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Asiri Duyarlilik Reaksiyonlari

= Ani Tipte,
= Gecikmis Tipte.



Invitro Testler

Table 1 Classification of DHR according to Gell and Coombs and adapted by Pichler et al. [4]

Type Type of immune response

Pathophysiology

Clinical symptoms

Typical chronology of the
reaction

IgE

Mast cell and basophil
degranulation

Anaphylactic shock, Angio-
oedema, Urticaria, Bronchospasm

Within 1-6 h after the last intake of
the drug

lgG and complement

IgM or IgG and complement
or FcR

lgG and complement-
dependent cytotoxicity

Deposition of immune
complexes

Cytopenia

Serum sickness, urticaria,
vasculitis

5-15 days after the start of the
eliciting drug

7-8 days for serum sickness/
urticaria

7-21 days after the start of the
eliciting drug for vasculitis

[\Va

Vb

V¢

Ivd

Th1 (IFNy)

Th2 (IL.-4 and IL-5)

Cytotoxic T-cells (perforin, gran-
zyme B, Fasl)

T-cells (IL-8/CXCL8)

Monocytic inflammation

Eosinophilic inflammation

Keratinocyte death mediated by
CD4 or CD8

Neutrophilic inflammation

Eczema

MPE, DRESS

FDE, MPE, SJS/TEN, Pustular
exanthema

AGEP

1-21 days after the start of the
eliciting drug

1 to several days after the start of
the eliciting drug for MPE

2-6 weeks after the start of the
eliciting drug for DRESS

1-2 days after the start of the elicit-
ing drug for fixed drug eruption

4-78 days after the start of the
eliciting drug for SJS/TEN

Typically 1-2 days after the start of
the eliciting drug (but could be
longer)

Table adapted from [2].




Invitro Testler

= Ani Tipte (Immediate) Asiri Duyarlilik
Reaksiyonlari
= Total IgE
= Spesifik IgE
= Triptaz
= Alerjenle IndiUklenen Mediator Salinim Testler

—Flow sitometrik bazofil aktivasyon testi



Invitro Testler

= Ani Tipte ADR
= Total IgE



Total IgE>1000 ng/ml

Atopik ekzema, (%36)

Alerjik astimda (%26) ve alerjik rinitde (%24) ilimh
Enfeksiyonlar

= Alerjik bronkopulmoner aspergillozis (ABPA) (%9)
= Parazitozlar,(%1)

= HIV, CMV, EBV (%1)

Immun eksiklikler (HiperlgE send.> 2000 ng/ml(%0.3)

Malignite; IgE myelomu ve Hodgkin Hastaligi




Total IgE

® cok dusuk duzeyler

(10 ng/ml ve alti)
tekrarlayan anafilaksi
ataklari olan
hastalarda sistemik
mastositozisi

dusundurebilir.

allergen

allergen-specific IgE &é%

allergen-specific IgE

noncompetitive
anti-FCeR-|
(binds FCeR-| in the

presence of IgE) e anti-1gE

competitive B &

anti-FCeR-| \ '

(unable to bind FCeR-|

in the presence of IgE) FCeR-|
receptors



Invitro Testler

= Ani Tipte ADR
= Spesifik IgE



Spesifik IgE

@ Alerjen tarama testi, Phadiatop

@ Tek bir alerjene spesifik IgE.

Alternaria alternata, m6



1 3

Alerjen immunoCAP’e kovalan baglanmistir, Bagli olmayan anti-IgE ortamdan
hasta serumundaki spesifik IgE ile baglanur. uzaklastirilir. Olusan kompleks ile
baglanabilen floresan isaretli madde eklenir.
% Spesifik IgE o°
Eﬂ. ﬁﬂ
a

Y

2 A

Nonspesifik IgE yikama ile uzaklastirilir. Reaksiyon durdurulur. Floresan yogunlugu
Enzim isaretli anti-IgE eklenir ve bagl olgular
spesifik IgE’i baglar.

% &



Alerjen Tarama Testi-Phadiatop

@ Hasta atopik mi?
@ Dislama tanisi

Negatif prediktif degeri > 1otal lgE
Tek bir alerjene splgE




Alerjen tarama testi, Phadiatop

¢ Otlar,

é Hububatlar,

é Agaclar,

é Yabani otlar,

¢é Kuf mantarlari,
¢ Dermatophagoides pteronyssinus
é Hayvan tuyleri.

Parietarya ve zeytin yok!




Alerjen tarama testi, Phadiatop

¢ Otlar, tath ilkbahar otu, Lolium perenne, timothy, kadife
otu

é Hububatlar, cavdar.
é Agaclar, kizilagag, hus agaci, mese, sogiit,

é Yabani otlar, pelinotu, sinirotu, kazayagi, adi
altinbasak, isirganotu

é Kuf mantarlari, penicillium, Cladosporium,
Aspergillus, Alternaria

¢ Dermatophagoides pteronyssin -

Parietarya ve zeytin yok!

é Havvan tuvleri, kedi, kdpek, at tivii



Tek Alerjene Spesifik IgE

@ Aeroalerjenler,

8 Gida,

Bilaclar,

@ Lateks,

@ Venom spesifik IgE



Aeroalerjen Spesifik IgE

8 Sensitivitesi %60-95
@ Spesifitesi %30-95 arasindadir

« Ot poleni ve agac poleni
« Ev tozu akari

» Kedi tuyu, daha guvenilir sonuclar....



Aeroalerjenler

Spesifik IgE duzeyi ile hastalik siddeti
arasinda korelasyon yoktur



0.35 KUA/L>0
0.35-0.70 KUA/L = +1 Asemptomatik

Semptomatik

0.70-3.50 KUA/L = +2

~ 3.50-17.5 KUA/L = +3

17.5-50.0 KUA/L = +4

4 50 -100 KUA/L = +5
100 KUA/L < +6

1 KUA/L=2.4 ng IgE



Gida Alerjenleri
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Gida Alerjenleri

Kritik deger Sensitivite % Spesifite % PPV % NPV%

Yumurta 7 kU/L 61 95 98 38
(2 yas alti) 2 kU/L

inek siitii 15 kU/L 57 94 & 53
(2 yas alti) 5 kU/L

Yerfistigi 14 kKU/L 57 100 100 36
Morina baligi 20 kU/L 25 100 100

Soya 30 kU/L - 94 73 82
Bugday unu 26 kU/L 61 92 74 87
Ceviz, Badem, ~ 15KkU/L ~95 "

Sampson HA et al. JACI 1997; 100:444-451;JACI 2001; 107:891-896



Gida Alerjenine Spesifik IgE

 Kritik degerlerin Uzerinde spesifik IgE varliginda
uyari testine gerek yoktur.

 Kritik degerlerin altinda pozitif spesifik IgE
varliginda uyari testi yapilmalidir.

* Negatif spesifik IgE gida alerjisi tanisini tam olarak
dislamaz, supheli gida hastaya gozlem altinda

veriimelidir.

Sampson HA et al. JACI 1997; 100:444-451;JACI 2001; 107:891-896



Gida Alerjenine Spesifik IgE

* (Gida alerjisi saptanmis kisilerde yilda bir kez
spesifik IgE olculmelidir, duzeyin azalmasi alerjinin
gecmesine ait bir bulgu olabilir.

* Yerfistigi splgE,
< 5 kU/L ise %55 hasta
< 2 kU/L ise %63 hasta

<0.35 kU/L ise %73 hastada uyari testi negatif
bulunmustur.

JACI, 1998, 101: 465-526



llaglara Spesifik IgE

Drugs

Product

Amoxicilloyh

Ampicilloyl )

Chlorhexidine

Chymopapain

Gelatin bovine

Insulin bovine

Insulin human

Insulin porcine
 Penicilloyl G\
N_Penicilloyl V_“

Pholcodine

Morphine

Suxamethonium (succinylcholine)

Allergens for research use only

ACTH (Adrenocorticotrophic hormone)

Protamine

Tetanus toxoid

Oyku ve deri testi pozitifse
(anafilakside)

v Sensitivite %54,

v Spesifite %95,

v PPV %45 ve NPV %77

Deri testi negatif ise
v Sensitivite %2.7

Minor determinant,

Sefamandol, sefaksitin, sefotaksim
ve sefuroksim tanida degil
arastirma amacli kullaniimali

Yonsei Med J. 2018 Oct;59(8):968-974
Decuyper, et al. Clinica Chimica Acta 2016; 460:184-189.




llaglara Spesifik IgE

B laktam alerjisinde
e Benzil penisilin (Penisilin V-G major determinant)

e Amoksisilin

Ampisilin

Sefaklor

Oyku ve deri testi pozitifse

Sensitivite %54, spesifite %95, PPV %45 ve NPV %77

Anafilaktik sokta sensitivite ve spesifitesi artare.

Ebo DG ve ark. Allergy 2011; 66: 1275-1286.
Blanca M. Allergy 2001;56:862-70.

INTSP/C-ANPROM/HAE/16/0007bz
Date of preparation: October 2016



Noromuskuler Bloker SplgE

Yontem Sens. (%) Spes. (%) Kaynak
RIA Motin J. Rev Fr.
(PAPCC) 85 91 Allergol 1996;36:8
Rocuronium CAP 92 93
CAP 88 100 Ebo DG,
Anesthesiology
Siiksinil kolin CAP 72 100 2007:107:253-259
Pholcodine CAP 86 100




Noromuskuler Bloker SplgE

» Sensitivite %40-90, Spesifite > %90.

* Genel populasyonda major epitop "NH4+"
lyonuna sp IgE orani yuksektir. Tarama testi
olamaz.

* Rocuronium splgE, sens ve spes> %90.

 Deri testi negatifse sonucun yanlis pozitif
olma olasiligi yuksek.

* Pholcodine, rocuronium splgE icir

V\f\q:‘l':'F 'aValall lf\lf‘\F f\ll I('\‘I'I IPAL\:I:V’



" Lateks Spesifik IgE

uriginal aracle
The importance of nasal provocation test 1n the diagnosis of
natural rubber latex allergy

Background: Most studies regarding natural rubber latex (NRL) allergy have M. Unsel’, N. Mete', 0. Ardeniz’,
concentrated on the prevalance using skin prick test (SPT) and specific IgE S. Gaksel®, R. Ersn'f, A. Sin’,
assay. The objective of this study is to examine the target organ (skin, nasal 0. Gulbahar', A. Kokuludag'
n L-spigE + L-NPT +
: : 27 o o
Lateks deri testi (+) <\ 25 (%92.6) 22 (%84.6)
(24 oyku+)
Aeroalerjen duyarhi AR 46 14 (%30.4) 0

Saglikh kontrol 33 3 (%9.1) 0




Original Paper

Ir=rnixes forkroes of
I m;’ Int Arch Allergy Immuncl 201158:281-287 Received: March 31, 2011
DOl: 10.1155/000332029 P e oty e

Diagnostic Value of Specific IgE Analysis
in Latex Allergy

Mehmet Unsel® Nihal Mete® Omir Ardeniz®  Aytidl Sin®  Okan Gilbahart
Ali Kokuludag®

Table 1. a Clinical and laboratory results of the patients in the
three groups

Group Total Positive Latex SPT Latex-specific Latex NPT!
subjects  history positive IgE positive positive

1 27 24 (88.9) 27 (100) 25 (92.6) 22 (84.6)

2a 46 0 0 14 (30.4) 0

2b 33 0 o ReY.l) 0

Values represent numbers of subjects, with percentages in pa-
rentheses.

I NPT was not performed in 1, 8 and 3 subjects in groups 1, 2a
and 2b, respectively.

Grup 1, lateks alerjik, Grup 2a, atopik, Grup 2b, saglikli INTSPIC-ANPROMHAE/16/0007b2

Date of preparation: October 2016



Original Paper

lrsrniwes fovkres o

. %%é wd Int Arch Allergy Immuncl 2012158 281-287 Eﬂfﬂ'ﬂﬁ;ﬁ:ﬂfd" 3'!-_2'3"5= ber 2, 2011
IIII“I . coepbed after revision: S=ptember
Ol 100159, 000332020 Publizhed anline: March 6, 2012

Diagnostic Value of Specific IgE Analysis
in Latex Allergy

Mehmet Unsel® Nihal Mete® Omir Ardeniz®  Aytidl Sin®  Okan Gilbahart
Ali Kokuludag®

Table 1. b Distribution of immunoCAP results in latex-specific
IgE-positive subjects

Group Total ImmunoCAP class
sub-

jects I IT 111 v A% VI
1 25 3(12) 5(20) 10 (40) 4(16) 2(8) 1(4)
2a 14 3(21.4) 9(64.3) 2(14.3) |0 0 0
2b 3 1(33.3) 2(66.7) 0 0 0 0

Grup 1, lateks alerjik, Grup 2a, atopik, Grup 2b, saglikli



Lateks Spesifik IgE

Lateks Spesifik IgE’nin Tanisal Onemi

Hamilton Ownby Unsel
(Deri testi) (Deri ve oyku) (Deri ve NPT)

Sensitivite % 76.3 79.5 90.9

Spesifite % 96.7 90.2 72.2

NPV % 85 76.4 96.3

PPV % 94.3 91.7 )

Unsel M, Mete N, Ardeniz O ve ark. Int Arch All and Immunol March 2012



Venom Spesifik IgE

» Sensitivite ve spesifitesi %80 civarindadir.

 Deri testleri daha guvenilirdir.



Cifte Duyarlilik

.
g e
o

+ Gercek cifte duyarliik L
Yalanci pozitif cifte duyarlilik

Cross reaktif karbonhidrat determinantlarn-CCD IgE. Anti-
CCD IgkE venom alerjisi veya polen alerjisi



Spesifik IgE>Deri Testi

B Antihistaminik, antidepresan kullanimi
B B blokeri veya ACE inhibitdri kesilmez

B Dermografizm ve siddetli ekzemasi olanlardag>)

8 6. haftadan itibaren
 Deri testleri 12 ayliktan itibaren.

B Spesifik IgE anafilaksi ardindan hemen
yapilabllir

* Deri testleri 6 hafta kadar yanlis negatif olabilir.




Invitro Testler

= Triptaz



Anafilaksi Tanisinda Laboratuvar

I Serum triptaz




TRIPTAZ

@ Anafilakside ilk 6 saat icerisinde duz tup venoz
kan orneginden calisiimaktadir.

8 Venoz kan +4 °C 3-4 saat bekleyebilir.
B8 Serum +4 °C’de yaklasik 3 gun bekleyebilir.
8 Serum -20 °C’de 3-4 yil saklanabilir.




Anafilaksi klinigi

B Ik 6 saatte triptaz > 11.4 ng/mL, bazal

normal ....Anafilaksi

B ik 6 saatte triptaz ve bazal yiiksek

....Sistemik mastositozis

36



Anafilaksi klinigi yok,
triptaz >11.4 ng/ml

- Kutanoz mastositozis

- Sistemik mastositozis

* Son donem bobrek yetmezligi
* Myeloid neoplazm

* Refraktor anemi

* Hipereozinofili




Invitro Testler

= Alerjenle Indiklenen Mediator Salinim Testleri
Flow sitometrik bazofil aktivasyon testi



Side Scatter (SSC)
90° sapma
~ Hucre yapilari

Forward Scatter (FSC)

<10° sapma

~ hucre buyuklugu

Floresan siddeti
Ve
antijen yogunlugu
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Alerjinin Temel Hucreleri

Mast hucreleri, dokuda.
Bazofiller, periferik kanda.



Anti-IgE CD63/CD203c Ekspresyonunu Arttirr

*ierjen Anti-IgE Anti-IgE FITC

A A A

YY

CD63/CD203c Anti-CD63PE
Anti-CD203c PE

Aktivasyon oncesi Aktivasyon CD63/CD203c eskpresyon artigi

J Allergy and Clin Immunol 1991; 88: 328-338 Clin Exp Allergy 2004; 34(3): 332-9



BAT Basophil Activation Test

FAST Flow cytometric Allergen
Stimulation Test



Basophil Activation Test - BAT

IgE Aracili Reaksiyonlarda

Non-IgE Aracili Reaksiyonlarda
B Kompleman

B Membran stabilizasyon bozuklugu
B Siklooksijenaz enzim inhibisyonu




Bazofillerin Kapilanmas

Ig:EI.-:II;iTC © 2\ \



ALERJEN NEGATIF POZITIF

AN

N
Bazofil
+
N
Ev tozu akari Anti-IgE veya
Ari venomu PBS Anti-FceRI
Polen ekstreleri . V e.y a
Lateks bidistile su
ilag

Gida



ALERJEN NEGATIF

7
N
Alerjen
+ - Bazofil
Bazofil
N\ % A % _
_ 15 aeroalerjen
ALERJEN NEGATIF ~ 10 gida alerjeni
0 - o S ilaclar
70 CD63 70 CD63

% CD203| / | %CD203 | > 2




Altin Standart n Sens Spes
Cypress* Oyki,PTNC 34 91 100 JACI 2000
Lolium perenne Oyki, PTNC 51 90.3 98.4  Clin Exp All 2001
Mite Oyku, PT, sIgE 53 90.3 98.4  Clin Exp All 2001
An alerjisi Oyka, PT, sIgE 45 100/92 100/80 Clin Exp All 2000
Elma ile OAS* Oyki 26 100 100  JACI 2003
Havuc;., kereviz ve Oykii 85-90 80-90  Clin Exp All 2003
findik ile OAS
Polen-gida OAS Oyki 29 >85 >80  Clin Exp All 2003



Altin Standart n Sens Spes

Hevea Latex Oyk, PT 29/43 93 92/100 Allergy 2002

Int Arch Allergy 2003
Kas gevseticiler* Oykii 21 36-86 100  JACI 1999

Clin Immunol 2002
Beta laktam AB Oykii, PT 58 49-67 93.3  Clin Exp All 2002
Metamizol* Oyki, PT 26 423 100 Allergy 2003
Omeprazol/ Oyki, PT 74 100 JACI Pract 2018;

Pantoprazol

12(17): 2198-2213



Immiinoterapi Etkinligi

(D63 PE

A - Baseline

L — % 1

4 % * 8% E %

EF L

™ T B R T : - !

B - One year follow-up after immunotherapy

§ T =

F : 4% o 7% 3%

g 4 |

.

R : woow ot =‘rn“ 10! W 10° 10 ='r aaaaa 10? 1w 1wt =Trn" 1w 10 1wt

basophil gating negative control positive control olive pollen
»
»
anti-IgE FITC

Original Paper
T Sl |
= Int Arch Allergy Immunol 2012:15975-82 Recelved: May 26, 2011
Il]l[l]llll DOk 10.1153/000335251 Accepted after revision: November 17,2011

Published anfine: May 4, 2012

Desensitization Effect of Preseasonal
Seven-Injection Allergoid Immunotherapy

with Olive Pollen on Basophil Activation:

The Efficacy of Olive Pollen-Specific Preseasonal
Allergoid Immunotherapy on Basophils

Nihal Mete Gokmen  Ramazan Ersoy Okan Gulbahar  Omur Ardeniz
Aytul Sin- Mehmet Unsel - Ali Kokuludag



Allergoid Immiinoterapi

Baseline One year follow-up after p-value
immunotherapy

Nasal symptom score’ 7 (3-9) 3379 0.001
SPT reactivity (mm) T 12 (6-25) 5.5 (0-12) 0.005
Allergen dilution ratio in NPT' 1/10 (1/100-1/1) 1/1 (0-1/10) 0.01

Olive-specific IgE (KU/L)T 17.5 (0.35-100) 50 (0.7-100) 0.012
Olive-specific IgG1 (pg/ml) 0.16 (0.07-4.5) 2.9 (0.21-19.4) 0.0001
Olive-specific IgG4 (pg/ml) 7 0.07 (0.07-0.43) 1.92 (0.07-12.4) 0.0001
Olive-specific IgE : Olive-specific IgG4" 44.8 (0-450) 1.6 (0.1-25) 0.001

Mete Gokmen N, Ersoy R ve ark. Int Arch All and Immunol May 2012



Sistemik Mastositozis

@ Major kriter,

Kemik iligi ve/veya deri disi organlarda mast hucre
topluluklarinin gosterilmesi.

@ Minor kriter
1. Mast hicrelerinde igsi sekil (Deri digi biyopsilerinde),

2. Serum triptazinin >20ng/ml,
3. Mast hucrelerinde CD2, CD25 ekspresyonu (Flow sitometri),

4. c-kit mutasyonunun gosterilmesi (Deri disi biyopsilerde)

TANI: Major kriter + 1 Minor kriter

3 Minor kriter

Eur J Clinical Investigation 2007;37:435-53
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Invitro Testler

Table 1 Classification of DHR according to Gell and Coombs and adapted by Pichler et al. [4]

Type Type of immune response

Pathophysiology

Clinical symptoms

Typical chronology of the
reaction

IgE

Mast cell and basophil
degranulation

Anaphylactic shock, Angio-
oedema, Urticaria, Bronchospasm

Within 1-6 h after the last intake of
the drug

lgG and complement

IgM or IgG and complement
or FcR

lgG and complement-
dependent cytotoxicity

Deposition of immune
complexes

Cytopenia

Serum sickness, urticaria,
vasculitis

5-15 days after the start of the
eliciting drug

7-8 days for serum sickness/
urticaria

7-21 days after the start of the
eliciting drug for vasculitis

[\Va

Vb

V¢

Ivd

Th1 (IFNy)

Th2 (IL.-4 and IL-5)

Cytotoxic T-cells (perforin, gran-
zyme B, Fasl)

T-cells (IL-8/CXCL8)

Monocytic inflammation

Eosinophilic inflammation

Keratinocyte death mediated by
CD4 or CD8

Neutrophilic inflammation

Eczema

MPE, DRESS

FDE, MPE, SJS/TEN, Pustular
exanthema

AGEP

1-21 days after the start of the
eliciting drug

1 to several days after the start of
the eliciting drug for MPE

2-6 weeks after the start of the
eliciting drug for DRESS

1-2 days after the start of the elicit-
ing drug for fixed drug eruption

4-78 days after the start of the
eliciting drug for SJS/TEN

Typically 1-2 days after the start of
the eliciting drug (but could be
longer)

Table adapted from [2].




Invitro Testler

= Gecikmis Tipte ADR (T Hucre Aracih)

* Lenfosit Transformasyon Testi (LTT)
* Flow sitometrik T hucre aktivasyonu
* T hucreden salinan sitokin analizi

= Sitotoksisite
» Granzim B, Perforin ELISPOT (sitotoksik granul
icerisinde),
= CD107a olcumu flow sitometrik (Granul membran
proteini)



Lentosit Transformasyon Testi

= |n vitro ilacla bir araya gelen ve prolifere olmaya baslayan T
hiicrelerinin DNAs1 3H-timidini hlicre icerisine alir. LTT, her hasta
icin negatif kontrol, ilacin bulundugu ornek ve tetanus toksoidi
iceren pozitif kontrol olarak duzenlenir. Hucrelerin timidin alimi
olculur. Dakikada hucre icine alinan miktar “count per minute
(cpm)” saptanir.

Pichler WJ, Tilch J. Allergy 2004;59:809-820.



Lenfosit Transformasyon Testi

ALERJEN NEGATIF POZITIF

z

T lenfosit

(

llacla enkiibasyonu ardindan prolifere olmaya baslayan T lenf
DNAs1 3H-timidini hicre icerisine alir. Huicre icine alinan timidin
miktar “count per minute (cpm)” saptanir.

Naisbitt DJ. Immunol Allergy Clin N Am 2014; 34: 697-705.



LTT stimulasyon indexi

ilacin bulundugu test ortamindaki cpm

S | ITT— negatif test ortaminda saptanan cpm
Si.>3,  pozitif

Sl+<2, negatif

Pichler WJ, Tilch J. Allergy 2004;59:809-820.



Lenfosit Transformasyon Testi

= |laclara bagli gelisen gecikmis tip asiri duyarlilik
rxda sensitivitesi %78, spesifitesi %85

= Deri testinden daha duyarli...

Naisbitt DJ. Immunol Allergy Clin N Am 2014; 34: 691-705.



LTT-Sikhkla Pozitif>%50

®@ Makulopapuler ekzantem, MPE

® Bulloz ekzantem

.'.".-‘ =l

s

B Akut jeneralize ekzantematdz pistiilozis S

8@ Eozinofili ve sistemik semptomlar ile birlikte
seyreden hipersensitivite sendromu (DRESS-DHS)



Lenfosit Transformasyon Testi

Pozitif bulunabilen (%10-50)
* Hepatit

* Nefrit

» Urtiker ve anjioodem

- Interstisyel akciger hastahgr*
Pankreatit*



Lenfosit Transformasyon Testi

Nadiren pozitif<%10

* Toksik epidermal nekroliz (TEN)

Vaskulit

Makuler ekzantem (T hucre infiltrasyonu olmayan)

Guillian-Barre*

Kan hucre diskrazileri (ITP, hemolitik anemi)

Fiks ila¢ erupsiyonlari

INTSP/C-ANPROM/HAE/16/0007bz
Date of preparation: October 2016



Invitro Testler

= Flow sitometrik T hucre aktivasyonu



ow Sitometri ucre
Aktivasyonu

= Yuzey ekspresyon artisi
= CD69, CD25, CD71, CD40L



Flow Sitometrik T Hucre
Aktivasyonu

— Makulopapuler ekzantem (MPE),
— Steven Johnson sendromu (SJS),
— Toksik epidermal Nekroliz (TEN)
— DRESS Sendromu



Allergy 2008: 63: 181-188

Original article

— CD69 upregulation on T cells as an in vitro marker for

delayed-type drug hypersensitivity

>

CD4 - FITC

culture medium sulfapyridine tetanus toxoid
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CD69 - PE

Background: T cells play a key role in delayed-type drug hypersensitivity reac-
tions. Their reactivity can be assessed by their proliferation in response to the
drug in the lymphocyte transformation test (LTT). However, the LTT imposes

@ 2007 The Authors
Journal compilation © 2007 Blackwell Mu

DOTI: 10.1111/3.1398-9995.2007.01516.x

A. Beeler', L. Zaccaria’,
T. KawabataZ B. 0. Gerber’,
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Sitokin Analizi



Sitokin Analizi

= Periferik kan mononukleer hucreleri,
— IFN-vy, sens %78, spesifitesi %100
- MPE, AGEP, DRESS, SJS, TEN
— |L-4/IL-5, sens %92, spes %100
- MPE



|nV|Ero |esf|er

Sitotoksisite

INTSP/C-ANPROM/HAE/16/0007bz
Date of preparation: October 2016



Sitotoksisite Analizi

Granzim B, Perforin;
ELISPOT

Y Kk

CD107aFlow
Sitotoksik T lenfosit

INTSP/C-ANPROM/HAE/16/0007bz
Date of preparation: October 2016



Sitotoksisite Analizi

= Sitotoksik T lenfositler hedef hucreleri
— Granul bagimli yolla; Granzim B ve Perforin
— Apoptozisle; Fas/FasL, TRAIL
— Granzim B, Perforin Elispot assay,

— Flow sitometrik CD107a; granul membraninda
mevcut.

////////////////////////////






Olgu

39 yasinda kadin
20 yildir pruritis, urtiker, epigastrik agri

Ayda 2-3 kez tekrarliyor, ramazan ayinda
yakinmasi artmis.

kasint1, karin agnsi, diare, urtiker, kasik
agrisi, kanama



NIHALMETE

10.10.2018
EGE UNIiVERSITESI TIP FAKULTESI
imMMiNoLoJi BILiM DALI
cirT TESTI
Poliklinik No : 43364 Cilt Testi
| Intradermal Test
Hasta Ismi : RUKIYE SOYBUDAK  mmmmmmme e
I
Test Tarihi : 24.07.2018 Histamin : 6.0
|Histamin : 0.0
Serum Fizyol 0.0
|Serum Fizyol : 0.0
e ettt fomm e Fom e fom e
o +
|CiLT [iNT 1 |iNT 2 |iNT 3
[iNT 4 |
e it e oo fomm o fom o
it + | |
| | |
Bt B e e S e e et
fomm b ——
|Kodu | Madde Adi |Sis.|H+|SF|K1iz.|Sis. |H+|SF|Kiz.|Sis.|H+|SF|K1iz.|Sis.|H+|SF|K1iz.
|Sis.|H+|SF|Kiz. |
R B Tt o e et e
Fom b —
2016 GIDA PANEL
|
| 1|KOYUN ETI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0]
0.0 I | 0.0l
| 2| TAVUK ETI | 0.0] | | 0.0] 0.0] | | 0.0 0.0] | | 0.0 0.0} | | 0.0]
6.0 I | 0.0]
| 12|CAVDAR UNU | 0.0] | | 0.0] 0.01 | | 0.0 0.0 | | 0.01 0.01 | | 0.0]
6.0 I | 0.0]
| 11|BUGDAY UNU | 0.0 | | 0.0 0.0/ | | 0.01 0.0 | | 0.01 0.0/ | | 0.0}
0.01 I | 0.0]
| 9| YULAF UNU | 0.0] | | 0.01 0.01 | | 0.0 0.0 | | 0.01 0.0] | | 0.0]
0 . [eju—— .
| 8 | ARPA UNU | 3.012+] +] 5.0] 0.0] | | 0.0 0.0] | | 0.0 0.0] | | 0.0]
O.91 | 1.0.0]
| |YUMURT SARTIST T 0.07 | [0.07T 0.07 | | 0.0 0.0] | | 0.0 0.0] | | 0.0]
0.01 | | 0.0]
| 6| YUMURTA BEYAZI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0} | | 0.0]
0.0 I 1 0.0l
| 3|HiNDI ETT | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0]
0.0 I 1 0.0]
| 4 |DANA ETI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0]
0.p1 \ U.UT
| 5|INEK SUTU | 3.012+| +| 5.0] 0.0] | | 0.0] 0.0] | | 0.0 0.0] | | 0.0]
0. | |0 0}
|==== 2016 GIDA PANEL
|
| 3|Kivi | 3.012+] +| 5.0| 0.0} | | 0.0 0.0 | | 0.01 0.01 | | 0.0]
0.01 | | 0.0]
| 2 | ANANAS | 0.0/ | | 0.05 0.0 | | 0.0/ 0.0/ | | 0.0l 0.0/ | | 0.0]
0.01 I | 0.0]
| 1|MUZ | 0.0] | | 0.0 0.0] | | 0.0] 0.0] | | 0.0 0.0] | | 0.0]
0.01 | | 0.0]
| 9|BEZELYE | 0.0] | | 0.0 0.0] | | 0.0 0.0] | | 0.0 0.0] | | 0.0]
0 . faim—————
| 7| DOMATES | 3.012+] +| 5.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0} | | 0.0]
o.pl I 1 0.0]
| 5|KEREVIZ | 3.012+|] +| 8.0| 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0]
o.pl I 1 0.0]
| §10|LATEKS | 3.012+] +| 5.0] 0.0} | | 0.0] 0.0] | | 0.01 0.01 | | 0.0]
o.pl I 1 0.0]
+- - - S ——" - e e T et ST

R a1



NIHALMETE

10.10.2018
EGE UNivERSITESI TIP FAKULTESI
imMiNOLOJI BILIM DALI
CiLT TESTI
Poliklinik No : 43364 Cilt Testi
|Intradermal Test
Hasta Ismi : RUKIYE SOYBUDAK e
N
Test Tarihi : 25.07.2018 Histamin : 6.0|Histamin
0.0
Serum Fizyol : 0.0|Serum

Fizyol : 0.0

B e o i Gl s
Fomm e +

|CiLT |iNT 1 |iNT 2 |iNT 3 |iNT
4

B e oo el UTTEER e ——————————--
e + |igne ile yapldi|dermografizm+++| |
| |
B et e e e e e e e
oo ———+
|Kodu | Madde Adi |Sis. |H+|SF|Kiz.|$is. |H+|SF|Kiz.|Sis. |H+|SF|K1iz.|$is.|H+|SF|Kiz.|Sis.
|H+|SF|Kiz. |
Bt e e B e e R e e e
|==== 2016 GIDA PANEL

|
| 10|FINDIK | 0.0] | | 0.0] 0.0} | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
[ 1 1 0.0]
| 14|BALIK PARAZITI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
| [r—
| 12|CcEViz | 3.012+| +| 5.0| 0.0} | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
Ml _0.0]
|  11|BREZILYA KESTAN| 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
[ 1 1 0.0]
| 15| YENGEC | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | [ 0.0] 0.0] | | 0.0] 0.0
| gmb————
| 9|YER FISTIGI | 4.012+] +|15.0] 0.0] | | 0.0] 0.0] | [ 0.0] 0.0] | | 0.0 0.0
Ig | | 0.0l
| Ol RARTDE [ O.01 T 0.0 0.01 | | 0.0] 0.01 | | 0.01 0.0] | | 0.0] 0.0
I 1 1 0.0l
| 5|TON BALIGI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | [ 0.0] 0.0
| ge— .
|} 13|BADEM | 6.013+| +/20.0| O.0l§ | | 0.05 O.0 | [ 0.0] 0.0 | | 0.0l 0.0
g I 1 0.0l
| T AL ADAL TR [ 0.0] I 0.0 U.07 | | 0.0 0.0] | [ 0.0 0.0] | | 0.0] 0.0
I 1 0.0l
| 2 | SAZAN | 0.0 | | 0.00 0.0 | | 0.00 0.0 | [ 0.0 0.0 | | 0.0l 0.0
I 1 0.0]
| 3| SOMON | 0.0 1 | 0.001 0.0 | | 0.00 0.0 | [ 0.0 0.0 | | 0.0l 0.0
I 1 0.0l
| 4|DiL BALIGI | 0.0 1 | 0.0 0.0 | | 0.00 0.0 | [ 0.0 0.0 | | 0.0l 0.0
I 1 0.0]
|==== 2016 GIDA PANEL
|

| 2| GREYFURT | 5.0|3+] +]10.0] 0.0] | | 0.0 0.0] | | 0.0 0.0] | | 0.0 0.0
Ll 1 0.0l
| 10TPROFILIN [ 0.0] [ [ 0.0 0.07 | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0 0.0
I 1 0.0l
| 910zUM | 0.0 | | 0.0 0.0 | | 0.0l 0.0 | | 0.0 O.00 | | 0.0] 0.0
I 1 0.0]
| 71PIRING | 0.00 | | 0.0 0.0 | | 0.0} 0.0 | | 0.0l O.00 | | 0.0] 0.0
| oom————
| 5| KARNABAHAR | 6.0]3+] +]10.0| 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
g I 1 0.0l
| 4|YESIL BIBER | 4.012+] +[10.0| 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
I | | 0.0l
1] 12|ELMA | 3.012+] +| 5.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
| il
| 11|SEFTALI | 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0] | | 0.0] 0.0
I | 0.0l
+-———1 t——t——+ s e T et e

+-




NIHALMETE
10.10.2018

EGE UNIVERSITESI TIP FAKULTESI

iMmMONOLOJI BiLiM DALI

ciLT TESTi
Poliklinik No 43364 Cilt Testi
| Intradermal Test
Hasta Ismi RUKIYE SOYBUDAK  mmmmmm e
L
Test Tarihi 09.08.2018 Histamin : 6.0
|Histamin 0.0
Serum Fizyol 0.0

|Serum Fizyol : 0.0

R et e Fomm e Fom - B e T
fom e +

|CiLT [iNT 1 |iNT 2 [iNT 3
|iNT 4 |

fomm e fomm e o Fom e
B + |
| | |
B e e e e s St P
fomm b ———t
| Kodu | Madde Adi |Sis.|H+|SF|Kiz.|Sis. |H+|SF|Kiz.|Sis.|H+|SF|Kiz.|Sis. |H+|SF|Kiz.
|Sis. |H+|SF|Kiz. |
B i e e it e e i
fomm - -t

|==== 2016 GENEL PANE

.0
.01
.01
.0
L0
.01
.01
L0
.01
.01
.01
.01
.01

.0

| 14|CLADOSPORIUM | 0.0 | | 0.0 0.0] | | 0.0] 0.0/ | | 0.0 0.0] |
0.01 | | 0.0]

| 151|ZEYTIN | 0.0/ | | 0.0] 0.0] | | 0.0 0.0/ | | 0.0 0.0] |
0.0l | | 0.0]

| 1|ZEYTIN | 0.01 | | 0.01 0.0] | | 0.0l 0.01 | | 0.0 0.0] |
0.01 | 1 0.0]

| 2|PELIN OTU | 0.0/ | | 0.0l 0.0] | | 0.0l 0.0/ | | 0.01 0.0] |
(] NoN ———

| 3IAKKAZAYAGI | 4.012+| +l10.01fj0.01 | | 0.0 0.01 | | 0.0] 0.0] |
O T 1 1 . 1

| 4|YAPISKAN OTU | 0.0 | | 0.0 0.0] | | 0.0] 0.0] | | 0.0] 0.0] |
0.001 [ 1 0.0

| 12|KEDI | 0.01 | | 0.0] 0.0] | | 0.0l 0.0/ | | 0.0 0.0] |
Oﬁl Il | am|

| s6lor Mix | 5.013+| +10.01fj0.01 | | 0.0 0.0] | | 0.0] 0.0] |
ogor | 1 0.0}

Il 7icavpar | 6.013+| +|15.01fJ0.01 | | 0.0] 0.0] | | 0.0] 0.0] |
(O e $

| 8|ALTERNARIA | 0.0] | | 0.0] 0.0] | | 0.0] 0.01 | | 0.0 0.0 |
0.01 | | 0.0]

| 9|ASPERGILLUS | 0.0/ | | 0.0] 0.0] | | 0.0 0.0/ | | 0.0 0.0] |
0.0l | | 0.0]

| 10|D. FARINAE | 0.01 | | 0.01 0.0 | | 0.0 0.01 | | 0.0 0.0 |
0.01 | 1 0.0}

| 11|D. PTERONYSSINU| 0.0 | | 0.0 0.0] | | 0.0] 0.0l | | 0.0l 0.0] |
0(\I | | A aN]

| s5IsiNir oTU | 6.013+| +[20.01fj0.01 | | 0.0 0.0] | | 0.0 0.0] |
opol I 1 0.0
R T T e Tt S Rt I

fom oot



E.U. Tip Fakiiltesi

IMMUNOLOJI RAPORU

Lab. No 7814814 Dogum Tarihi 07/01/1979
Protokol No 2018087259 Cinsiyeti : K
Adi Soyadi RUKIYE SOYBUDAK Istem Tarihi : 29.08.2018 07:00:00
Ornek Tipi Kan Numune Alim Zamani: 29.08.2018 07:17:26
Génderen Klinik IC HASTALIKLARI SERVISI Rapor Basim Tarihi 10.10.2018 18:10:26
Gonderen Hekim . Prof.Dr. AYTUL ZERRIN SIN
Gond.Hekim Aciklama: ar-ar-ar-ar-ar-ar-ar-ar-ar-ar-ar
- Referans Lab Kabul Onay
Test Sonuc Birim Arahin Aciklama 7 aman 7 amani
o EEEEEEEEEEEEEEEE——————————————— e e
0.00-0.35
GX1 (Grass Panel) 543 KU/L NEGATIF 20.08.2018 15:53 |04.00.2018 14:38
> 0.33 POZITIF
0.00-0.35
[WX3 (Weed Panel) 471 49 KU/L NEGATIF 20.08.2018 15:53 |04.09.2018 14:38
> 0.33 POZITIF
0.00 -0.35
[X9 (Tree Panel) 456 4(+) KU/L NEGATIF 20.08.2018 15:53 |04.00.2018 14:38
> 0.33 POZITIF
0.00-0.35
I\{XE (Mold Panel) 089 KU/L NEGATIF 20.08.2018 15:53 |04.00.2018 14:38
>0.33 POZITIF
0.00-0.35
{82 (Latex) 523 5(4) KU/L NEGATIF 20.08.2018 15:53 |04.09.2018 14:38
>0.33 POZITIF
[lotal IsE(a-10E) H 190 KU/L 0-100 20.08.2018 15:53 [04.00.2018 14:38
| FETI ANTTIT T ThTC




E.U. Tip Fakiiltesi

IMMUNOLOJI RAPORU

Lab. No 7705657 Dogum Tarihi - 07/01/1979
Protokol No . 2018087259 Cinsiyeti - K
Adi Soyadi . RUKIYE SOYBUDAK Istem Tarihi . 26.07.2018 14:10:31
Ornek Tipi . Kan Numune Alim Zamani: 26.07.2018 14:11:13
Gonderen Klinik :  ALERJI IMMUNOLOIJI POLK-1 Rapor Basim Tarihi : 10.10.2018 18:10:39
Gonderen Hekim . Prof.Dr. FATMA OMUR ARDENIZ
Gond.Hekim Agiklama :  gida alerjisi?-gida alerjisi?
Test Sonug Birim Referavns Aciklama apLsim LLLE
Arahgi Zamam Zamam
FX1 49.9 4(+) kU/L HJDEOGDM?EFE} _ 26.07.2018 15:17|27.07.2018 08:39
yer fistigi, findik, ceviz, badem, hindistan cevizi > QR NATTF
FX28 45.7 4(4) kU/L NEGATIF 26.07.2018 15:17|27.07.2018 08:39
susam, karides, et, Kivi FILAEIEL

Prof. Dr. Aytiil Zerrin SIN Prof. Dr. Emine Nihal METE GOKMEN



E.U. Tip Fakiiltesi

-
IMMUNOLOJI RAPORU
Lab. No - 7818379 Dogum Tarihi - 07/01/1979
Protokol No . 2018087259 Cinsiyeti - K
Adi Soyadi . RUKIYE SOYBUDAK Istem Tarihi . 29.08.2018 15:54:22
Ornek Tipi . Kan Numune Alim Zamani: 29.08.2018 15:55:08
Gonderen Klinik :  1C HASTALIKLARI SERVISI Rapor Basim Tarthi  : 10.10.2018 17:51:12
Gonderen Hekim . Prof Dr. AYTUL ZERRIN SIN
Gond.Hekim Aciklama :
o Referans Lab Kabul| Onay
Test Sonuc Birim Avahii Aciklama Firyoss Faiie ot
0.00-0.35
11 (Apis Mellifera -Bal ar1s1) 56.6 5(+) kKU/L NEGATIF 29.08.2018 15:55|31.08.2018 12:17

= 0.35 POZITIF

Prof. Dr. Aytiil Zerrin SIN Prof. Dr. Emine Nihal METE GOKMEN



Phadia IDM
sample Report

Sample ID RUKIYE
Sample date 30.07.2018 Sample type Patient
Sample slatus Reported Tube type Mormal
Pre-dilution factor 1 Priority: Low
Rack 1D 0005 Rack pos 1
Source Local
Patient name/address: Requestor name/address:
Patient ID: Request ID: RUKIYE
Birth date Request date: 30.07.2018
Sex Reguestor 1D
Requested test results
immunoCAP Specific IgE 0-100
Testname  Testlong name Conc Class Quotient Cut-off
RoZ14 CCD, MUXF3 from bromelin 39.6 kUAJ 4 Positive




