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Cocuklukta Anti-niikleer Antikorun Klinik Faydasi: Ugiincii Basamak
Bakim Merkezi Deneyimi

Pediatrik Otoimmiin Hastaliklarda ANA'nin faydasi
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GIRIS

» Antinikleer antikor (ANA) ilk olarak 1957 yilinda sistemik
lupus eritematozus (SLE) hastalarinin serumlarinda
kesfedilmistir.

» ANA hicre gekirdeginde bulunan bir gok antijene karsi
olusmaktadir.

» ANA taramasi igin insan epitelyal tip 2 (Hep-2)
hicrelerinde indirekt immunfloresans tarama altin
standart testtir.



GIRIS
ANA testi;
v'SLE,
v'Sjogren sendromu,
v'Skleroderma,
v'Inflamatuar miyopatiler,

v'Vaskdlitler gibi sistemik otoimmun
romatolojik hastaliklar



GIRIS
ANA farkl titrelerde ve farkli boyanma paternlerinde
saptanmaktadir. Saglikli populasyonun

1/40
Titrede
1/80
Titrede

B 1/160 N
Titrede



GIRIS

Boyanma paternlerinden ,

- BENEKLI BOYANMA saglikli
populasyonda sikken,

« HOMOJEN BOYANMA paterni
otoimmun hastaliklarda daha sik
gorilmektedir.

C

Fig. 10.6 Common ANA immunofluorescence patterns on HEp2 cells. A, Homogenous. B, Speckled. C,
Centromere. D, Nucleolar {with occasional speckling).




TABLE 10.1 Reported Prevalence of ANA

in Autoimmune, Infectious, and Malignant
Diseases

o o
.. | GIRI
Positivity
Condition (%)
Systemic Autoimmunity
SLE 97-100
Drug-induced LE® =89 .o
MCTD ~97 > RomClTOIOJIk hClSTC(IIk'C(r',
Sjgren syndrome B5
Juvenile S5¢ B1-97 .
JIA (allfoligoarticular subtype 39/70-80 > OTO|mmun haSTGI I klarl
JOm 40-63
Organ-Specific Autoimmunity > Eﬂf@kSlYOh]ar‘,
Autoimmune hepatitis 44-57
Autoimmune thyroid disease 35-45 > Mal | 9 n | Te I er ,
Infection A N A
EBV! 44-66 —— . .
HIV* 2-23 POZITIF
TB* 24-33
7 |> Gebelik
’
Malignancy . .
Nan-Hodgkin lymphama*® 26 > Iler'l yas’
Epithelial ovarian cancer® 40
Data are from pediatric studies unless otherwise indicated. > I [
EBV, Epstein—Barr wirus; H\V, human immunodeficiency virus; JOM., A I Iede OTO l mmun Has-ral l k
juvenile dermatomyaositis, JIA, juvenile idiopathic arthritis; LE, lupus ery- V I 4
thematosus, MCTD, mixed connective tissue disease; SBE, subacute ar. |9|
bacterial endocarditis; SLE, systemic lupus erythematosus, S5c, sys-
—_—

temic sclerosis; TB, tuberculosis.
*Adult studies
tChildren/Adults



GIRIS

» Bazi nukleer proteinler salin ile
ekstrakte edilirler. Bu proteinlere
ekstrakte edilebilir niikleer antijenler

(ENAs) denir.

» ENAs analizi ile farkl otoimmun
hastaliklar ayirt edilebilebilir.



Ornegin;
> Bir nonhiston asidik ribonukleoprotein olan Smith (Sm) antijeni SLE,

» MRNA prosesinde rolii olan SS-A, RNA polimeraz IIT kofaktori olan
S55-B Sjogren sendromu

» DNA topoizomeraz-I olan Scl-70 antijeni sistemik skleroz

sahiptir ve erigkinlerde lupus nefriti riskini arttirmaktadir.

> Dusuk aviditeli anti-dsDNA ise romatoid artrit, Sjogren sendromu,
otoimmun hepatit gibi bagka otoimmun hastaliklarda saptanabilir.



AMAC

“»Uclincii Basamak Bir Saglik Kurulusunun Pediatri
Kliniklerinde

**ANA testi yapilan hastalarin;
v'Klinik Bulgularini Degerlendirmek,
v’ Antikor Titresi,

v'Boyanma Paterni,

v'Anti dsDNA ve ANA subgrup sonuclarinin tani
sirecindeki rolini incelemekti




MATERYAL METOD

- Uglincli Basamak Saglik Merkezi
* 01 Ocak 2013-31 Aralik 2017 arasinda
* ANA testi yapilan 0-18 yasindaki hastalar

* Yasg, Cinsiyef,

« Tetkik Isteminin Yapildigi Klinik,

 Basvuru Anindaki Klinik Bulgu,

« On Tani, Kesin Tani,

« ANA Titresi, Boyanma Paterni,

« ANA Pozitif Hastalarda Anti-dsDNA Ve Subgrup Sonuglari



SEKIL 1: Anti niikleer antikor testleri istenilmis hastalarin galismaya dahil
edilme diagrami

istenilen ANA testi

n=5999
[
Hasta sayisi
n=4940
Pediatri kliniklerinden istek Diger kliniklerden istek yapilan
yapilan
n= 3812 (77.2%) n=1128 (22.8%)
Pozitif Negatif Pozitif Negatif
n=1010 n= 2802 n=313 n=815
(26.5%) (73.5%) (27.7%) (72.3%)
Verilerine ulasilan Verilerine ulagilan
n=909 n=2411
(27.4%) (72.6%)
\ J
|

Calismaya dahil edilenler

3320 (%100)




MATERYAL METOD

Otoantikor testi

ANA testi EUROIMMUN Mosaic HEp-20-10/liver(Monkey) indirekt
immunfloresan test kiti ile yapilmaktadir.

Numuneler belirli titrelerde Hep 10-20 hiicreleri ile karsilagtirilir,
reaksiyon varsa immunfloresan mikroskopta incelenir .



BULGULAR

n=3320 (%100)

» Test istendigindeki yas
ortalamast 10.05 + 475
yil, ortanca (min-max)
10.57 yil (0-18 yil) idi.

> Kizlarda pozitiflik
erkeklere goére yiksekti
(sirasiyla n=617 (18.6%)
VS n=292 (8.8%),
p<0.0001).

m ANA NEGATIF (%72,6) = ANA POZITIF (%27,4)



BULGULAR

Tablo 1: Test isteginin yapildigi bdliime gére ANA pozitifliginin degerlendirilmesi

Béliimler ANA pozitif ANA negatif Total
n (%) n (%) n (%)

Pediatrik Romatoloji 535 (16.1%) 983 (29.6%) <0.0001
General Pediatri 199 (6%) 639 (19.2%) 838 (25.2%)

Pediatrik Naroloji 70 (2.1%) 298 (9%) 368 (11.1%)

Pediatrik Gastroenteroloji 63 (1.9%) 257 (7.7%) 320 (9.6%)

Pediatrik Hematoloji- 31 (0.9%) 127 (3.8%) 158 (4.8%)

Onkoloji 11 (0.3%) 107 (3.2%) 118 (3.6%)

Diger bdliimler



BULGULAR

TEST ISTENEN HASTALARIN TANI ANINDA EN SIK KLINIK BULGULAR




Musculoskletal findings Neurological findings

Sekil 2: ANA ftesti =135 n=a17

istendigindeki Klinik L3
bulgularin analizi

Involuntary
Arthragia e
44%
Enterohepatic findings Mucocutaneous lesions
n=363 n=284
Others Oral aphtae Others
14% 21% » 1%
Hepato/splenomegalia
17%
Elevated
transaminases
69%
Hematological findings Others
n=247 n=654 Raynaud's
Others phenomenon
Anemia 7% Others 14%
9%
Abdominal pain
v 1%
Proteinuria
11%
Thrombocytopenia
4a1%

Fig.2 The clinical findines when anti-nuclear antibodyv tests were reguested



BULGULAR

Hastalarin 860'inda (25.9%) kesin tani otoimmun hastalikti.

Otoimmun hastaliklar romatolojik ve non-romatolojik hastaliklar olarak
incelendi (Tablo 2).



degerlendirilmesi

BULGULAR

Tablo 2: Otoimmun hastalik saptanan hastalarin kesin tanilarina gére ANA pozitifliginin

ROMATOLOJIK HASTALIKLAR
Juvenil idiyopatik Artrit
Sistemik Lupus Eritamotozus
idiyopatik Uveit

Psoriazis

Sistemik skleroz

Lokalize skleroderma

Miks Konnektif Doku Hastaligi
Juvenil Dermatomiyozit

Sjogren Hastaligi

Diger
Total

286 (33.3%)
0

37 (4.3%)

5 (0.6%)

0

8 (0.9%)

2 (0.2%)

4 (0.5%)

0

36 (4.2%)
515 (59.9%)

174 (20.2%)
52 (6%)

16 (1.9%)

4 (0.5%)

7 (0.8%)
1(0.1%)

4 (0.5%)
3(0.3%)
3(0.3%)

16 (1.9%)
345 (40.1%)

460 (53.4%)

9 (1.1%)
7 (0.8%)
9 (1%)

6 (0.7%)
7 (0.8%)
3(0.3%)

52 (6.1%)
860 (100%)



BULGULAR

Tablo 2: Otoimmun hastalik saptanan hastalarin kesin tanilarina gére ANA pozitifliginin

degerlendirilmesi

ROMATOLOJIK OLMAYAN HASTALIKLAR

Otoimmun Hepatit 11 (%1.3)
Inflamatuar Barsak Hastahigi 4 (0.5%)
Colyak Hastahigi 19 (2.2%)
immun Trombositopenik Purpura 44 (5.1 %)
Otoimmun Hemolitik Anemi 9 (1%)
Multiple Skleroz 17 (2%)
Optik Norit 8 (0.9%)
Guillain Barre Sendromu 8 (0.9%)
Akut Dissemine Ensefolomiyelit 4 (0.5%)
Kronik Otoimmun Urtiker 1(0.1%)
Tip 1 Diyabetus Mellitus 6 (0.7%)
Tibulointertisyel Nefrit 6 (0.7%)
Diger 36 (4.2%)

Total 515 (59.9%)

20 (2.3%)
3 (0.3%)
10 (1.2%)

4 (0.5%)
5 (0.6%)
1(0.1%)
2 (0.2%)
2 (0.2%)
4 (0.5%)
2 (0.2%)
0

16 (1.9%)
345 (40.1%)

31 (3.6%)
7 (0.8%)

13 (1.5%)

22 (2.6%)
9 (1.1%)
10 (1.2%)
6 (0.7%)
5 (0.6%)
8 (0.9%)
6 (0.7%)

52 (6.1%)
860 (100%)



Pozitif Ongoéri Degeri (PPV). Pozitif test sonucu alinan kiginin hasta olma
olasiligidir. Yiizde olarak verilir.

Negatif Ongorii Degeri (NPV). Negatif test sonucu alinan kiside hastaligin
bulunmama olasihigidir.

Ozgqiillik (Spesivite), hastaligin olmadigini gosteren bir &zelliktir ve yiizde
olarak ifade edilir. Hasta olmayan kisilerde testin negatiflik ylizdesidir.
Duyarhlik (Sensitivite), testin hastaligi belirleme giicliniin géstergesidir;
ylizde olarak ifade edilir. Test sonucunun hastaligi olanlarda pozitiflik

oranidir.



1J?

BULGULAR

Otoimmun hastalik varligi igin ANA testinin performansi
degerlendirildiginde

>1/100 titre igin PPV %37.9, NPV %78.6, sensivite %40.1, spesivite
%77.1;

> 1/1000 titre icin PPV %43.4, NPV %77, sensivite %24.11, spesivite %89

SLE igin ANA testinin performansi degerlendildiginde:
>1/100 titre igin PPV %29, NPV %100, sensivite %100, spesivite %84.8;

> 1/1000 ftitre igin PPV %25.8, NPV %96.5, sensivite %45.7, spesivite %
91.8 idi .



BULGULAR

TABLO 4 : ANA pozitif hastalarda otoimmun hastalik varligini etkileyen faktarler

Degiskenler Otoimmiin Otoimmun Univariate logistik Multivariate logistik
hastalik ile hastalik olmadan . .. X ..
regression analizi regression analizi
n=345 (100%) n=564 (100%) OR [95% CI] P OR [95% Cl] p
Cinsiyet 0.060
Kadin 252 (73%) 362 (64.2%) 1.512 [1.127-2.028] 0.006 1.296 [0.953-1.762] 0.098
Erkek 92 (27%) 202 (35.8%)
Titre
1/100 131(38%)  285(50.5%)  0.001 0.599 [0.456-0.787] <0.001 1.302 [0.449-3.778] 0.628
1/100-1/1000 o 9 (1 £ 0.630 NA NA
>1/1000 208 (60.3%) 270 (47.9%)]  0.001 1.653[1.260-2.169] <0.001 1.831[0.637-5.265] 0.262

Boyanma Paterni

Granular 311 (38.1% 505 (89.5% 0.770 0.72[0.45-1.17] 0.19

Homogen 102 (29.6%) 44 (7.8%) <0.001 4.96[3.38-7.29]  <0.001 4.562 [3.076-6.766] <0.001

Nuclear 36 (10.4%) 77 (13.7%) 0.154 0.74[0.48-1.12]  0.15



BULGULAR

ANA subgrup galisilan hasta sayisi 153
idi.
41'inde ANA subgrup pozitifligi

mevcuttu.

Anti-ds DNA 241 hastada ¢alisiimist.

Bunlarin 226'inda (93.8%) negatifti.

13 hastada Anti-histon ,

13 hastada anti-Sm/RNP,

10 hastada anti-riibozomal P,
7 hastada anti-SS A,

5 hastada anti-Scl 70,

3 hastada anti-SS B,

2 hastada anti-Sm,

1 hastada anti-Jo 1 subgrubu
pozitifti.



BULGULAR

Tablo 5: Tekrarlayan analizlerde ANA titresindeki ve sonuclarindaki
degisikligine gére otoimmun hastalik varligi

ANA titre degisimi

Degisim yok 181 (76.1%) 232 (92.1%) <0.001

Artma 32 (13.4%) 12 (4.8%) 1.172 (0.416-3.303) 0.764
Azalma 25 (10.5%) 8 (3.2%) 0.293 (0.147-0.584) <0.001
ANA sonucu degisimi

Degisim yok 211 (88.7%) 244 (96.8%) 0.002

Negatiften Pozitife Degisim 18 (7.6%) 5 (2%) 0.833 (0.162-4.295) 0.827

Pozitiften Negatife Degisim 9 (3.8%) 3 (1.2%) 0.240 (0.088-0.658) 0.006



BULGULAR

v JIA ve SLE'li 17 ve 5 hastada ANA titreleri azalirken,
v  JIA'h 9 hastada ve SLE'li 9 hastada ANA titreleri artti.

v ANA serokonversiyonu SLE'li dokuz hastada ve JIA'li dort hastada negatiften
pozitife donustd.

v ANA serokonversiyonu pozitiften negatife dénen 9 hastada JIA vard..



TARTISMA

» Cocuk polikliniklerinden ANA testi istenen
hastalarin %25'ine otoimmin hastalik tanisi
konuldu.

» Otoimmiin hastaligi olan hastalarin %40'i ANA
pozitifti.



TARTISMA

> 1:100 titredeki ANA pozitifligi, otoimmiin hastaliklarin teshisinde
%77 o6zgiilliige ve %40 duyarliliga sahipti.

ANA testi istemenin en yaygin nedeni diger galismalara benzer
sekilde kas-iskelet sistemi bulgulariyd:.

Literatiirde ANA pozitif hastalarin %44'i gocuk romatoloji bdliimiine
yonlendirilmistir.

Hekimlerin giinlik pratikte artrit ve artralji oldugunda ANA istemekte
oldugunu bu sonuglar destekliyor.



TARTISMA

ANA testi isteme nedenlerinin kas-iskelet sistemi bulgulari disinda bas
agrisi, transaminaz yiiksekligi, dokiintii, sitopeni ve Raynaud fenomeni

oldugu saptandi.

Eriskin gcalismasinda kas-iskelet sistemi bulgulari, bas agrisi, yorgunluk,
sa¢ dokilmesi




TARTISMA

JIA, otoimmiin hastaliklari olanlarin neredeyse yarisini olusturuyordu.

ANA, JIA'da bir siniflandirma kriteri olarak onerildiginden ve JIA ile
iligkili Gveit igin bilinen bir risk faktori oldugundan ANA testinin
pediatrik romatoloji bélimi tarafindan siklikla talep edilmesi makul
goriilebilir.

Pediatrik romatoloji bélimi ANA testi istediginde duyarliik ve PPV daha
yiksekti.



TARTISMA

Otoimminitesi ve ANA pozitifligi olan hastalarda artrit, dokiinti ve
trombositopeni dikkat geken klinik bulgulard.

Ozellikle artrit, ANA pozitifligi ile basvuran bireylere JIA tanisi konuldu.

Ayn sekilde dokiintii, ANA pozitifligi ve otoimmiinitesi olan kisilere de
malar dokiintii, diskoid dokiintl, fotosensitivite, vaskiilitik dékinti gibi
semptomlar gésterdikten sonra SLE tanisi konuldu.



TARTISMA

Tim performans degerlendirme araglari, > 1:100 titrede ANA
pozitifliginin otoimmiin hastaliklar igin zayif bir belirleyici
oldugunu ortaya gikardi.

NPV ve PPV, 2> 1:100 titreye kiyasla 2 1:1000 titrede
degismedi. Ancak diisiik titrelerde duyarliik azaldi ve 6zgiillik
artti.



TARTISMA

1:80 titrede ANA pozitifligi, SLE igin 2019 EULAR/ACR siniflandirma
kriterlerinde giris kriteri olarak belirlenmistir.

Bu galismada SLE'de duyarlilik, 1:100 titrede, 1:1000 titreye gére 7%50'nin
Gzerinde azaldi. Spesifiklik 1:100 titrede kabul edilebilir diizeydeydi.

Literatiir ile uyumlu idi.



TARTISMA

Otoimmiinitenin patogenezinde birgok gevresel ve genetik faktér rol
oynamaktadir.

Onceki ¢alismalar otoimmiin romatizmal hastaliklarda kadin cinsiyetin
ve yiiksek ANA titresinin daha sik goriildigini ortaya gikarmistir.

Bu ¢alismada tek degiskenli analizde kadin cinsiyet, homojen boyanma
paterni ve yiiksek titrede pozitifligin pozitif risk faktérleri oldugunu,
ancak ¢ok degiskenli analizde yalnizca homojen boyanmanin
otoimmdinite igin bagimsiz bir risk faktori oldugu gésterildi.



TARTISMA

Bu ¢alismanin sonuglarina gore homojen bir boyama modeli
otoimmiinite riskini dort kat artirdi. Otoimmin romatolojik
hastaliklarda ANA'nin boyanma sekli tartismali olmaya devam
etmektedir.

Onceki birkag ¢alisma, homojen paternin SLE'de RA, veya multipl
sklerozdan daha az siklikta oldugunu bildirirken, diger ¢alismalar
homojen paternlerin SLE'de, 6zellikle de jivenil SLE'de daha sik
ortaya giktigini bildirmistir.



TARTISMA

Otoimmiin  hastaliklarda ANA  serokonversiyonu her zaman
sorgulanmigtir.

Tekrarlanan analizlerde negatiften pozitife serokonversiyonun
otoimmiinite riskini dort kat artirdigini gosterildi.



TARTISMA

> Avrupa Otoimmiinite Standardizasyon Girigimi, otoimmiin hastaliklar igin
seri ANA analizlerini dnermemektedir .

» Ancak bu c¢alismaya goére, SLE siiphesi kuvvetli olan hastalarda ANA
testi negatif olsa bile takipte testin tekrarlanmasi gerektigini
disiindirmektedir.

> Tekrarlanan ANA testlerinde dikkat geken bir diger sonug ise primer
Raynaud sendromu tanisi alan hastalarda ANA titre degisikligi ve
serokonversiyonun gérilmemesiydi.

> Bu galismaya gore ANA negatif Raynaud fenomeni olan hastalarda seri
ANA testlerinin gereksiz oldugunu diisiindiirmektedir.



KISITLILIKLAR

Olumlu yadnleri;
ANA testinin gocukluk gaginda kullanilabilirligi konusunda en fazla
hasta sayisina sahip olmasi

¢alismamizin en dnemli kisithihg ;

retrospektif olmasi,

hastalari tek merkezde gogunlugu Tirk kdokenli olmasi,

ANA alt grup analizi ve anti-dsDNA testleri tim hastalara
yapilmamasi



SONU¢

ANA testi otoimmiin hastaliklarin tanisina yardimci olmak amaciyla
hekimler tarafindan siklikla kullanilmaktadir. Bu c¢alisma ile
duyarhliginin ve 6zgiilliigiiniin nispeten diisik oldugu gosterildi.

Ayrica bu arastirma, ANA pozitifligi ile birlikte en sik gérilen
otoimmiin hastaliklar olan JIA veya SLE'de kronik artrit, malar
dokiintd, 1s1ga duyarlilik, vaskilitik dokiinti ve trombositopeninin
belirte¢ oldugunu ortaya koymaktadir.

ANA testini isterken hastanin klinik durumunu ve potansiyel
ayirici  tanilarini  dikkatle g6z dninde bulundurmalidir. Aksi
taktirde bu durum yaniltici test sonuglarina ve hastada gereksiz
kaygiya neden olabilir.



ANA BOYANMA

PATERN KARAKTERISTIK
BULGV

HOMOJEN Antikor
konsantrasyonuna bagli
olarak yogunlugu degisen

) gekirdekte homojen

boyama

PERIFERAL Cekirdegin etrafinda

diizenli boyama
Gekirdek ince graniillerle
boyanir, niikleoller
boyanmaz ve kromatin
tabakasi da boyanmaz

Ince benekli (Ince Gr'am'.iler'|

KABA BENEKLI
(bazi eklemeler

Gekirdek iri graniillerle
gozlenir, niikleoller de

/niikleer boyanir ve higbir

matris: ) kromatin bileseni
gozlenmez

NUCLEOLAR Nikleollerin yogun

boyanmasi

PATERNLERI

ANTIJEN ILISKILLI OLDUGU
HASTALIK
Kromatin SLE, Ilag iliskili

Komponentleri Lupus/Vaskulit, JTA

(deoxyribonucleo

proteins or

histones)

Anti-native DNA Cilt sinirh

Sentromer skleroderma,Primer Bilier
Proteini Siroz

Gekirdegin SLE,Sjogren, Sistemik
ekstrakte Skleroderma, Dermatomiyozit
edilebilir ,Miks konnektif doku
proteinleri hastaligi

Niikleolar Sistemik Skleroderma
yapidaki SistemikSkleroderma/Polimiy
proteinlere karsi ozit

aktivite



ANA BOYANMA PATERNLERI -
IMMUNFLORASAN GORUNTULERI

Fig. 10.6 Common ANA immunofluorescence patterns on HEp2 cells. A, Homogenous. B, Speckled. C,
Centromere. D, Nucleolar {with occasional speckling).



ENA PANELI
(Ekstrakte edilebilir niikleer antijenler )

RNA ile iligkili histon olmayan proteinlerdir; Bunlardan bilinen
100'den fazla antijen vardir;

AntiDFS70, anti-Ro/SS-A, anti-La/SS B, anti-U1RNP, anti-Sm,
anti-Scl70 ve anti-Jol su anda en ¢ok calisilanlardir.



ANA TESTi -iiFT

pozitif negatif
| | |

Sistemik Romatolojik
Otoimmun hastalik
igin serolojik belirteg

yok

Ozellikli Alt Grup
Arastirmasi

J

pozitif | negatif
| |

Sistemik Romatolojik
Otoimmun hastalik
igin serolojik belirteg

yok

Olasi Sistemik
Romatolojik
Otoimmun hastalik




Anti-DFS70 (Dense Fine Speckled70)

Anti-DFS70 antikorlari (Yogun ince
Benekli, 70 kDa molekiiler agirhk),
dolayli immiin floresans vyoluyla
yogun benekli desen (DFS) gosteren

anti-niikleer antikorlarin (ANA) bir alt

grubudur.



Anti-DFS70 (Dense Fine Speckled70)

Astim,

Sedef hastaligi,
Sistemik Skleroderma,
Atopik dermatit,
Behget hastaligi,

Sarkoidoz gibi bazi kronik
inflamatuar hastaliklar,

Kronik yorgunluk sendromu
gibi diger inflamatuar olmayan
durumlar

Neoplazmlar (prostat ve meme
kanseri)

VvV V VYV VYV V V V

Vogt-Koyanagi Harada sendromu %66,7
Atopik dermatit %30

Sjogren Hastalig1 %11

Saglikh bireylerde yaklasik %11
Konnektif Bag Doku hastaligi: %8

SLE %2

Sistemik skleroz % 0,06



Sistemik otoimmiin hastaliklarda anti-DFS70

antikoru

Otoimmin romatizmal hastaliklar olarak bilinen hastaliklarda,
anti-DFS70 antikorunun varligiyla negatif iliski tespit edilmistir.

Anti-DFS70 antikoru, SLE'ye
0zgii otoantikorlarin  veya
organa  spesifik  olmayan
antikorun yoklugunda, SLE
tanisi igin bir dislama kriteri
olarak hizmet edebilir

Anti-DFS70'e sahip olmak,
sistemik sklerozun organ spesifik
olmayan antikorunun yoklugunu
gosterir ki bu durumda da
hastaligin gelismesi muhtemel
degildir.



Anti-DFS70 (Dense Fine Speckled70)

» Sistemik otoimmiin hastaliga ilerlemeyen pozitif ANA'li bireylerin
ayriminda yararh bir biyolojik belirte¢ olarak degerlendirilebilecegini,

» Saglikh bireylerde sistemik otoimmiin hastaligi olan hastalara goére
daha yaygin oldugunu,

» Pozitif anti-DFS70'e sahip saglikli bireylerde dort yil veya daha uzun
bir klinik takip sonrasinda sistemik otoimmiin hastaligi gelismedigini
gosteren ¢calismalar mevcuttur.
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ANA screening lIFT

‘ positive | negative ‘
Diligent differentiation No serological
of ANA indication of SRA

—

Positive Negative
finding finding

} }

No serological
ﬁg{‘v indication of
SRA




Orijinali- hoca baktiktan sonra silinecek

Table 1 - Characteristics and specific antigens of the different ANA patterns most frequently found by indirect

immunofluorescence.

Patterm

Characteristics

Antigen

Hﬂ-]‘.l".ElEE'I'IEI:I'I.IB
(diffuse: AC-1)

Peripheral
Fine speckled [fine
granular: AC-4)

Coarse speckled
[splices-
sarnelrnclear
matrix: AC-5)
Muclealar (AC-8,9,10)

Hormogeneous staining in the nucleus
which varies in intensity depending on
the concentration of antibodies

Regular staining around the nuclews

The nucleus is stained with fine granules,
the nucleoli are not stained and the
chromatin plate is not stained either

The nucleus is observed with coarge
granules, the nueleali are also stained and
no chromatin components are observed

ntense staining of the nucleoli

Chromatin components
(decxyribonuclesproteing or histones)

Anti-native DNA
Centromers proteins

Extractable proteins of the nuclews

Activity against proteins of the nucleolar
gtructure

In this table are evidenced the different ANA patterns with their respective characteristics in IIF, thelr current nomenclature and specific



Orijinali- hoca baktiktan sonra silinecek

Table 2 - Prevalence of anti-DFS70 antibodies in sera of patients with different autoimmune pathologies and in healthy

controls.

Condition Prevalence Literature

Vogt-Koyanagi-Harada 66.7% Yamada K, et al. Humoral immune response directed against
LEDGEF in patients with VKH. Immunol Lett. 2001;78:161-8>°

Atopic dermatitis 30% Ochs RL, et al. Autoantibodies to DFS 70 kd/transcription

coactivator p75 in atopic dermatitis and other conditions. ] Allergy
Clin Immunol. 2000;105:1211-202"

Sjogren’s syndrome 11% Muro Y, et al. High concomitance of disease marker autoantibodies
in anti-DFS70/LEDGF autoantibody-positive patients with
autoimmune rheumatic disease. Lupus. 2008;17:171-6°°

Healthy 11% Watanabe A, et al. Anti-DFS70 Antibodies in 597 healthy hospital
workers. Arthritis Rheum. 2004;50:892-9002%°

Undifferentiated connective tissue 8% Muro Y, et al. High concomitance of disease marker autoantibodies

disease in anti-DFS70/LEDGF autoantibody-positive patients with
autoimmune rheumatic disease. Lupus. 2008;17:171-6°°

Systemic lupus erythematosus 2% Watanabe A, et al. Anti-DFS70 Antibodies in 597 Healthy Hospital
Workers. Arthritis Rheum. 2004;50:892-900%°

Systemic sclerosis 0.6% Muro Y, et al. High concomitance of disease marker autoantibodies

in anti-DFS70/LEDGF autoantibody-positive patients with
autoimmune rheumatic disease. Lupus. 2008;17:171-6°°

These results show that the prevalence of these autoantibodies is higher in healthy population than in those with autoimmune diseases.




TABLE 10.2 A Proposed Nomenclature of IIF Patterns on HEp2 Cells Used in the Detection of
Antinuclear Antibodies, with Responsible Antigens and Typical Disease Associations

MNUCLEAR PATTERNS

Immunofluorescence Pattern

Related Antigens

Related Diag nosis

Homogeneous

Speckled
Dense fine speckled

Fine speckled

Large/coarse speckled
Centromere

Discrete Muclear Dots
Multiple nuclear dots

Few nuclear dots

MNucleolar
Homogeneous

Clumpy
Punctate

MNuclear Envelope
Smoath nuclear envelope

Punctate nuclear envelope

Pleomorphic
PCMA-like

CENP-F-like

dsDOMA, nucleosomes, histones

DFS70/LEDGF

S5-A/Ro (RoB0), S5-B/La, Mi-Z, TIF1+y, TIF1p,
Ku, ANA helicase A, Replication protein A

hnRNP. UTRNF, Sm, RANA polymerase I

CENP-A/B (C)

Sp100, PML proteins, MJ/NXP-2
pBO-coilin, SMN

PM/Sel-75, PM/Scl-100, Th/To, B23/nucleop-
hasmin, nucleolin, No55/SCE5

U3-snoRNP/fibrillann

RNA polymerase |, hUBF/NOR-30

Lamins A,B.C, or lamin-associated proteins
MNuclear pore complex proteins {i.e., gp22)

PCNA
CENP-F

SLE, drug-induced SLE/vasculitis, JIA

Rare in SLE, SjS, SSc
SjS, SLE, DM, SSc/PM overlap

MCTD, SLE, S5c
Limited cutaneous S5c, FBC

PBC, SARD, PM/DM
SjS, SLE, SSc, PM, asymptomatic individuals

55c, S5c/PM overlap

S5c
SSc, SjS

SLE, S5jS, seronegative arthritis
PEC

SLE, other conditions
Cancer, other conditions



CYTOPLASMIC PATTERNS

Immunofluorescence Pattern

Related Antigens

Related Diagnosis

Fibrillar
Linear/actin
Filamentous/microtubules

Segmental

Speckled
Discrate dots

Dense fine speckled
Fine speckled
Reticular/AMA
Polar/Golgi-like

Rods and Rings

Actin, nonmuscle myasin

Vimentin, cytokeratins

Alpha-actinin, vinculin, tropomyosin

GW182, Su/AgoZ, Ge-1
PL-7, PL-12, nbosomal P proteins

Jo-1/histidyl-tRNA synthetase

PDC-E2/M2, BCOADC-EZ, OGDC-E2, Elax
subunit of POC, E3BP/protein X

Giantin/macrogolgin, golgin-35/GM130, gal-

gin-160, golgin-97, golgin-245
IMPDHZ, others

MCTD, chronic active hepatitis, liver cirrhosis, myasthenia gravis,
Crohn disease, PBC, long-term hemodialysis, rare in SARD ather
than MCTD

Infectious or inflammatory conditions, long-term hemadialysis,
alcoholic liver disease, SARD, psoriasis, healthy controls

Myasthenia gravis, Crohn disease, ulcerative colitis

PBC, SARD, neurological and autoimmune conditions

“antisynthetase syndrome,” PM/DM, SLE, juvenile SLE, neuropsy-
chiatric SLE

Antisynthetase syndrome, PM/DM, limited S3c, idiopathic pleural
effusion

Common in PBC, SSc, rare in other SARD

Rare in )5, SLE, RA, MCTD, GPA, idiopathic cerebellar ataxia,

paraneaplastic cerebellar degeneration, viral infections
HCV patients post-IFN/ribavirin therapy, rare in SLE,
Hashimoto and healthy controls




MITOTIC PATTERNS
Immunofluorescence Pattern Related Antigens Related Diagnosis
Centrosome Pericentrin, ninein, Rare in SSc, Raynaud phenomenon, infections (viral and
Cep250, Cep110, enolase mycoplasma)
Spindle fibers HsEg5 Rare in SjS, SLE, other SARD
NuMA-like Centrophilin SjS, SLE, other
Intercellular bridge Aurora kinase B, CENP-E, Rare in SSc, Raynaud phenomenon, malignancy
MSA-2, KIF-14, MKLP-1
Mitotic chromosome coat Modified histone H3, Rare in discoid lupus erythematosus, chronic lymphocytic leukemia,
MCA-1 S;S, and polymyalgia rheumatica

This nomenclature includes a broader array of patterns than would routinely be reported by most diagnostic laboratories.

AMA, Antimitochondrial antibodies; CENP, centromere protein, DFS, dense fine speckled; DM, dermatomyositis, dsDNA, double-stranded DNA
GW, glycine-tryptophan; JIA, juvenile idiopathic arthritis; MCTD, mixed connective tissue disease; MSA, mitotic spindle; NuMA, nuclear mitoti|
apparatus, PBC, primary biliary cirrhosis; PM/Scl, polymyositis/scleroderma; RA, rheumatoid arthritis; ANP, ribonucleoprotein; SARD, systemic autc
immune rheumatic diseases; SLE, systemic lupus erythematosus; SjS, Sjogren syndrome; SAP, signal recognition particle; SSc, systemic sclerosis
Topo-1, topo-isomerase 1; tANA, transfer RNA.
Adapted from Chan EK, Damoiseaux J, Carballo OG, et al. Report of the first international consensus on standardized nomenclature of antinuclear
antibody hep-2 cell patterns 2014-2015. Front Immunol. 2015,6:412.




TABLE 10.3 A List of the Major Extractable Nuclear Antigens Against Which ANA Form and

Their Disease Associations

Extractable Nuclear Antigen Comments on Cugnate Antibodies

Sm (Smith) * Highly specific for SLE
* Present in ~30% of pSLE cases (low sensitivity)'®'
* Associated with development of less severe forms of nephritis'®" and with CNS disease and serositis in SLE27872
= Target antigens found in protein components of U1-, UZ-, U4-, and US- small nuclear ribonucleoprotein (snRNP) parti-
cles. Additional proteins in the U1snBMP particle are recognized by anti-ANP antibodies, hence the frequent co-occur-
rence of anti-Sm and anti-U1AMNP antibodies in SLETE.77.E0
Ro (SSA) * Common in Sjiigren syndrome and subacute cutaneous lupus
* Also found in other diseases (e.q., SLE, systemic sclerosis, and poly/dermatomyositis)
* |mplicated in the pathogenesis of neonatal lupus erythematosus
* Two subtypes known by their molecular weight and with differant intracellular distributions—Ro52 [cytoplasmic) and
Ro60 (nuclear/nucleclus) antibodies do not necessarily form against both
* Ho52 more common in systemic sclerosis and myositis®!
* Ho60 transiently colocalized with La/55B on some small cytoplasmic RNA molecules (hY-RMAs), hence the frequent
co-occurrence of anti-Ro and anti-La antibodies® "5
* May occur in the absence of anti-La antibodies
* May not be detected on HEpZ IIF cell lines

La (SSB) * | ess common than anti-Ro antibodies and rarely found in their absence™
* Seen mainly in SLE and Sjogren syndrome
U1 RNP » Characteristic of MCTD
* Seen also in other diseases (e.g., SLE and systemic sclerosis)
Jo-1 (histidyl-tRNA synthetase) = Associated with polymyositis, typically with interstitial pulmonary fibrosis and hyperkeratotic “mechanics™ hands

* Presence may predict poorer response to treatment
May also be found in DM, SLE, MCTD
Scl-70 {Topoisomerase-1) # Highly specific for systemic sclerosis if detected using immunoblotting, immunodiffusion, or immunoprecipitation, but
only moderate sensitivity™
* Associated with development of pulmonary fibrosis
Occasionally found in other disease |e.g., SLE) especially if detected by ELISA
PM-Scl * Associated with polymyositis-scleroderma overlap syndrome

DA Dermatomyositis; ELISA, enzyme linked immunosorbent assay; (IF, indirect immunofluorescence; MCTD, mixed connective tissue disease;
pSLE, pediatric systemic lupus erythematosus; SLE, systemic lupus erythematosus.
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