient-derived
infection {colonization):
s Aspergillus,
Pseudomonas

1-6 Months
With PCP and antiviral
(CMV, HBV) prophylaxis:
+ Polyomavirus BK
infection, nephropathy
« O, aifficile colitis
« HCW infection
« Adenovirus Infection,
Influenza

 Cryplocooous
neaformans infection

« Mycobacterium
tubercuwiosis infection

Anastomotic complications

Without prophylaxis:
+ Pneumaocystis

« Infaction with
herpesviruses (HSV, VZV,
CMV, EBV)

« HBY infection

« [nfaction with Listeria,
Nocardia, Toxoplasma,
Strangyloides, Leishmania,
T, cruzi

=6 Months

Community-acquirad
preumonia, urinary
tract infection

Infection with Aspergillus,
atypical molds, Mucor
species

Infection with Nocardia,
Rhodococous species

Late viral infections:

+ CMY infection (colitis
and retinitis)

= Hepatitis (HBY, HCW)
+ HSY encephalitis

= Community-acquired
(SARS, West Mile virus
infection)

+ JC polyomavirus infection
(PML)

# Skin cancer, lymphoma
(PTLD)




Allojeneik PKHN

Herpes simplex

virus
> —=0 Respiratory viruses®
Viral ;
%ymmegalwirug-, Human 1%pe5vlruses 6,7
Varicella zoster virus,
Epstein Barr virus, BKE/IC viruses
Gram positives,
Gram negativesh Encapsulated bacteria

Bacterial ® ® i

Candida spp.

® Aspergillus spp.o
Fungal o
Toxoplasma gondil
[ ] -
Parasitic ® Prieumocystis carinii -
Mucositis Acute graft-versus-host disease Chronic GVHD and therapy for this
Risk Crgan (GVHD) and therapy for this condition
£ :‘t dysfunction condition Mucocutaneous damage {GVHD)
actors Meutropenia Mucocutaneous damage {GVHD) | Cellular and humoral immune

and other Cellular immune dysfunction dysfunction

imimune Immunomedulating viruses Hyposplenism, decrease in opsonization

defects Decrease in reticuloendothelial function

Preengraftment Immediate postengraftment Late postengraftment



Otolog PKHN

Herpes simplex virus +

Respiratory viruses

Viral
Cytomegalovirus
Varicella zoster virus
Gram positive, Gram negative
organisms
Bacterial ®
Candida spp.
Fungal W
Preumocystis carinii
Parasitic
Risk Mucositis Mucositis and cutanecus damage
factors Neutropenia (eq, central venous catheters)
Organ dysfunction Cellular immune dysfunction
(&g, prior Audarabine, steroid therapy)
Immunomedulating viruses
Hyposplenism, decrease in opsonization
Decrease in reticuloendothelial function
- -

Preengraftment

Postengraftment



Kullanilan Ilaclar:

Kortikosteroid kullanimi: >10mg, 21-28 gun kullanim

Hlcre ici sinyal mekanizmasinin bozulmasi, translasyon inhibisyonu
proinflamatuvar sitokin salinimi azalir.

Notrofil ve makrofaj adezyonunu bozar
Antijen sunumunu, MHC ClasslII ekspresyonunu bozar
Dolasimdaki T lenfosit sayisini azaltir

B lenfosit fonksiyonlari az etkilenir.



Kullanilan Ilaglar:

Kalsinorin inhibitorleri: Siklosporin ve Takrolimus
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Kullanilan Ilaglar:

mTOR Inhibitdrleri: Sirolimus, Everolimus
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Kullanilan Ilaglar:

Plrin Sentez Inhibitori: Mikofenolat Mofetil, MMF, CellCeptR

GuUcla T ve B lenfosit inhibisyonu
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Kullanilan Ilaglar:
Pirimidin Sentez Inhibitéri: Leflunomid (aravaR)

Gucla T ve B lenfosit inhibisyonu
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Kullanilan Ilaglar:

Purin Analoglari: Fludarabin, Cladribin, Pentostatin
Hucresel immunitede HIV'e benzer baskilanma

Alkilleyici ajanlar/

Puarin Analoglar:

Patojen kortikosteroidler  |Fludarabin Cladribin Pentostatin
Bakteriler S. pneumoniae L. monocytogenes* L. monocytogenes* S. pneumoniae
S. aureus Staphylococcus spp. Pseudomonas spp
P. aeruginosa Streptococcus spp.
H. influenzae E. coli
Legionella spp. Klebsiella spp
Salmonella spp. Enterobacter spp
Acinetobacter spp
N. meningitidis
C. difficile
Mantarlar C. neoformans Candida spp Candida spp Candida spp
H. capsulatum Aspergillus spp Aspergillus spp Aspergillus spp
Candida spp
Aspergillus spp
Virusler HSV VzZV HSV HSV
Adenovirus CMV VZV VZV
CMmVv
Diger PCP* PCP PCP

Mikobakteriler




Kullanilan Ilaclar:

Monoklonal Antikorlar: Anti CD52, Alemtuzumab (CampathR)
Kok hucre disindaki tim hucrelerde CD52 var.
Uzun sureli ve ciddi immun baskilanma.

Anti TNF: Etanercept, Infliximab, Adalimumab
Tuberkuloz



Kullanilan Ilaclar:

ATG, OKT3: T hucrelerinde gucglt baskilanma
Inflizyon sirasinda ates, serum hastalidi, aseptik menenjit gelisebilir.
CMV aktivasyonu sik gorular. Preemptif tedavi!

Antibiyotikler:
Mantar infeksiyonlari
Direncli bakteri infeksiyonlari



Daha 6nce gecirilmis enfeksiyonlar:

TuberkUloz

Aspergilloz

PCP

Toksoplazmoz

Viral infeksiyonlar (CMV vb immunmodulator inf)
USI (renal tx)

Intraabdominal infeksiyonlar (KC tx)

Akciger infeksiyonlar (Akciger nakli)

Hastaneye yatis oykusu



Ates disindaki semptomlar:

Agri

Ust solunum sistemi yakinmalari

Alt solunum sistemi yakinmalari

Urogenital sistem yakinmalari

Perianal bolgeye iliskin yakinmalar
Gastrointestinal yakinmalar

Santral Sinir Sistemi yakinmalari (bas agrisi)
GoOrme bozukluklari

Cilt lezyonlari



Fizik Muayene:

Tum sistemler muayene edilmeli.
Sik enfeksiyon odaklarina dikkat edilmeli.

GRAM NEGATIF BASIL J— GR AM POZITIF KOK

AEROP
Pseudomonas aeruginosa

FAKULTATIF ANAEROP

ORAL VIRIDANS STREPTOKOKLAR
Streptococcus mitis
Streptococcus oralis
Esherichia coli Streptococcus sanguis
Klebsiella pneumoniae
Enterobacter cloacae

KAPNOFILIK

STAFILOKOKLAR

Staphy lococcus epidermidis
Capnocytophaga tirleri

ANAEROP DIGER
Fusobacterium trleri Stomatococcus mucilaginosa
Leptotrichia buccalis

Prev otella tirleri Ulser

Periodontal cep
Gingivit

AGIZ BOSLUGUNDA MiIKROORGANIZMA GIiRiS KAPILARI









Ecthyma gangrenosum:
Pseudomonas aeruginosa
Stenotrophomonas maltophilia
Aeromonas hydrophila
Enterobacteriaceae
Staphylococcus aureus

Mantarlar (Fusarium, Candida, Aspergillus spp.)




Streptococcus viridans

Disemine Candidiasis (%15)



Vibrio vulnificus

Nocardia spp. (2610-40)




3 T,

Mycobacterium marinum




Aeromonas hydrophila

Cryptococcus neoformans (%10-20)




Akcigerler:

PNOMONI

l / Normal!

PA Akciger Grafisi/BT

N N

Noduler Infiltrat Fokal Infiltrat Diffliz Intersitisyel
Bakteriyel infeksiyon
Mantar . 4 Y Legionella
: TuberkUloz
Nokardiya PCP
. Nokardiyoz
Klebsiella spp Virusler
Mantar infeksiyonu
Pseudomonas spp ARDS

Ilac toksisitesi
Akciger 6demi
Alveoler hemoraji



Legionella

PCP

Virusler (CMV)
ARDS



Nokardia spp



CMV + Legionella




