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ME , 13y, Erkek, transplant sonrasi 5.yil

Sikayet:
— Karin agrisi, kusma, karinda sislik
Hikaye:

— Obstruktif Gropatiye sekonder SDBY nedeniyle 2012 yilinda renal transplantasyon
yapilan hastanin iki gindir devam eden kusma, karin agrisi ve karinda sislik
sikayeti

Sistem sorgusu
- Kusma; 5-6 defa safrali, 2 gundur gaita cikisi yok
- Karin agrisi, halsizlik mevcut
Ozgecmis
- 2012 yilinda anneden Tx
- 2013 CMV pnomonisi nedeni ile 10 gtin gansiklovir tedavisi



Hastanin immunosupresif tedavileri

* indiiksiyon: Pulse MP, basiliksimab, oral prednizolon
* idame: oral prednizolon, MMF ve takrolimus

e 2.yil sonu rejeksiyon yok, steroid dustk doz glin asiri doza dusuldu, daha
sonra kesildi, MMF ve takrolimus devam edildi



Ozgecmis

Mart 2017
— Batin USG: Dal
— Ust Abdomen
— EBV PCR: <316

cut

Mayis 2017

— Batin USG: Dala psteren lezyon

Temmuz 2017

— FM’de boyunda
— Boyun USG: Sag
— Batin USG: 32x/ syonu olan lezyon
— Tiim Viicut MR m’lik lezyon
— Boyun LAP Bx:

— EBV PCR: 1070



ME , 13y, Erkek

e Temmuz 2018

* FM
— Vital bulgulari normal, KC MKH’da 2 cm, batin hafif bombe, sag alt kadranda minimal hassasiyet
* Laboratuar

Hb(g/dL) WBC Plt MCV RBC Htc
6,4 5800 571000 69 3,39 23,4

— Bobrek fonksiyon testleri normal, LDH 380 U/L
— Serum Fe: 14 pyg/dL Demir Baglama kapasitesi: 364 pg/dL Transferrin Sat: %3,8 Ferritin : 4,04 ng/mL
— GGK pozitif



USG

*Terminal ileuma yakin lokalizasyonda ince barsak anslarinda
15 cm’lik segmentte 3 cm’ye ulasan duvar kalinlagsmasi
izlenmistir (lenfoma?)

*Dalak alt polde en genis yerinde 2,5 cm dlclsiinde etrafinda
kalsifikasyonlar bulunan hipoekoik gériinim mevcuttur




ANI ANI: 14.07.2018




TANI ANINDA MR GORUNTULERI




EBV PCR TAKIBI
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Ki biyopsisi: Normal



TANILAR

* Bobrek transplantasyonu
e Posttransplant lenfoproliferatif hastalik (barsak tutulumu)



Saudi J Kidney Dis Transpl 2013;24(3):487-494

© 2013 Saudi Center for Organ Transplantation Saudi Journal
of Kidney Diseases

and Transplantation

Original Article

Small Intestinal Involvement by Lymphoproliferative Disorders Post-

Renal Transplantation: A Report from the Post-Transplant
Lymphoproliferative Disorder International Survey

———> Sag kalim 1 yil: %57, 5 yil %37

Saudi J Kidney Dis Transpl 2014:25(3):621-624

© 2014 Saudi Center for Organ Transplantation Saudi Journal
of Kidney Diseases

and Transplantation

Case Report

Post-Kidney Transplant Large Bowel Lymphoproliferative Disorder

O'I'ICO]Ogy Novel Insights from Clinical Practice

Research and .

Oncol Res Treat 2016;39:817-821 Received: July 19, 2016
Treatment DOI: 10.1159/000453021 Accepted: October 20, 2016

Primary Intestinal Hodgkin Lymphoma Mimicking
Intraabdominal Abscess in a Renal Transplant Recipient:

A Case Report

Published online: November 18, 2016




TEDAVI PLAN

e EBV PCR 2906 kopya/ml|
e Takrolimus kesildi, everolimus baslandi
* MMF doz azaltildi

* Rituximab iceren kemoterapi protokolt baslandi



Tedavi protokolQ
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Protokol ve tedavi yanitlari
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PROTOKOL
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ORGAN NAKLI VE MALIGNITE GELISIMI

* Enideal tedavi
* Yasla ve nakil sonrasi slireye gore artan kanser riski
e Onleme ve erken tani 6nemli

e 400G bobrek nakilli 951 hastada 30 kat artmis kanser riski mevcut ( Kitchiu A ve
ark. Transplantation 2018)

* Nakil sonrasi tim 6élumlerin %11’i kanser iliskili (pediatric Transp 2013)
e Cogunlukla PTLD neden
* Enfeksiyon iliskili

e Enfeksiyon disi nedenler



NAKIL HASTALARINDA GORULEN KANSER TURLERI

Enfeksiyon iliskili Enfeksiyon disi

 PTLD (EBV)  Bobrek kanseri

 Melanoma disi deri kanseri * Akciger kanseri

* Diiz kas tm (EBV) e Kanser reklrrensi

e Kaposi sarkomu (Herpes virls) - Wilm’s tm

« KC kanseri (hepatit virisler) - WT1 mutasyonu olan olgularda nefroblastom

* Mide kanseri (EBV) veya gonadal tm



De Novo Malignancy in Pediatric Organ Transplant Recipients

By Israel Penn
Cincinnati, Ohio

Table 4. Comparison of the Mast Common Cancers in Pediatric and

M‘.‘" Orgen Aogult Resipionts Table 5. Appearance of Cancer During Childhood
Padiatric Adult
Patients Patients No. of %Dtrrii::gng
Tumor No. % No. % Type of Tumor Patiants Childhood
Lymphoma 167 50 1,032 15 ‘L*.rmphnm a 142 85
Skin and lip cancer 68 20 2671 38 Skin and lio cancer 11 16
Carcinoma of the vulva/perineum 13 4 181 3 Sarcoma 10 91
Sarcoma (excluding Kaposi's sarcoma) " 3 75 1 Keposi's sarcoma 5 75
Primary liver tumor 10 3 117 2 Brain tumor 5 100
Carcinoma of the thyroid gland 9 3 88 1 ,
Kaposi's sarcoma B 2 2N 4 LWE': tumor ) 4 40
Carcinoma of uterine cervix 6 2 263 4 Eﬂrcllnurna of the kidney 4 80
Carcinoma of the lung —_— - 08 6 Ovarian cancer 3 60
Carcinoma of the colorectum — -- 266 4 Leukemia 2 13
Carcinoma of the kidney 5 1 241 3 Miscellaneous 5 19
Carcinoma of the breast 2 <1 232 3

NOTE. There were 334 tumors in 326 pediatric patients; there were Total 192

7,089 fumors in 0,008 acsh petiente. Journal of Pediatric Surgery 1994:2:221-228



Skin Cancers Following Pediatric Organ Transplantation

SYLvIE EUVRARD, MD, JEAN KANITAKIS, MDD, PIERRE COCHAT, MD,* AND ALAIN CLAUDY, MD

Dermatology Department, and *Department of Pediatrics, Hopital Edoward Herriot, Lyon, France

Table 1. Number of Patients With Skin Cancers Observed Following Pediatric Solid-Organ Transplantation

Study (organ)
Penn? Gruber et al.”> Coutinho et al.’’ Berstein et al.’®  Ozen et al.*°
Type of Cancer (All) (Kidney) (Kidney) (Heart) (Kidney) Total
SCC 54 4 7 1 66
BCC 19 3 22
SCC + BCC 16 16
Melanoma 12 2 14
Anogenital 19 1 20
Kaposi’s sarcoma 3 1 4
Total 123 5 12 1 1 142

Abbreviations: BCC, basal cell carcinoma; SCC, squamous cell carcinoma.

* En sik gorilen cilt kanseri skuamoz hicreli karsinom

Dermatol Surg 2004;30:616-621



ORIGINAL ARTICLE BJD British Journal of Dermatology

Prevention of non-melanoma skin cancer in organ
transplant patients by regular use of a sunscreen:

a 24 months, prospective, case—control study

C. Ulrich,* ).5. Jirgensen,t A. Degen,* M. Hackethal,* M. Ulrich,* M.]). Patel,} ). Eberle,* D. Terhorst,*
W. Sterry* and E. Stockfleth*

* 12.00-14.00 arasi guinese cikilmamali

e >50 faktorli glines kremi

* Gulnes gecirmeyen giyecekler

* Sapka takilmall

* En azyilda bir dikkatli cilt muayenesi

 Sigil sayisi ve yayginligi cilt kanseri icin risk faktori



CILT KANSERI TEDAVI

e Cerrahi

* Kriyoterapi

* Radyoterapi/kemoterapi

* Hastalik tekrarini dnlemek icin

— Immunosupresif azaltiimasi
— mTOR inhibitoru verilmesi



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Sirolimus and Secondary Skin-Cancer
Prevention in Kidney Transplantation
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POSTTRANSPLANT LENFOPROLIFERATIF HASTALIK (PTLD)

Organ nakillerinden sonra ortaya cikan lenfosit/plazma hiicre cogalmasi
* Immun stipresyon en dnemli risk faktor

* Bobrek naklinin en ciddi ve hayati tehdit eden komplikasyonlari arasinda
* EBVileiliskili (cogunlukla)

e Virls spesifik sitotoksik T lenfosit azligi ve fonksiyon bozuklugu sonucu EBV ile enfekte

B hicrelerinde ortaya cikan kontrolsuz cogalma

* %1-3 olguda gorullr



Patients

Characteristics of Early and Late PTLD Development
in Pediatric Solid Organ Transplant Recipients

Transplantation 2013;95: 240-246
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FIZYOPATOLOJI

Buccal cavity i Oropharyngeal
| mucosa

= EBNA1
= EBNA2
= EBNA3
= LMP1
= LMP2

Proliferation

Resting memory B cell

Nat. Rev. Clin. Oncol 2012; 9:510-519

Lymph node germinal centre

= EBNAL
= LMP1
= LMP2

Peripheral circulation
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PTLD GELISMESINiI KOLAYLASTIRAN RiSK FAKTORLERI VE PROGNOSTIK FAKTORLER

Risk faktorleri

Yas

Nakledilen organ

EBV durumu

CMV durumu
immunosiipresyon
Transplant sonrasi gecen siire

Prognostik faktorler

Yas
Tamor lokalizasyonu
Histoloji

Transplant sonrasi gegen siire
Laboratuvar gostergeleri
Tedavi yaniti

D NI NI NI N

AN N N N NN

Kiglk yas
Barsak>akciger>karaciger>kalp>bobrek (%1-3)
Seronegatif alic

Seronegatif alic

?

Transplant sonrasi 1. ve 3. yil sik

Kiglik yas iyi prognoz

Kemik iligi ve SSS tutulumu kotu prognoz

lyi prognoz: CD 20 pozitifligi

Kot prognoz: Monomorfik, T-hiicreli PTLD, Burkitt PTLD
>1 yil....kotl prognoz ?

Yiksek LDH (esik deger yok)

1. basamak tedaviye yanitsin olgular ......kotu prognoz

Pediatr Nephrol 2014:29;1517-28



PTLD

Erken lezyon (EMN benzeri, malign
transformasyon yok, poliklonal B hicre
proliferasyonu)

Polimorfik PTLD (Poliklonal veya monoklonal
lenfosit infiltrasyonu, B/T hiicre Inefomasina
benzemiyor)

Monomorfik PTLD (Monoklonal lenfosit
infiltrasyonu, B/ T hiicre lenfomasina benzer
histopatoloji)

Klasik HL tip PTLD

Early lesions’ 99711
Plasmacytic hyperplasia
Infectious mononucleosis-like PTLD

Polymorphic PTLD 997113

Monomorphic PTLD?
(classify according to lymphoma they resemble)

B-cell neoplasms
Diffuse large B-cell lymphoma
Burkitt lymphoma
Plasma cell myeloma
Plasmacytoma-like lesion
Other’

T-cell neoplasms
Peripheral T-cell lymphoma, NOS
Hepatosplenic T-cell lymphoma
Other

Classical Hodgkin lymphoma-type PTLD?

WHO 2008



KLINIK

e Klinik nonspesifik

* Ates (en sik semptom)

e LAP/SM (%33)

* Abdominal semptomlar (%29) (KC en sik etkilenen organ)
* Allograft disfonksiyonu ( %11)

e SSS tutulumu (%11)

e Akciger tutulumu



LABORATUVAR

* CBC, PY, BK (Sitopeniler, LDH 1, Hiperilirisemi, Hiperkalsemi)
* CMV -DNA
* EBV serolojisi
— En 6nemli oldugu dénem tx 6ncesi
 Dokuda EBV nikleik asit ve proteinlerinin saptanmasi
— EBER: EBV encoded small nuclear RNA
* Viral yuk
— Uluslararasi bir standart yok
— PTLD’de >10.000 kopya/mL
— Duyarli ama EBV hastaligi ve PTLD icin 6zgul degildir

— Yuksek DNA her zaman PTLD ile ilgili olmayabilir, persistan yuksek degerler veya
giderek artan degerler faydali



EBV PCR TAKIBI ICIN ONERI

* Yiksek riskli RT alicilari (donor EBV +, alici EBV -) EBV nukleik asit testi
(NAT) ile monitorize edilmelidir:
— Transplantasyondan sonra ilk hafta bir kez
— Ik 3-6 ay, ayda bir kez
— Daha sonra birinci yilin sonuna dek 3 ayda bir
— Ayrica akut rejeksiyon tedavisi yapildiktan sonra

KDIGO. Am J Transplant 2009
Le J. Transplant Rev 2016



RADYOLOJI VE PATOLOJI

* Radyolojik degerlendirme
— Renal-abdominal US
— Boyun, gogus, batin, pelvis BT/MR
— Beyin BT/MR (norolojik semptom, bas agrisi)
— PET (evreleme ve ekstranodal bolgelerin belirlenmesi)
* Histopatoloji
— Altin standart
— Rutin morfoloji, immin fenotipleme, EBER in situ hibridizasyon yapilir



TEDAVI YAKLASIMLARI

ImmUiinsupresyonun azaltiimasi

— Tum hastalarda mimkulnse en disuk tolere edilebilen doza getirilmeli (bazalin
%25-50'si)

m-TOR inhibitorleri ( Rapamisin, Sirolimus, Everolimus)

— Antiproliferatif etki

Kemoterapi

T-hicre tedavisi



Tedavi icin kanita dayali dneri immunosutpresyon
azaltilmasi disinda yok

“Jou WANT PROOF? I'LL GIVE. You PROOE!”




American Journal of Transplantation 2012; 12: 3069-3075 © Copyright 2012 The American Society of Transplaniation
Wiley Periodicals Inc. and the American Society of Transplant Surgeons

doi: 10.1111/).1600-6143.2012.04206.x

Low-Dose Chemotherapy and Rituximab for

Posttransplant Lymphoproliferative Disease (PTLD):
A Children’s Oncology Group Report

1 siklus 2.siklus {3 hafta) 3. kur{ﬁ hafta] 4. kur 9.hafta) ) 5.kur(12.hafta) 6.kur (15.hafta)

MPred
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SFM

{600-750 mg/m2

1.giin)

RTX

{375 mg/m2
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YVOLUME 3% - NUMBER % - FEBRUARY 10, 2017

Response to Rituximab Induction Is a Predictive Marker in
B-Cell Post-Transplant Lymphoproliferative Disorder and
Allows Successful Stratification Into Rituximab or R-CHOP
Consolidation in an International, Prospective, Multicenter
Phase II Trial

Rituximab I (day 1)
Rituximab II (day 8)
Rituximab III (day 15)
Rituximab IV (day 22)

Rituximab 375 mg/m2
Siklofosfamid 750 mg/m2 IV
Doksorubicin 50 mg/m2 1V, ex stzgist;%niggmlete
Vincristine 1,4 mg/m2 IV '
prednisone 50 mg/m?2

No: high risk | Yes: low risk

| |

R-CHOP-211 (day 50) Rituximab V (day 50)
R-CHOP-211I (day 72) Rituximab VI (day 72)
R-CHOP-2111I (day 94) Rituximab VII (day 94)
R-CHOP-211V (day 116) Rituximab VIII (day 116)




Bizim olgumuza uygulanan protokol ve yanit
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ORIGINAL ARTICLE

WILEY

Cytotoxic T-lymphocyte therapy for post-transplant
lymphoproliferative disorder after solid organ transplantation

in children

Kan bankasindan HLA uyumlu donorler
kaynak olarak kullaniimis (allojenik)

Haftalik doz (maksimum 4 defa)

Birincil citkarim: Tam/kismi/yanitsizlik
tespiti

Pediatr Transplant. 2018;22(2). doi: 10.1111/petr.13133.

TABLE 1 Patient demographics at the time of diagnosis of PTLD

Characteristics

Female gender

Transplanted graft
Isolated liver
Combined liver and small bowel
Combined liver and kidney

Median age at transplantation

Median age at PTLD diagnosis

Median interval from transplant to PTLD
diagnosis

Early PTLD (<1 y post-transplant)
Recipient EBV seronegative

Donor EBY seropositive

Median EBY wviral load at PTLD diagnosis

History of acute graft rejection
History of septicemia

Median duration of follow-up
Survival at 2 y

Survival at 5y

Data (N=11)

7 (63.6%)

5(45.5%)
5 (45.5%)
1(9.0%)

11 mo (range:
%-135 mo)

40 mo (range:
12-144 mo)

& mo (range: 2-107 mo)

5 (45.5%)
11 (100%)

4 (7 had unavailable
status)

64 397 copies/mL
(IQR25-75:
17 202-153 167)

8 (72.7%)

6 (54.5%)

14 v (range: 1-17 y)
BB.9%

B5.7%



ORIGINAL ARTICLE

Cytotoxic T-lymphocyte therapy for post-transplant
lymphoproliferative disarder after snlid argan transplantation

in children

TABLE 2 Disease characteristics and response of child

=z
=

Age
11wy
4y
17 mo
2y
12y
12 mo

14 mo

4y

[ L = O

' by
10 21 mo
11 13 mo

*HLA match was based on HLA-A, B, and DR prier to 2005, an..

Primary disease

Alpha-1 antitrypsin deficiency

BA

Hirschsprung disease

Congenital intestinal pseudo-obstructi
CF-related liver disease

BA

BA

ARPED and polycystic liver disease

Malrotation, volvulus
NEC
Congenital intestinal pseudo-obstruct

TABLE 3 Comparison of clinical features and characteristics

between patients who achieved CR and those who achieved PR or

MR with EBW-CTL therapy

Characteristics CR[N=7) PR/NR (N=3) Pvalue
Median age (mo) 31(12-144) 78 (40-135) 210
Female gender 5(71.4%) 1({33.3%) 500
Tranzplanted graft
Isolated liver 4(57.1%) 1(33.3%) A0
Combined liver and 1(14.3%) 0
kidney
Combined liver and 2(28.6%) 2 [66.7%)
small bowel
History of rejection G (B5.7%) 2 {66.7%) 490
History of septicemia 6 (85.7%) 2 (66.7%) 490
PTLD presentation
Late (*1 y} 2(2B.6%) 3 (100%) 038"
Median interval B(3-42) 44 (21-107) oz%
from transplanta-
tion (mao)
PTLD site
Gl & (85.7%) 2{66.7%) A%0
LM 5(71.4%) 1({33.3%) 260
Liver 2(28.6%) 0 2301
PTLD classification
Polymaorphic 1{14.3%) 1({33.3%) A71
Monomorphic & (B5.7%) 1(33.3%)
Hodgkin's o 1(33.3%)
lymphoma
=>50% HLA match 1(14.3%) 1(33.3%) A70
F e g ey ey A e e g, A e

WILEY

isification
disease
hic

phic

phic

phic

phic

phic

phic

fic

phic

Mo. of HLA match
EBW-CTL between recipient

Prior treatment infusions and donor CTL®

RIS, IG, antiviral 4 3ofé

RIS, antiviral 2 3of &

RIS, IG, antiviral 1 2of &

RIS 4 Jofb

RIS, antiviral 4 Jofs

RIS, antiviral 4 5 of &

RIS, rituximab 4 5 of 10

RIS, rituximab, 4 5 of 10

]

RIS, rituximab 4 7 of 10

RIS 4 Jof b

RIS, rituximab 1 3ofé

Response to
EBV-CTL

MR
CR
CR
CR
CR
CR
CR
CR

PR
MR

Excluded from
analysis

Pediatr Transplant. 2018;22(2). doi: 10.1111/petr.13133.




Transplant hastalarinda kanserle muicadele

e Onleme

— Thymoglobulin kullanimi azaltilmali

— mTOR baslanmasi

— Asilama (HBV, HPV, CMV profilaksisi icin CMV Ig kullanimi, EBV asisi?)
— Altta yatan enfeksiyon tedavisi (H.Pylori, hepatitler)

— Yasam seklini degistirme (UV i1siktan korunma, sigara, obezite ve alkol)

* Tarama ve erken tani
— EBV PCR (PTLD olusturacak titre belli degil?)
— Dusuk EBV 6zgul T lenfosit varlig ?
— Fizik muayene (dizenli cilt muayenesi)
— 18 yasindan sonra servikal smeer drnekleme



Sonuc

* Bobrek nakilli hastalar 6zellikle enfeksiyon iliskili kanser gelisimi acisindan risk
altindadirlar

* Ensik EBV iliskili PTLD goralur
* Kanser gelisiminde onleyici ve erken tanimaya yonelik bilgilendirme yapilmali

* EBV IgG pozitif verici ve negatif alici arasindaki nakillerde agiklanamayan
yakinma/bulgusu olanlarda PTLD arastir

e Duzenli cilt muayenesi



SABRINIZ iCiN TESEKKUR EDERIM



B95-8 EBV virus {@ © ©

IL-2 L2 IL-2
T cells l T cells l l
Day 17 EBV-specific CTL

Figure 2 | EBV-specific CTL production. EBV-transformed B-cell LCLs are prepared from the CTL donor by infection of PBMCs
with a clinical-grade laboratory strain of EBV (B95-8) in the presence of cyclosporin A. Once the LCL is established (about

6 weeks), it is irradiated and used to stimulate PBMCs from the same donor at a 40:1 ratio of PBMC to LCL. From 9 to

12 days later and weekly thereafter, the T cells are re-stimulated with the LCL at a 4:1 ratio. IL-2 is added 3 days after the
second stimulation and twice weekly thereafter. The CTLs should kill autologous LCLs but not autologous PHA blasts. Their
specificity is donor dependent and they may have specificity for any of the 10 latency associated antigens and/or for early
Iytic cycle proteins that are express by a small fraction of the LCLs, which are grown in acyclovir to prevent the production of
infectious virus by blocking the viral thymidine kinase. Abbreviations: CTL, cytotoxic T lymphocyte; EBV, Epstein-Barr virus;
IL, interleukin; LCL, lymphoblastoid cell lines; PHA, phytohaemagglutinin, PBMC, peripheral blood mononuclear cell.




