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Transplantasyon sonrasi aylar

Antimikrobiyal profilaksi yoklugunda solid organ transplantasyonu
sonrasi enfeksiyonlarin goriilis zamani




Immiinomodiilatér biyolojik ajanlar

 Rekombinant sitokinler e Uyari ya da etkilesim
— Aldesleukin, Filgastrim, bloke ediciler
IFN-a, IFNB-1a, IFNB-1b, — Abatacept, Adalimumab,
IFN-y, PeglFNa-2a, . Alefacept, Anakinra,
PeglFNa-2b, Sargramostim Basiliximab, Belatecept,
e Antikor temelli Belimumab, Canakinumab,
tetikleyiciler Certolizumab pegol,

Denosumab, Eculizumab,
Etanercept, Golimumab,
Infliximab, Ipilimumab,
Natalizumab, Omalizumab,
Rilonacept, Tocilizumab,
Ustekinumab

— Alemtuzumab,
Brentuximab vedotin,
Catumaxomab, Denileukin
diftitox, Ibritumomab
tiuxetan, Muromonoab-
CD3, Ofatumumab,
Rituximab, Tositumomab



lgG temelli Urlnlerin adlandirilmasi

* -omab: Fare 1gG2
e -ximab: Fare-insan kimerik 1gG1
e -zumab: Humanize IgG1

* -umab: Faj display veya transgenik fareden insan
antikorlar

e -cept: Fc-flzyon protein
e -stim: Fc-flzyon peptit

 -axomab: Uclu islevli (bispesifik) fare-sican hibridi



Undifferentiated T, cell
Proinflammatory networks
in autoimmune and chronic
inflammatory diseases.

Neutrophlls Inflammatory cells

(Boyman O et al: 2014)
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On-target actions

Exaggerated or
anticipated effect

Prevention
Determine and mitigation
Biologic-zpecific factors mechanism
* Structure, post-translational of action and T
modification, formulation, aggregation risk factors
Patient-zpecific factors » Biomarkers
* Disease and immune status, age, * Diagnostic or
route of administration, HLA genotype prognostic tests

Complex interactions among the disease, the immune system and
immunomodulatory biologics that influence safety and efficacy.

(Sathish JG et al: 2013)



Biologic agents can inhibit immunity to pathogens

(Boyman O et al: 2014)



Table 4 | Management and prevention of infection-related adverse reactions to biologic agents

Adverse event People at risk General preventive or therapeutic Specific preventive or therapeutic
measures measures
Severe bacterial Individuals aged Early detection of pre-existing foci Vaccination against specific pathogens
infections, =60 years or with of infection (Streptococcus pneumaoniae) prior to
opportunistic chronic kidney Recognition of a past history of treatment with biologic agents
infections disease, chronic lung severe infection When CD4+ T cells <0.2x10%/1, start
disease or impaired Avoidance of concomitant use of Pneumocystis jirovecii prophylaxis
lung function™ immunosuppressive medication Monitor serum lgG titres when treating
Monitor CD4* Tcell count (>0.2x10°/1)  with rituximab®
Tuberculosis Individuals aged Screening for latent TB Isoniazid or rifampicin prophylaxis if

Herpes zoster

Hepatitis B

Hepatitis C

Vaccination

>B60 years or with
chronic kidney
disease, chronic lung
disease or impaired
lung function™

Individuals aged
=50 years

All {including occult
carriers)

All

All

Antiviral therapy

Monitor viraemia

Higher risk of reactivation under
biologic therapy for HBV infection than
with HCV infection®*

Monitor viraemia
Higher risk of reactivation under biologic
therapy for HBV compared to HCV=2

Contraindication to live vaccines
(nasal flu, BCG, MMR or yellow faver)200

documented latent TE

Vaccination prior to treatment with biologic
H'E‘entsznz

HBV vaccine prior to treatment with
biologic agents

Antiviral prophylaxis for chronic HBY##-+2
Avoid anticytokine biologic agents™#*
and rituximap!®&197

Acceptable risk of reactivation when using
cytokine inhibitors or rituximab in patients
with cryoglobulinaemia-associated
vasculitis or hyperglobulinaemic vasculitis®?

foster vaccine acceptable in patients
receiving low-dose systemic steroids®=

Abbreviations: BCG, Bacillus Calmette—Guéring HBV, hepatitis B virus; HCV, hepatitis C virus; MMR, measles mumps rubella; TE, tuberculosis.



Current immunosuppressive drugs and their targets.

NF-AT: Nuclear factor of activated T-cell (Wood K et al: 2013)



HIV enfeksiyonu — Klinik evreler ve
immunopatolojik olaylar

Erken donem Ara donem Geg¢ donem
(CD4 > 500) (500 > CD4 > 200) (CD4 < 200)
Klinik latentlik (semptomsuz) Goreceli hafif enfeksiyonlar Siddetli
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Sero- . enfeksiyonlar
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CD4 sayisi — Klinik iliski

CD4 count x 109/]

Immune depletion: Early Intermediate Advanced
10 — (CD4 > 500) (500 > CD4 > 200) (CD4 < 200)
| Guillain-Barré syndrome
Chronic demyelinating
d neuropathy Tinea
Fever Idiopathic thrombocytopenia Seborrhoeic dermatitis
05— Myalgia . Reiter's syndrome s Gingivitis ‘
: Arthralgia Polymyositis Warts, Molluscum contagiosum
Adenopathy Bell's palsy Tuberculosis
=1 Malaise Sjogren’s syndrome Herpes zoster
Rash Sinusitis
—{ Meningoencephalitis Herpes simplex
Oral candidiasis Cryptosporidiosis
0.2 Halry leukoplakia | Pneumocystis
2 Kaposi's sarcoma \ Toxoplasmosis
0 Lymphoma (NHL) \ Cryptococci
Cervical intra-epithelial neoplasia \ Mycobacteria
Primary cranial NHL \ Cytomegalovirus
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Acute graft pyelonephritis

Bacterial pneumonia

Viral pneumonia
Pneumocystis jirovecii

Acute
Respiratory
Failure
45%-55%
|

Acute pulmonary edema
Ischemic heart disease
Sirolimus-induced pneumonitis

Cardiogenic shock

Hemorrhage of vascular graft anastomosis

Bloodstream infection

Shock
25%-40%

Calcineurin inhibitors overdose

Sepsis
Surgical site infection
Bacterial or viral meningitis
Tuberculosis, Cryptococcus, Nocardia
Toxoplasma gondii

Acute

Kidney Coma

Injury | 5%-20%
15%-30%

I
Hypovolemia

Drug toxicity
Acute rejection
Thrombotic microangiopathy

Posterior Reversible Encephalopathy Syndrome
Metabolic or toxic encephalopathy
Stroke

Admission diagnoses and corresponding etiologies in kidney recipients
admitted to the ICU.

(Canet E et al: 2016)



Transplantasyon Hasta Sayisi
Number of Transplant Patients
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TABLO 16. 2014 vilinda dlen BTx'li hastalann dlim nedenlerine gore dagiimi (23 merkezden elde
edilen verilere gére).

Infeksiyon [/ Infection 4324
Kardiyovaskiiler / Cardiovascular 3243
Serebrovaskiiler / Cerebrovascular 541
Akciger yetmezligi / Puimanary failure 2.70
Diger / Other 16.22
Toplam [ Total 100.00
Prevalan Tx Hastalarinda 'Infelr.sivuna Bagh Mortalite
Maortality Due To Infection in Prevalent Tx Patients
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