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oz

Amag: Tip 1 diabetes mellitus (Tip 1 DM), ¢cocukluk ve ergenlikte en sik gorilen endokrin-metabolik bozukluktur. Bu
calismada, Tip 1 DM’de k&t metabolik kontrol icin risk faktérleri, olgularda enfeksiyon siklidi, eslik eden otoimmun
hastalik sikligi, Tip 1 DM’un final boyuna ve viicut kitle indeksine (VKI) etkisinin saptanmasi planlanarak tedavi ve
izlemlerinin tekrar gézden gecirimesi amaclanmigtir.

Gerec ve Yontemler: Bu calismaya Tip 1 DM’li 184 ¢ocuk ve ergen dahil edilmistir. Hasta dosyalar retrospektif olarak
incelenmistir ve hastalarin sosyodemografik dzelliklerini ve enfeksiyon dykusunu igeren bir anket uygulanmistir.

Bulgular: Dahil edilen vakalarin%53.5’i kiz,%46.7'si erkek olup yas ortalamasi 12.71+0.31 yildi. Ortalama tani yasl
7.71+0.29 yIl iken ortalama Hb1ac degeri 8.45+1.78'di. Ortalama HbA1c degeri ile tip 1 DM igin aile dykUst, ev halki
bUydklagu, ikametgah ve aylik gelir arasinda bir korelasyon bulunmadi. Tip 1 DM kronik bir hastalik olmasi nedeni ile
hastalarda nihai boya etkisi, hedef boy ile nihai boy karsilastirilarak yapildi. Nihai boya ulasan 29 hastanin hedef boylarini
gectigi goruldu. Metabolik kontrolin bir gostergesi olan ortalama HbA1c degeri arttikgca mikroalbUminUri ve néropatinin
arttigi saptandi. Olgularda hastanede yatis gerektirecek ciddi enfeksiyon olmadigi ve yillik ortalama enfeksiyon sayisi 2,3
oldugu goéruldu. Enfeksiyon sikliginda artis saptanmadi.

Sonug: Sonug olarak, Tip 1 DM’li hastalarda k&t metabolik kontrol igin risk faktorl olarak hastalik stresi ve artmis
yas, ergenlik, sosyoekonomik durum, diyet dnerilerine uyumsuzluk ve kontrol ziyaretlerine gelememe tespit edilmistir.
Gelistirilmis metabolik kontrol ile hastalarin hedef boya ulastigi gérulmUstir. Hastalarmizda enfeksiyon oraninda artis veya
hastanede yatmayi gerektirecek ciddi enfeksiyon goriimemistir. LiteratUr ile benzer otoimmun hastalik sikligr izlenmigtir.

Anahtar Soézciikler: Hemoglobin A1C, Enfeksiyon, Metabolik, Tip 1 Diyabetes Mellitus

ABSTRACT

Objective: Type 1 diabetes mellitus (Type 1 DM) is the most common endocrine-metabolic disorder at childhood and
adolescence. In this study, it was aimed to determine the risk factors for poor metabolic control in Type 1 DM, the
frequency of infection in the cases, the frequency of accompanying autoimmune diseases, the effect of Type 1 DM on
the final height and body mass index (BMI) and to review the treatment and follow-up.

Material and Methods: The present study included 184 children and adolescent with Type 1 DM. The patient charts
were retrospectively reviewed and a questionnaire was applied including sociodemographic characteristics of the
patients, and history of infection.
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Results: Of the cases included, 53.5% were girl whereas 46.7% were boy with a mean age of 12.71+0.31 years. Mean age at diagnosis
was 7.71+0.29 years while mean Hb1ac value was 8.45+1.78. No correlation was found between mean HbA1c value and family history
for diabetes mellitus, household size, residency and monthly income. Since type 1 DM is a chronic disease, the final dye effect in
patients was made by comparing the target height with the final height. It was observed that 29 patients who reached to final height
passed over their target height. It was determined that as the mean HbA1c value, which is an indicator of metabolic control, increased,
microalbuminuria and neuropathy increased. There was no severe infection requiring hospitalization. The mean number of infection per
year was 2.3 and there was no increase in the frequency of infection.

Conclusion: In conclusion, duration of disease and increased age, puberty, socioeconomic status, incompliance to dietary recommendation

and failure in attending control visits were identified as risk factor for poor metabolic control in patients with Type 1 DM. It was found that
patients reached to target height by improved metabolic control. No increase in infection rate or severe infection requiring hospitalization was

observed in our patients. The frequency of autoimmune diseases was similar to the literature.
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GiRiS

Diyabetes mellitus tek bir hastallk tablosu olmayip etiyoloji,
patogenez ve genetik yonden farkliliklar gdsteren hastaliklar
grubudur. Gocukluk ve addlesan déneminin en sik gordlen
endokrin-metabolik bozuklugu olan Tip 1 DM insulinin eksikligi
sonucu gelisen karbonhidrat, yag ve protein metabolizmalarinda
bozukluklarla karakterizedir (1).

Glikozile hemoglobin (HbA1c), diyabetin baslangic tanisi
ve daha sonraki takibinde metabolik kontrolin iyi bir
gostergesidir. HoAlc, ISPAD’a gore <%7.5 optimal, %7.5-
9 arasinda suboptimal ve >%9 kotli metabolik kontrol olarak
sinflandinimistir. Iyi bir metabolik kontrol ile diyabetin mikro
ve makrovaskuler komplikasyonlarinin - énlenebilecegdi veya
geciktirilebilecedi bilinmektedir (2).

Tip 1 DM'de iyi metabolik kontroltin saglanmasi icin multidisipliner
bir ekip calismasi gerekmektedir. Bu ekipte, pediatrik endokrinolog,
diyabet hemgiresi, diyetisyen ve psikolog bulunmalidir.
Sosyoekonomik durumun kéti olmasi, diyabet slresinin (yasi)
uzamasl, diyabetik ketoasidoz (DKA) atak sikiidi, dUzensiz
poliklinik kontrolu, ailedeki birey sayisinin fazla olmasi, psikolojik
durum bozuklugu ile HbA1c arasinda anlamli iligki oldugu
bildirilmistir (2,3).

Baz epidemiyolojik ¢alismalarda, diyabetes mellitus (DM) (Tip
1 DM ve Tip 2 DM’li tim hastalar) hastalarinin enfeksiyonlar
icin DM hastasl olmayanlara gdre daha sik tedavi gérdugunu
gosterilmesine ragmen, DM enfeksiyon riski Uzerindeki etkisinin
bUyUKIGGU aktif bir arastirma sorusu olmaya devam etmektedir.
Gogu calisma, genel populasyonla karsilastiridiginda DM’lu
hastalar arasinda enfeksiyon riskinin arttigini desteklemektedir,
ancak bu riskin biyUkligu belirsizdir (4-6). Ozellikle DM, deri
ve yumusak doku enfeksiyonlari ve ardindan genitoUriner,
gastrointestinal malign eksternal otit ve solunum yolu
enfeksiyonlar ile iliskilendirilimistir (4).

Bu calismada, Tip 1 DM’de kotl metabolik kontrol igin risk
faktorleri, olgularda enfeksiyon sikligl, eslik eden otoimmin
hastalik sikligi, Tip 1 DM’un final boyuna ve vicut kitle indeksine
(VKI) etkisinin saptanmasi planlanarak tedavi ve izlemlerinin
tekrar gbzden geciriimesi amagclanmistir.
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GEREGC ve YONTEMLER

Bu calisma, Akdeniz Universitesi Hastanesi Gocuk Endokrin
Klinigi’nde takip edilen son bir yilda en az bir poliklinik bagvurusu
olan ve en az bir yildir Tip 1 DM tanisi ile takipli olan 184 Tip 1
DM tanili olgu incele

nerek yapiimistir. Bu ¢alismada olgulara ait dosyalar retrospektif
olarak degerlendirilip, hastalara bir anket uygulanmistir.
Olgularin dosyalarinda, anamnez, sistemik muayene, eslik eden
hastaliklar hastalikla ilgili komplikasyon ve tedavi bilgileri ayrintili
olarak incelenmistir.

Ankette hastalarin, yasli, cinsiyeti, boyu, kilosu, hedef boyu,
anne ve baba meslegi, anne ve babanin egitim durumu, ailenin
aylik geliri, evdeki birey sayisi, yasanilan yer, hastanin tani aldig
tarih, tani mevsimi, insulin rejimi, hastanin diyet ve egzersiz
yapip yapmadigi, poliklinik kontrol sikligl, kan sekeri profili tutup
tutmadig, ailede diyabet tanili birey varlidi, instlin dozlarinin kim
tarafindan yapildigi, hipoglisemisi olup olmadigdi, son bir yil icinde
diyabetik ketoasidoz veya ek bir neden ile hastane yatisi olup
olmadigl, son bir yil icinde enfeksiyon dykUsu sorgulanmigtir.

Hastalann metabolik kontrol ve komplikasyonlar ISPAD
konsensus kriterlerine goére degerlendirildi. Hastalarin son bir
yillk ortalama glikozile hemoglobin (HbA1c) dizeylerine goére
metabolik kontrolleri belirlendi. Ortalama HbA1c <%7 ise iyi
metabolik kontrol, %7-9 arasinda ise orta metabolik kontrol
ve >%9 ise kotl metabolik kontrol olarak degerlendirildi (2).
Diyabetik ketoasidoz, vendz kan gazi degerlerinde pH <7.30-
HCO3<15 mcg/l olmasi ve kan sekeri >300 mg/dl, idrarda
keton cikmasi olarak tanimlandi (7). Tum olgularin tanidaki
ve son muayenelerindeki VKi'leri [VKi=Agirik (kg)/(boy =m)?]
hesaplandi. Olgularin VKIi, Neyzi ve ark.’nin (8) Tirk toplumu
standartlarina  gbre deg@erlendirildi. Hastalann dosyalardan
alinan vicut agrrliklan blyUk terazi ile, boylari ise ayakkabilar
cikariimis olarak Harpenden Stadiometre ile ayni kisi tarafindan
Olgtimastdr. DM yasl; DM tanisinin konuldugu tarihten son
muayene tarihine kadar gegen stre hesaplandi. Olgularin ilk tani
esnasinda anti-glutamik asit dekarboksilaz antikoru (Anti-GAD)
instlin (IAA) ve adacik hiicre (ICA) antikorlari degerleri varsa
kaydedildi. TUm olgularin kullandigr insulin rejimleri, guinltk dozu



(Gnite/kg) kaydedildi. Olgularin 3 aylik araliklarla son bir yil icinde
bakilmis olan HbA1c degerinin ortalamasi alindi. Tip 1 DM’e
eslik eden otoimmun hastaliklar kaydedildi. Otoimmun tiroidit
tanisi, serbest tiroksin (sT4) dusuk, tiroid stimulan hormon (TSH)
ve tiroid otoantikor (anti-hTG ve anti-TPO) yuksekligi ile konuldu.
Diyabetik mikrovaskuler komplikasyonlardan; mikroalbuminuri,
en az iki kez albumin ekskresyonunun (30-8300 mg/gun) Uzeri
olmasli kabul edildi. Retinopati tanisi, fundoskopi ve gerekirse
renkli fundus fotografi ile tani konuldu. Noropati tanisi ise, fizik
muayene (el ve ayaklarda agri, uyusma, ignelenme ve geceleri
olan agr1, kaslarda glgsuzlik, dokularda beslenme bozukluklari,
ciltte renk degisiklikleri) ve EMG bulgulari ile konuldu. Coélyak
hastaligi tanisi, antigliadin IgA, doku transglutaminaz IgA ve
kolonoskopi bulgulart ile konuldu.

Hastalarda enfeksiyon goértime sikligi anket ile sorguland..
Son bir yilda sekizden fazla enfeksiyon, ikiden fazla ciddi sints
enfeksiyonu, ikiden fazla pnémoni ve ikiden fazla derin doku
enfeksiyonu gegirme, primer immun yetmezlik agisindan uyarici
siklikta kabul edildi (9).

Biyokimyasal Analiz Metodlari

Biyokimyasal testler olarak; glukoz, olgulara ait serumlar
bekletimeden, Roche COBAS 8000 otoanalizbr cihaz ile
hekzokinaz yontemiyle mg/dl olarak 6lguldi. TSH, s-T3, s-T4’Un
her biri icin ayr roche ticari kiti kullanilarak Roche COBAS 8000
otoanalizériinde elektrokemiliminesans immunoassay (ECLIA)
yontemi ile calisildi. Test kitinde normal referans araliklari; s-T3
icin 1.8-4.6 pg/ml, s-T4 icin 0.93-1.7 ng/dl, TSH icin ise 0.27-
4.2 plU/ml. HbA1c, Roche COBAS 8000 otoanalizérinde
Roche ticari kitleri kullanilarak turbidimetrik yontem ile élguldu.
Sonuglar yizde HbA1c (normal arallk %4.8-5.9) ve ayni
zamanda mmol/mol olarak degerlendirildi. Roche COBAS
8000 otoanalizériinde kolorimetrik yontem ile Roche ticari kiti
kullanilarak idrarda albumin miktarina bakildi. Beklenen referans
araliklart: Yenidogan (0-4 gunluk) 2.8-4.4 g/dl, ¢ocuk (4 gin-14
yas), 3.8-5.4 g/dl, cocuk (14-18 yas) 3.2-4.5 g/dl (Bu referans
araliklan kullanilan kittin referans araliklandir).

Akdeniz Universitesi Tip Fakultesi, Klinik Arastirmalar Etik
Kurulu’'ndan onay alnmistir (15.03.2013/107). Ailelerinden
yazill onam alinarak 184 olgu c¢alismaya dahil edildi. Onam
alinamayan hastalar ¢alisma disinda birakildi.

istatistiksel Degerlendirme

Veriler SPSS 18.0 (Chicago) kullanilarak analiz edildi. Orneklemi
tanimlamak icin frekans dagilimi, ortalama, standart sapma gibi
tanimlayici istatistikler kullanildi. iki grubun stirekli dagilimlarin
analizinde test varsayimlarina gére Student-t testi ya da Mann-
Whitney U testi yapildi. Cok grubun surekli dagilimlarinin
analizinde test varsayimlarina gore Kruskal-Wallis analizi yapildi.
Fark bulunan gruplarin belirlenmesinde ikiserli karsilastirmalar
icin Mann-Whitney U testi kullanildi. Gruplara gére kategorik
verilerin analizinde Ki-kare testi kullanildi. Olciim degiskenlerin
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iliski analizinde test varsayimlarina gére Spearmann korelasyon
analizi kullanildi. Analizlerde farkliliklarin belirlenmesi icin %95
anlamlilik diizeyi (ya da a=0.05 hata payi) kullanimistir.

BULGULAR

Bu calisma Akdeniz Universitesi Tip Fakdiltesi Hastanesi Cocuk
Endokrin Kilinigi'nde takip edilen Tip 1 DM tanili 0-18 yas
arasinda 184 olgu Uzerinde gerceklestirildi.

Olgularin %53.3’U (98) kiz, %46.7’si (86) erkek olarak saptandi.
Olgularin cinsiyetleri arasinda anlamli bir fark saptanmadi.
Olgularin ortalama yasi 12.73+0.31’di. Olgularin %11.4°0 (21)
0-6 yas arasinda, %31.6’si (58) 6-12 yas arasinda, %57’ si
(105) 12 yasindan biyUktd. Tedavi sonrasi vicut kitle indeksi
ortalamalan  19.98+0.30, tani yasl 7.71+0.29, ortalama
diyabet yasi 4.93+0.26 ve ortalama insllin dozu (Unite/kg/gun)
0.88+0.02 olarak hesaplandi (Tablo ).

Tani aninda, olgularin %34.8'i (64) 6 yasindan kiglk, %49.5 i (91)
6-12 yas arasinda, %15.7’si (29) 12 yasindan bUytktt. Olgular
en sk 6-12 yas araliginda tani almisti.

instilin tedavisi olgularin %34.2’sinde (63) anne, %0.5’inde
(1) baba, %1.6’sinda (3) bakici, %63.6’sinda (117) kendisi
tarafindan uygulanmaktaydi. Olgularin %32 (59) ailede Tip 1
veya Tip 2 diyabet 8ykuist mevcut oldugu saptandi.

Olgularin ortalama HbA1c degerleri 8.45+1.78’di. Olgularin
cinsiyetine gore HbA1c degerleri arasinda anlamli farklilik
saptanmadi. Al yasindan kuguk olgularn ortalama HbA1c
degerleri 7.61+0.26, 6-12 yas arasindaki olgularin ortalama HoA1c
degerleri 7.98+0.18, 12 yasindan bUyUk olgularin ortalama HbA1c
degerleri 8.89+0.19'du. Olgularin yasi arttkga HobA1c degerlerinde
artis saptandi (p: 0.001). Yas ile HbA1c arasinda pozitif ancak
glicsUz korelasyon saptandi (r:0.30, p : 0.0001).

Tablo I: Calismadaki olgularin genel 6zellikleri.

Ortalama Dset;';:;:tn
Yas 12.73 0.31
Tedavi sonrasi VKI 19.82 0.30
Tani yasl 7.71 0.29
Diyabet yag| 4.93 0.26
HbA1c 8.45 1.78
Ortalama insulin dozu 0.88 0.02
VKi: Viicut kitle indeksi

Tablo II: Olgularin otoantikor verileri.

Anti  Antiinsiillin islet  Anti-TPO/

GAD Ab cellAb  anti-HTG
Pozitif (%) 89.5 52.8 59.1 10.3
Negatif (%) 10.5 48.2 41.9 89.7
n 68 123 44 184

n: Tetkik edilen hasta sayisi
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Tablo IlI: Olgularin son bir yilda enfeksiyon verileri.

Nezle Orta kulak iltihabi Sintizit Bogaz iltihab1 Zatiire Agizdayara Ciltte yara iYE ishal

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
0 50 (27) 171 (93) 158 (86) 144 (78) 184 (100) 175 (95) 176 (96) 164 (89) 153 (83)
1 73 (40) 10 (5.4) 18 (9.8) 21 (11) 0 9 (4.9 4(2.2) 13(7.1) 23 (13)
2 39 (21) 2(1.1) 6 (3.3) 7 (3.8) 0 0 3(1.6) 2(1.1) 3(1.6)
3 14 (7.6) 1(0.5) 2(1.1) 10 (5.4) 0 0 0 5(2.7) 5 (2.7)
4 3(1.6) 0 0 2(1.1) 0 0 0 0 0
5 5(2.7) 0 0 0 0 0 0 0 0

IYE: [drar yolu enfeksiyonu

Tablo IV: HbA1c ve diyabet yasi ile komplikasyonlarin
iligkisi.

Yok Var P

Mikroalbumindri

HbA1c (Ort) 8.23 9.13 0.009

Diyabet yasi (Ort) 4.42 6.68 0.004
Noropati

HbA1c (Ort) 8.23 11.33 0.004

Diyabet yasi (Ort) 4.65 5.66 0.358

Olgularin  diyetleri  sorgulandi. Diyetine uymayan olgularin

ortalama HbA1c degerleri 8.77+1.63’di, ara ara diyete uyan
olgularin ortalama HbA1c degerleri 8.63+1.74’dl,dUzenli diyet
yapan olgularin ortalama HbA1c¢ degerleri 8.15+1.85di. Diyetine
dikkat eden olgularin HbA1c degerleri daha disUk saptandi (p:
0.030). Olgularin %44’G diuzenli diyetine uyarken, %15.2’si hig
diyetine uymamaktaydi, %40.8’i ise ara ara uymaktayd.

Olgularin egzersiz bilgileri ve egzersiz yapmalari ile HbA1c degeri
arasinda iliski degerlendirildi. Gruplarin egzersiz yapmasi ile
HbA1c degerleri arasinda iliski saptanmadi (p: 0.330). Olgularin
%10.9’ u egzersiz yapmiyor, %59.8’i ara ara yapiyor, %29.3’ U
dUzenli egzersiz yapiyordu.

Ailede diyabeti olan hastalarin ortalama HbA1c degeri
8.49+1.62, ailede diyabeti olmayan hastalarin ortalama HbA1c
degeri 8.43+1.86 bulundu. iki grup arasinda anlaml fark
bulunmadi (p: 0.720).

Olgularin kendisi disinda ailede yasayan birey sayisi sorgulandi.
Evde kendi disinda iki kisi olan olgularin ortalama HbA1c
degeri 8.00+1.14, Ug kisi olan olgularin ortalama HbA1c degeri
8.17+1.72, dort kisi olan olgularin ortalama HbA1c degeri
8.53+1.87, dort kisiden fazla olan olgularin ortalama HbA1c
degeri 8.75+1.84 olarak saptandi. Ailedeki birey sayisinin
artmasiyla olgularnn HbA1c degerlerinde artis oldugu saptandi
(0:0.410)

Olgular i, ilce ve kdyde vyasamalarina gbére gruplandi.
Olgularin %48.4°G (89) il merkezinde, %34.8’i (64) ilcede,
%16.8’si (31) kdyde yasamaktaydi. Il merkezinde yasayanlar
ortalama HbA1c’si 8.26+1.71, ilcede yasayanlarin ortalama
HbA1c’si 8.51+£1.66, kdyde yasayanlarin ortalama HbA1C'si
8.84+2.17'di. ilmerkezinde yasayan olgularin HoA1c ortalamasi
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daha dusuk saptanmasina ragmen istatistiksel acidan anlamli
iliski saptanmadi (p: 0.480). Olgularin gelir dagiimi sorgulanmig
olup gelir gruplar ile HoA1c deg@erleri arasinda anlamli fark
bulunamadi (p: 0.580).

Uzun etkili + G¢ doz kisa etkili kullanan grup ile iki doz orta
etkili + U¢ doz kisa etkili insulin kullanan grup karsilastirid.
Gruplar arasinda anlamli fark bulunamadi (p: 0.160). Olgularin
%83’ kan seker profili tutmaktaydi. Kan seker profili tutma ile
HbA1c degerleri arasinda anlamli farklilik saptanmadi (p: 0.080).
Olgularin %15.8’i glinde iki kez kan sekerini dlgerken, %49.5’i
glnde dort kez, %23.4’0 gunde alti kez ve %11.3’0 glnde
altidan fazla kan sekeri 6lcimU yapmaktaydi Gunlik kan sekeri
Olcuim sayisi ile HbA1c dizeyi degerlendirildi. Aralarinda anlamli
iliski saptanmadi (p: 0.210).

Hastalarin HbA1c degeri poliklinik kontrol sikligina gére
degerlendirildi. Olgularin blyUk ¢ogunlugu U¢ ayda bir kontrole
gelmekteydi. Dizenli kontrole gelen hastalarin ortalama HbA1c
degeri 8.28+0.13 digerlerine gére daha dusik saptandi (p:
0.001).

Olgularin tani aninda ve son poliklinik kontrollerinde kaydedilen
VKIi ortalamalan incelendiginde tedavi sonrasinda hem kiz
hem erkek olgular icin istatistiksel agidan anlamii olarak VKI’
nde artis gozlendi (p:0.000). Hastalarin tani aninda DKA varligi
degerlendirildi. Kiz hastalarin %57.1'inde, erkek hastalarin
%46.5’inde tani aninda DKA vard.. istatistiksel olarak anlamli
farklilik yoktu (p:0.150). Hastalarin basvuru sirasinda, toplam
%52.2'sinde DKA tablosu vardi. Tani aninda kiz hastalarin
%24.5’inde (24), erkek hastalarinise %16.3’tinde (14) enfeksiyon
oldugu saptandi. Olgularin cinsiyeti ile tanida enfeksiyon tanida
arasinda anlamli iliski saptanmadi (p: 0.070). Olgularin %26.6’sI
(49) sonbaharda, %29.3’U (54) kisin, %26.1’i (48) ilkbaharda ve
%17.9’u (83) yazin tani almisti (Sekil 1). Olgularin son bir yilda
DKA gecirme sikliklari incelenmistir. Hastalarin 27’ si son bir
yllda DKA atagi gecirmistir. Hastalarin %2.1’inde tekrarlayan
DKA atagi mevcuttur.

Antikor bakilabilen 68 olgunun %89.5’'inde  anti-GAD,
123 olgunun %52.8’inde anti-insulin antikor, 44 olgunun
%59.1’inde islet cell antikoru ve tim olgularin %10.3’tnde tiroid
otoantikorlari pozitif olarak saptandi (Tablo Il). Merkezimizde



Hasta Sayisi

60

50

40 ~
30 +
W Hasta Sayisi
20 +
10 +
0 -+ T T

T
Kis ilkbahar Yaz

Sekil 1: Olgularin tani mevsimleri.

Sonbahar

Anti-GAD, anti-instlin antikor ve islet cell antikoru olgularin tani
aldigi dénemde calislamadigindan ve bazi olgularin dosyalarina
kaydedilmediginden sadece bilgilerine ulasilan  olgular
degerlendirmeye alinmistir.

Hastalarda enfeksiyon sikligi anket ile geriye yonelik olarak
sorgulanmistir. Son bir yilda olgularin %78.8’i en az bir kez
enfeksiyon gegirmisti %21.2 enfeksiyon gecirmemistir. Yillik
ortalama enfeksiyon sayisi 2.3 olarak saptandi. Olgularda
sekizden fazla enfeksiyon geciren olgu mevcut degildi. Ayrica
hastaneye yatis gerektirecek agir enfeksiyon olgusu yoktu.

Hastalara hangi hastaligi ka¢ kez gecirdikleri soruldu. 73 olgu bir
kez, 39 olgu iki kez, 14 olgu Ug¢ kez, Ug olgu dort kez, bes olgu
bes kez nezle oldugunu belirtti. On olgu bir kez, iki olgu iki kez,
bir olgu Uc¢ kez orta kulak enfeksiyonu gecirdigini belirtti. 18 olgu
bir kez, alti olgu iki kez, iki olgu U¢ kez sinUzit gegirmis. 21 olgu
bir kez, yedi olgu iki kez, 10 olgu Ug kez, iki olgu dort kez bogaz
iltihabl gecirmis. Dokuz hastanin bir kez agizda yarasi olmus.
Dort olgunun bir kez, G¢ olgunun iki kez cilt yarasi olmus. 13
olgu bir kez olgu iki kez, bes olgu U¢ kez idrar yolu enfeksiyonu
gecirmis. 23 olgu bir kez, U¢ olgu iki kez, bes olgu Ug¢ kez ishal
olmus ( Tablo IlI).

Son bir yilda olgularin %11.4°tnde (21) bir kez agdir hipoglisemi
olurken, %2.2’sinde (4) iki kez, %0.5’inde (1) ise Uc¢ kez agir
hipoglisemi olmustu. Son bir yilda olgularin %3.3’Une (6) bir
kez glukagon uygulandigi, %1.1 olguya (2) ise iki kez glukagon
uygulandigi saptandi.

Olgularin diyabetik komplikasyonlar acgisindan bakildiginda
16’sinda mikroalbuminri, altisinda néropati, bir olguda retinopati
saptandi (34). Olgularin komplikasyonlari, HoA1c ortalamasi
ve diyabet yasi ile birlikte degerlendirildi. Mikroalbumindri
gelismesi, HoA1c ortalamasi ve diyabet yasi arttikga arttigi
saptandi. Noropati gelismesi, HbA1c ortalamasi arttikga
artarken diyabet yasi ile degerlendirildiginde istatistiksel agidan
anlamli bulunmadi.

Hastalarda mikroalbumindri  saptanmayan grubun HbA1C
ortalamasi  8.23 iken, mikroalbumintri saptanan hasta
grubunun HbA1c ortalamasi 9.13’dl. Aradaki fark istatistiksel
olarak anlamli bulundu (p:0.009). MikroalbuminUri saptanmayan
grubun ortalama diyabet yasli 4.42 iken, mikroalbumindri
saptanan grubun ortalama diyabet yasi 6.68 bulundu. Aradaki
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fark istatistiksel olarak anlamli bulundu (p:0.004). Noéropati
saptanmayan hastalarin ortalama HbA1c degderi 8.23 iken,
ndropati saptanan olgularin ortalama HbA1c degeri 11.33
olarak bulundu. Aradaki fark istatistiksel olarak anlamli bulundu
(p:0.004). Noropati saptanmayan olgularin ortalama diyabet
yasl 4.65 iken ndropati saptanan olgularin ortalama diyabet
yasl 5.66 bulundu. Aralarinda istatistiksel olarak anlamli fark
bulunmadi (p:0.350) (Tablo V).

Puberte gelisimini tamamlamis olan toplam 29 hastanin hedef
boy ortalamalar (168 cm+0.08) ve son poliklinik kontroltindeki
boy ortalamalan (170 cm+0.09) karsilastiridi. Ortalamaya gore
degerlendirildiginde hastalarin hedef boylarini yakaladigi saptandi.

TARTISMA

Diyabetes mellitus tek bi r hastalk tablosu olmayip etiyoloji,
patogenez ve genetik yonden farkliiklar gosteren hastaliklar
grubudur. Cocukluk ve addlesan déneminin en sik gértlen endokrin-
metabolik bozuklugu olan Tip 1 DM, insUlinin salglanmasinda ya
da etkisinde yetersizlik sonucu gelisen karbonhidrat, yag ve protein
metabolizmalarinda bozukluklarla  karakterizedir (1). Diyabetik
hastalarda iyi metabolik kontrol saglanmasi ile mikrovaskuler
ve makrovaskller komplikasyonlarin — dnlenebilecedi  veya
geciktirilebilecegi  bilinmektedir. Metabolik kontrolin en dnemli
gostergesi HoA1c olup, ISPAD’a gére <%7.5 iyi, %7.5-9 arasinda
orta ve >%9 Kkotl olarak sinflandinimistir (10). Calismamizda
ortalama HbA1c degeri %8.45 olarak bulundu, bu diger calismalar
le benzerdi (11,12).

Tip 1 DM’de olgularin metabolik kontroll ile yas ve diyabet
sUresi arasinda iliski oldugu bildiriimistir. Birgok calisma diyabet
sUresinin  uzamaslyla metabolik kontrolin zorlasacagini ve
diyabet slresi 10 yili asan olgularda komplikasyon riskinde
artisin olacagini bu yUzden diyabet sUresi uzayan hastalarda
metabolik kontrol i¢in daha dikkatli olunmasi gerektigini
bildirmistir (11,13,14). “Scottish Study Group for the Care of
the Young Diabetic (DIABAUD2)” yaptigi ¢calismada 1609 tip 1
DM’lu ¢ocukta, bulgularmiza benzer sekilde ortalama HbA1c
dizeyini, %8.9 olarak saptamig, &zellikle 12 yasin Ustlinde
olanlarda anlamli olarak yuiksek (%9.5) bulmuslardir (11).
Olgularimizin HbA1c degeri ortalamasi %8.45 olup, suboptimal
metabolik kontrol sinirlarinda yer almaktadir. Addlesan yas
grubundaki olgularmizin  HbA1c ortalamasi %8.89 olarak
saptandi. Addlesan doéneminin  psikolojik durumu, yasin
artmasiyla ailenin hasta Uzerindeki denetimin zayiflamasi, okula
baslama ve beraberinde sik enfeksiyon gibi gevresel faktdrlerin
devreye girmesi, puberte ve hastaligin kronik karakteri, HbA1c
degerlerinin yUiksek olmasini agiklayabilir.

Tip 1 diyabetteki cinsiyet dagiliminin farkliik gésterdigi bildirilmistir.
Ornegin hastaligin sk gorildigu Finlandiya ve Norveg gibi Ulkelerde
erkeklerde daha sk, israil ve Polonya gibi insidansin diistik oldugu
Ulkelerde kizlarda daha sik oldugu bildirilmistir (15). Kandemir
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ve ark.(16) yaptg calismada cinsiyetler arasinda farkliik
saptanmamisti.  Bizim calismamizda da olgularin cinsiyet
dagiimi benzerdir, %53.3’0 kiz, %46.7’si erkektir.

Tip 1 DM’ nin sik gérdlme yasl 5-7 yas ve pubertenin basladigi
adolesan yas grubudur. 5-7 yas grubu cocuklarda, okula
baslamayla infeksiyonlara daha fazla maruz kalma suglanirken,
pubertal ddnemde ise pubertenin etkisi ile artan seks steroidleri,
blylme hormonu ve ddénemin ruhsal stres faktorlerinin rolU
dustntlmektedir (1). Tip 1 DM’un giderek 5 yas altinda daha
sik géruldugu bildirilmistir (17,18). Tagkin ve ark.’nin Bursa’da
yaptigi galismada diyabet tani yasi 1-6 yas ve 10-16 yas
arasinda pik yapmaktadir (19). Kandemir ve ark. (16) Ankara’da
477 hastayl kapsayan calismada, diyabet tani pik yasi 12-14 yas
grubu arasi olarak bildirmiglerdir (16). Calismamizda ortalama
tani yasi 7.71 olarak bulundu. Olgularin %35.2’si 6 yas altinda,
%49.5’i 6-12 yas arasinda tani almistir. Tani yasi olgularimizin
blyUk cogunlugunda 12 yas altinda olup (%84.7), pik yasi 6-12
yas araligi olarak saptanmistir.

Diyabetik ketoasidoz (DKA), insulin eksikliginin ciddi bir
sonucu olup Tip1 DM’lu cocuklarda 6nemli dlciide mortalite
ve morbiditeye neden olan bir durumdur (20). Cocuklarda
DKA insidansi, dunyanin degisik bolgelerinde farkll olup,
genellikle %25-30 oraninda oldugu bildirilmistir (21). Bideci ve
ark.(22) 1995-1999 vyillar arasi tip 1 DM tanisi alan hastalarda
DKA ile basvuru oranini %50 olarak bulmusken, 2000-2004
yilllari arasinda bagvuranlarda %34.1’e kadar dustugunu
gormusglerdir. DKA sikigindaki bu azalmanin s6z konusu
faktorlerin dizelmesiyle ilskili oldugu dustundimastir. Taskin
ve ark.’nin (19) Elazi§ ilinde yaptiklar calisma DKA tablosu ile
basvuru oranini %59.5 olarak gosterirken, Kocabas ve ark. (23)
Akdeniz yoresinde basvuru aninda DKA tablosunu hastalarin
yaklasik 1/3’Unde saptamiglardir. Calismamizda hastalarin
%52.2'si DKA tablosu ile bagvurmustur. Hastanemizin Antalya
ve cevresindeki il ve ilgeler icin bdlge hastanesi olmasi, bu
oranin yiksek olmasina neden olmus olabilir. Calismamizda,
23 (%12.5) hasta bir kez, dort (%2.1) hasta birden fazla DKA
nedeniyle hastaneye yatmistir. Egitim, sosyal iletisim araglariyla
saglik bilinci gelistirimesi ve gocuk endokrinoloji hizmetlerinin
Ulkede yayginlasmasi ile erken tani ve daha iyi metabolik
kontrolin saglanmasi, tekrarlayan DKA oraninin dismesini
saglayacaktir.

Bircok calismada dusik sosyoekonomik durumun, koétu
metabolik kontrol ile iligkili oldugu bildirimistir. Gallegos-
Maceas ve ark. (24) yaptigi 184 tip 1 diyabet tanili hastanin
sosyoekonomik durumu degerlendirildiginde, dusuk aile geliri
olan hastalarda metabolik kontroliin kotl oldugu saptanmistir.
Anne - baba egitimi ile metabolik kontrol arasinda iligki
saptanmamistir (24). Hassan ve ark.(25) yaptigi calismada HbA1c
dUzeyi ile sosyoekonomik dizey arasinda iliski saptanmistir.
Galismamizda da, ailelerin aylik geliri, evde yasayan birey sayisl,
yasadiklar yer ile kotl metabolik arasinda iliski saptanmamistir.
Sosyoekonomik olarak olgularin blydk cogunlugunun ekonomik
olarak dusUk duzeyde olmasina ragmen metabolik kontrol
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ile iliskisinin anlamli olmamasi anket doldurulurken hastalarin
ekonomik durumlarinin yeterli degerlendirmemis olabilecegini
akla getirmektedir. Ayrica anlamli iliski saptanmamasi olgularin
buyUk cogunlugunun (%64.1) dustk gelire sahip olmasina da
baglanabilir.

Yapilan calismalarda, Tip 1 DM’un en fazla sonbahar ve kig
aylarinda tani aldigr bildirilmistir (26). italya’da yapilan calismada
kisin daha sik iken, Glven ve ark. (28) yaptigi bir calismada,
Samsun’da Tip 1 DM’lu ¢cocuklarin en fazla sonbahar ve kis
aylarinda basgvuru yapti@ bildiriimistir (27). Elazig’da yapilan
calismada ise tip 1 diyabet tanisinin en fazla kis ayinda oldugu,
en az ise sonbahar ve ilkbahar aylarinda oldugu gérdlmastar
(19). Bala ve ark. (29) yaptigi bir calismada ise en ¢ok sonbahar
ve kis aylarinda bagvuru oldugu bildirilmistir. Bizim ¢alismamizda
da yazin en az bagvuru mevcut iken kig, ilkbahar ve sonbahar
mevsimleri arasinda anlamli bir farkliik saptanmamigtir.

Tip 1 DM’ lu hastalarda insulinin kullanima girdigi yillarda bUytime
gelisme geriligi bildiriimisti. Orta, uzun ve hizli instlinlerin
kullaniimasi ile normal blylme ve gelismenin saglandigi
bildirilmektedir (30). Calismamizda pubertelerini tamamlamig
29 hastanin final boyu ortalamasinin (170 cm) hedef boyu
ortalamasini (168 cm) gectigi gdrdlmusttr. Oldukca iyi metabolik
kontrollli olgularin normal bUydme ve gelisme gosterdikleri
saptanmigtir. Uygun insulin tedavisi ve iyi metabolik kontrol
ile Tip 1 DM’lu hastalarin normal bldylme gelisme sagladigi
gorulmektedir.

Hastalarimizin, tani sirasinda ve son poliklinik kontrolindeki
VKi skorlar karsilastirildiginda; tedaviyle VKi skorunun belirgin
olarak arttigi gézlenmistir. Bu artis istatistiksel olarak anlamli
bulunmustur. Belgika ve Fransa galismalarinda benzer olarak
takipte hastalarin VKi anlamii olarak arttigi bildirilmistir (14,31).
Ancak hastalanmizin VKI skoru ile HbA1c arasinda anlamli iligki
saptanmamistrr. lyi metabolik kontrol icin suprafizyolojik dozlarda
insulin uygulanmasi, bazen de hastalarin kendi uygulamalari ile
ornegin fazla yemek yediklerinde instlin dozlarini yukseltmeleri
neden olmaktadir. Ancak insulin ve kilo iligkisi bir kisir dénguye
dénusebilir. Bu nedenle saglikll beslenme ve duzenli egzersizin
Tip 1 DM’ i ¢ocuklarda bir hayat tarzi olarak benimsenmesi
metabolik kontrol diizeyine ¢ok olumlu etki yapmaktadir (23).

Pediatrik hastalarda diyabet yonetimi, insulin tedavisi disinda,
hasta ve ailelerinin egitimi diyetisyen ve psikolojik destegi
icermelidir. instlin tedavisinin yaninda hastalann diyetlerine
dikkat etmesi ve egzersiz yapmay! ihmal etmemesi gereklidir.
Bunun yaninda hastalarin poliklinik kontrollerine dizenli gelmesi
metabolik kontrolleri agisindan ¢ok 6nemlidir. Fransa’da
Pediatri Diyabet Grubu tarafindan yapilan calismada diyetini
ve egzersizlerini tam uygulayan, gun icinde daha fazla glukoz
6lcimu yapan hastalarda daha iyi metabolik kontrolin saglandidi
gorilmustir (14). ABD’de yaplilan baska bir calismada adélesan
hastalar kan sekeri 6lglim sayisi acisindan degerlendirilmistir.
Kan sekeri 6lcim sayisi arttikga HbA1c seviyesinde anlamii



disme gosterdigini bildirmistir (3). Calismamizda diyete uyma
ve sik poliklinik kontrolU ile hastalarin HbA1c duzeyleri daha
dustk saptanmistir. Egzersiz ve kan seker 6lgUm sayisi ile
HbA1c arasinda anlamli iliski saptanmamistir.

Tip 1 DM’ de tanida Anti GAD %60-80, ICA %70 ve IAA%35-
60 oraninda pozitif olabilecegi bildiriimistir (16). Karjaleinen ve
ark’nin(32) calismasinda %34.7 oraninda otoantikor pozitifligi
saptandig! bildirilmigtir. Bizim ¢alismamizda antikor bakilabilen
68 olgunun %89.5'inde Anti-GAD, 123 olgunun %52.8'inde IAA,
44 olgunun %59.1'inde ICA poxzitif saptanmistir. Merkezimizde
Anti-GAD, IAA ve ICA hastalarin tani aldigi dénemde zaman
zaman calisilamamasi, ailelerin maddi veya bagka nedenlerle
bu tetkikleri yaptirmamasi ve/veya bazi hastalarda kayitlarin
dosyaya islenmemesi nedeniyle veriler tUm hastalar
kapsamamaktadir.

Tip 1 DM’ de uzun dénemde gorilen mikrovaskuler komplikasyonlar
nefropati, retinopati ve noéropati olusturmaktadir. Prepubertal
dénemde, dzellikle 12 yas altinda gértime sikligr diistk iken, puberte
déneminden sonra ve tani anindan bes yil sonra metabolik kontrol
ile iliskili olarak mikrovaskuler komplikasyonlarin gértime sikliginin
arttigl bildirilmektedir (33). Hiperglisemi komplikasyonlar icin
baslica etkendir ve iyi glisemik kontrol diyabetin mikrovaskuler
ve  norolojik  komplikasyonlarini  engellemekte  veya
geciktirmektedir (13). Simsek ve ark. (34) Turkiye'de yaptiklari
1032 hastay kapsayan ¢ok merkezli galismada, néropati %2.6,
retinopati %1.4, persistant mikroalbumintri %5.4 oraninda
goruldtgu  bildiriimistir.  Calismamizda hastalarin %8.7’sinde
mikroalbumindiri, %3.5’inde ndropati, %0.6’sinda retinopati
saptanmistir, higbir olguda kardiyomiyopati saptanmamistir.
Hastalarda mikroalbumindri ve néropati ile HbA1c duzeyi
arasinda anlamli iliski bulunmustur. Hastalarda néropati ile
ortalama HbA1c dlzeyi arasinda anlamli iligki bulunmamustir.
Diyabet yasi ile mikroalbuminUri arasinda anlamli iliski mevcut
iken ndropati ile arasinda anlamii iligki saptanmamistir. HbA1c
dizeyi ve diyabet yagl ile komplikasyonlar arasindaki iligki
Simsek ve ark’nin (34) yaptidi ¢cok merkezli calisma sonuclari
ile benzerdir.

Tip 1 DM’ lu hastalarda hipoglisemi korkulan komplikasyonlardandir.
Gocuklarda yapllan calismalarda agir hipoglisemi ile metabolik
kontrol arasinda iligki olmadigr bildiriimistir (35). Bizim galismamizda
hastalarin HbA1c degerleri ile agir hipoglisemi arasinda anlamli
iliski saptanmamustir. Hafif hipoglisemiler ile HbA1c degerleri
arasinda pozitif korelasyon saptanmisti. Fransa’da Pediatri
Diyabet Grubu yapilan 2579 hastayl kapsayan calismada
ise HoA1c degerleri ile agir hipoglisemi arasinda anlamli iligki
bildiriimistir. Bu cgalismada HbA1c degeri daha dustk olan
hastalarda daha sik agir hipoglisemi gelistigi ve agir hipoglisemisi
olan hastalarin instlin dozu ortalamasinin daha ytksek oldugu
bildirilmistir (14). Belgika calismasinda farkll olarak HbA1c
degeri daha yuksek olan olgularda agir hipoglisemi daha fazla
goruldugu ve hipoglisemilerin diyabet suresi ve instlin dozunun
yUksek olmasi ile iligkisi oldugu bildirilmistir (31).

Tip 1 Diyabet Glisemik Kontrol ve Enfeksiyon 359

Tip 1 DM’da hashimato troiditi en sk goérllen otoimmun
hastaliktir. Antikorlarinin pozitifligi prevalansi %12.1-23.4 iken,
hipotiroidi sikigl %4-18 oldugu bildiriimektedir (36). Simsek
ve ark. (34) otoimmun tiroid hastaligl sikigini %12 olarak
bildirmistir. Karaglzel ve ark. (37) calismalarinda %38.6
oraninda tiroid otoantikor pozitif bulundugunu bildirmistir. Bala
ve ark. (23) calismalarinda %5.9, Kocabas ve ark. (29) %12.2
oraninda otoimmun troidit saptadiklarini bildirmiglerdir. Bizim
de olgularmizin %8.7’sinde hipotroidi, %10.3’'Unde de tiroid
otoantikor pozitifligi saptanmistir.

Tip 1 DM tanill hastalara ¢gélyak hastaligi da eslik edebilmektedir.
Tip 1 diyabet tanill cocuklarda yapilan ¢calismalarda %3.1 ile %7.4
arasinda degisen siklikta ¢olyak hastalidr oldugu belirlenmistir
(88). Simsek ve ark. (34) cok merkezli calismalarinda Tip 1 DM’li
hastalarin %4.3’Une ¢dlyak hastaligl eslik ettigini bildirmistir.
Calismamizda bir hastada (%0.5) ¢olyak hastaligi mevcuttur.
Addison hastaligl, pernisydz anemi gibi diger otoimmun
hastaliklarla birliktelik gdzlenmemigtir.

Hastalarmizin  ¢ogunlugu yogun insulin tedavisi almaktadir.
instilin dozu (Unite/kg) ve insilin doz sayisi ile HbA1c diizeyi
arasinda istatistiksel agidan anlaml iliski saptanmamistir.
Hastalarimizdan 0.5 Unite/kg ve daha dusik dozda alanlar ile
0.5 Unite/kg’dan ylksek dozda tedavi alan hastalar HbA1c
dizeyi acisindan degerlendirildiginde anlamli  bir farkliik
saptanmamigtir. iskogya’da yapilan calismada da benzer
sonuglar bildirilmistir (11).

Tip 1 DM etyopatogenezinde enfeksiyonlarin rolt oldugu bildirilmistir.
Olgularn  takibinde enfeksiyon sikigi oldugu bildirilmektedir.
Yetiskinlerde yapilan bir galismada diyabet ile asemptomik bakterilri,
piyelonefrit, deri, tirnak ve mukoz membran infeksiyonlar, peridontal
hastaliklar ile iliskisi oldugu bildirilmistir (39). Cocuk hastalarda
yeterli galisma mevcut olmayip erigkin hastalarla yapilan birgok
galisma, diyabet ile enfeksiyon sikhiginin arttigi bildirimektedir.
Jeffrey Model Vakfi immun yetmezlik kriterlerine gore; son bir
yllda sekizden fazla enfeksiyon, son bir yilda ikiden fazla ciddi
sinds enfeksiyonu, son bir yilda ikiden fazla pnémoni, ikiden
fazla derin doku enfeksiyonu gecirme primer immun yetmezlik
acisindan uyarict olmasi gerektigi bildiriimistir (9). Hollanda’da
bir galismada, iki yillik stire boyunca tip 2 diyabet hastalarinda
gbrulen enfeksiyonlarin sayisini degerlendirilmistir. Hasta basina
ortalama 2.4 enfeksiyon (+1.9) ile 193 hastada dort yuz elli
sekiz enfeksiyon meydana gelmistir (6). Calismamizda da
benzer olarak hastalarimizin son bir yilda gecirdikleri enfeksiyon
sikliklar incelendiginde vyillk ortalama enfeksiyon sayisi 2.3
olarak saptanmigtir. Ayrica agir ve hastaneye yatis gerektirecek
enfeksiyon yoktur. Sik enfeksiyon kriterine uyan hasta yoktur.
Bu nedenle enfeksiyon sikliginda artis gosterilememistir.

SONUGC

Sonu¢ olarak; galismamizda Tip1 DM’IU hastalarda, diyabet
sUresi ve yasinin artmasi, puberte, sosyoekonomik durum,
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diyete uymama ve poliklinik kontroline gelmeme, kott metabolik
kontrol igin risk faktdri olarak saptanmistrr. fyi metabolik kontrol
ile hastalarin hedef boyunu yakaladiklar saptanmistir. Hastalarin
VK’ lerinin artmasi dikkati cekmistir. Buna iyi metabolik kontrol
icin, suprafizyolojik dozlarda insulin uygulanmasi veya hastalarin
instllin dozlarni hekim kontroli disinda yUkseltmeleri neden
olmus olabilir. Hastalarimizda enfeksiyon artigi ve hastaneye
yatmayi gerektirecek agir enfeksiyon gézlenmemistir.
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ABSTRACT

Obijective: Interferon-y release tests (IGRAs) and tuberculin skin testing (TST) are important helpful tests for diagnosing
tuberculosis (TB) disease in children. It was aimed to compare the sensitivity and compatibility of QuantiFERON-TB
Gold In-tube test (QFT) and TST used in children with TB and Latent tuberculosis infection (LTBI).

Material and Methods: A total of 118 patients between September 2018 and January 2020 were included in the
study prospectively to determine the case characteristics related to the performance of the tests, and to measure the
sensitivity of these tests.

Results: A total of 118 patients were included in the study; and 13 (11%) patients presented with pneumonia
symptoms and 7 (6%) patients were diagnosed with TB in active TB Contact Screening. TB diagnosis was made 20%
microbiologically. Mycobacterium tuberculosis culture positivity was found to be 10%. None of the patients had acid-
resistant bacilli positivity. The male / female rate was 74/44 in our study (p = 0.006). The median age was found to be
14 (1.17-19.2 years) in males, and 12 (0.33 -17.9 years) in females. The mean age of the LTBI Group was higher than
the TB Group at significant levels (p <0.05), and was similar to the non-infected group (p>0.05). A total of 53.5% of the
patients had a history of meeting someone with tuberculosis, and 97 children were vaccinated with BCG (82.2%). TST
and QFT positivities were 19.5% and 22%, respectively. The most common radiological finding that was detected was
consolidation areas. While there was moderate compliance between TST and IGRA test in patients with TB diagnosis
(kappa =0.50, p=0.025), no compliance was found between tests in LTBI patients. In patients who were diagnosed with
TB and LTBI, the sensitivity of TST was found to be 51.1%, and the sensitivity of QFT was found to be 60.4%.

Conclusion: TST seems to continue as the most preferred method of diagnosis in rural areas with limited resources and
poor laboratory infrastructure due to the costs and technical considerations.

Key Words: Interferon Gamma Release Test, Latent Tuberculosis, Tuberculin Skin Test, Tuberculosis

0z

Amag: interferon-y salinim testleri (IGRAlar) ve tiiberkdilin deri testi (TST) cocuklarda tilberkiiloz (TB) hastaliginin teshisi
icin 6nemli yardmci testlerdir. Bu galismada, TB ve latent tUberklloz enfeksiyonu (LTBI) olan ¢ocuklarda kullanilan
QuantiFERON-TB Gold In-tube testi (QFT) ile tUberkulin deri testinin (TST) duyarliidinin ve uyumunun karsilastinimasi
amaclandi.
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Gerec¢ ve Yontemler: Eylul 2018-Ocak 2020 tarihleri arasinda testlerin performansiyla iliskili vaka 6zelliklerini belilemek ve testlerin du-
yarliigini dlgmek icin 118 hasta prospektif olarak ¢alismaya dahil edildi. TST ve QFT testleri eszamanli yapildi.

Bulgular: Calismaya 118 hasta dahil edildi. Pnémoni semptom ve bulgulari ile basvuran 13 (%11), aktif TB temasli taramasinda 7 (%6)
hasta TB tanisi aldi. TB tanisi %20 mikrobiyolojik, %80 klinik olarak konuldu. Semptomatik hastalik nedeniyle 50 (%42.3) cocuktan aglik
mide sivisinda tlberkUloz belirtecleri calisildi. Mycobacterium tuberculosis kultUr pozitifligi ise %10’du. Hicbir hastamizda asidorezistan
basil pozitifligi saptanmadi. Calismamizda erkek / kadin orani 74/44’di. Ortanca hasta yagsi erkeklerde 14 yil (1.17-19.2 yil), kizlarda ise 12
yil (0.33 -17.9 yil)’di. LTBI grubunun yas ortalamasi TB grubundan anlamli olarak yUksekken (p<0.05) enfekte olmayan grup ile benzerdi
(p>0.05). Hastalarin % 53.5’inde tlberkilozlu biryle karsilasma oykisU vardi ve % 82.2'sinde BCG asisI yaplimist. Saptanan en sik
radyolojik bulgu konsolidasyondu. TB tanili hastalarda TST ile IGRA testi arasinda orta diizeyde (kappa =0.50, p=0.025) uyum saptanirken
LTBI hastalarinda testler arasinda uyum saptanamadi. TB ve LTBI tanil hastalarda TST’nin sensitivitesi %51.1 (%95 CI,36.7-65.3), QFT’nin
sensitivitesi %60.4 (%95 Cl,45.5-73.6)'d!.

Sonug: Maliyet ve teknik hususlar, sinirl kaynaklara ve zayif laboratuvar altyapisina sahip kirsal bélgelerde tanida TST en ¢ok tercih edilen

yontem olarak devam edecek gibi gbzUkmektedir.

Anahtar Sozciikler: interferon gama salim testi, Latent tiiberkiiloz, TUberkulin deri testi, Tuberkiloz

INTRODUCTION

The definitive diagnosis of tuberculosis (TB) disease in children
is made by demonstrating the bacillus microbiologically. The
diagnosis is called “bacteriological diagnosis” in case the
bacillus is shown, and “clinical diagnosis” when it cannot
be shown. Unlike in adults, the rate of showing bacillus is
very low in children. In case the bacilus cannot be shown, the
contact history of the child with infectious TB patients, clinical and
radiological findings, Tuberculin Skin Test (TST), and Interferon-y
Release Test (IGRA) positivity are evaluated together, and the
diagnosis is made in this way. For this reason, TST and IGRA
play important roles in the decision to initiate the treatment for
pediatric TB (1-3).

TST has been employed in supporting the diagnosis when TB
is suspected. However, the sensitivity of TST is limited in severe
forms of TB. For example, TST-positive results are detected only
in 60% of patients with proven TB meningitis. The specificity
of TST is also insufficient as non-tuberculosis mycobacterial
infection and Bacille Calmette-Guerin (BCG) vaccination may
yield false positive TST results (4).

IGRAs have superior test specificity compared to TSTs; however,
the data on their sensitivity in children with TB, especially in
those <5 years old, are limited (2).

In the present study, the purpose was to compare the
performance of IGRA and TST in patients with active TB
contacts, those who had tuberculosis symptoms, those who
admitted to a tertiary pediatric hospital, and those referred to
detect possible Mycobacterium Tuberculosis infection before
using immunosuppressive drugs.

MATERIAL and METHODS

A total of 118 patients who were examined for TB between
September 2018 and January 2020 were included in the

study prospectively. The patients were divided into 3 groups.
Patients who had TB symptoms and / or abnormal radiological
imaging results, those who had active TB contact, and those
who admitted with other reasons (e.g., before using biological
agents) were examined for TB. The IGRA and TST were
performed for all patients. Patients for whom the tests were
not applied simultaneously were excluded from the study.
We examined the medical records of patients, and collected
the data on their demographic, clinical, microbiological and
radiological examinations, and on the presence of BCG Scar
and BCG vaccination history. Complete clinical evaluations
were performed for all patients.

TST (Mantoux Test). In the Tuberculosis Dispensary or in our
hospital, 0.1 ml (5 IU) Tuberculin Solution (PPD-S Tween 80)
was applied with a 26-No needle to the dry skin in the 1/3 upper
front area of the left forearm. The diameter of the induration
that appeared at the test site 72 hours after injection was
measured as millimeter (mm). Interpretation of the tuberculin
test; in children who are not vaccinated with BCG; TST reaction
positive if =10 mm, negative if <10 mm; children with BCG
vaccine were considered positive if = 15 mm and negative if <
15 mm (5).

IGRA Test. This test was done according to the manufacturer’s
recommendations, and the results were evaluated as
summarized below. One ml venous blood sample was taken
from the patients into Nil Control, Mitogen Control, and TB
Antigen Tubes that were included in the kit. The tubes were
shaken gently 10 times and were then incubated at 37°C for
16-24 hours. After the incubation, the RCF was centrifuged
at 2200 to 2300 g for 15 minutes, the plasmas were taken,
and the amount of IFN-y (IU / ml) was measured with ELISA.
The analyzes of the optical density values were made by using
the “QuantiFERON-TB Feron Analysis Software”; and the
results of the analyses were evaluated as positive, negative, or
undetermined (6).

Latent TB Infection (LTBI) was defined as an asymptomatic child
who had a positive TST and / or IGRA result but with a chest
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X-ray not suggesting TB. Active TB was defined as symptoms
suggesting TB, abnormal chest X-ray results consistent with TB,
acid-resistant bacilli stain(ARB) from clinical samples, Nucleic
Acid Amplification Test (NAAT), or Mycobacterium tuberculosis
positivity in culture.

Symptoms suggesting TB were identified as a cough that
lasted more than two weeks, persistent fever, night sweating,
weight loss, lymphadenopathy, hydrocephalus, seizure, and
cranial nerve involvement.

According to the disease site, the definitions were made as
Pulmonary, Central Nervous System (CNS), Extrapulmonary,
and Multifocal (> 1 region) TB.

Laboratory verified disease included children with ARB, NAAT,
or Mycobacterium tuberculosis culture positivity. All cases
who did not meet bacteriological confirmation criteria, but had
pathological images in chest X-rays and who had a positive
response to specific anti-tuberculosis treatment were accepted
as clinical TB.

All contacted children were followed-up at home with 3-month
intervals for 12 months by trained field employees, repeated
symptom screenings were done, and clinical visits were paid if
the child becameill.

Children who were diagnosed with active TB were followed-up
clinically with 2-month intervals and at the end of TB treatment
to evaluate their response to treatment.

Informed consent forms were obtained from the families for the
study.

Approval was obtained from Adiyaman University, Faculty of
Medicine, Ethics Board with the decision number 2018/6-10.

Statistical Analyses

The Statistical Package for the Social Sciences 15.0 program
(SPSS Inc., Chicago, IL, USA) was used for the statistical
analyses. The One-Sample Kolmogorov-Smirnov test was used
to determine whether the continuous data were distributed
normally. Groups were compared using the One-Way ANOVA
or the Kruskal Wallis H test whichever one was appropriate.
As a result of these analyses, the groups which were found
significant were compared with the Tukey’s Multiple Range Test
or Mann Whitney U test (Bonferroni Correction was applied for
p values <0.0167 (i.e., and 0.05/3 comparisons). The results
were reported as Mean+SD or median (Min-Max). Categorical
variables were compared using the Chi-Square Test or Fisher’s
Exact Chi-Square Test whichever was appropriate, and were
expressed as numbers and percentages. The Cohen’s Kappa
Statistic was used for the agreement test. p value < 0.05 was
considered statistically significant.
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RESULTS

The flow diagram of the study is given in Figure 1. A total of 13
(11%) patients who admitted with pneumonia symptoms and
findings, and 7 (6%) patients in active TB contact screening
were diagnosed with TB. LTBI was detected in 23 (19.5%)
patients; and 75 (63.5%) children were not infected.

Clinical and demographic details are given in Table |.

The male / female rate was 74/44 in our study (p=0.006). The
median age was found to be 14 (1.17-19.2 years) in males, and
12 (0.33 -17.9 years) in females.

When the 3 groups were compared in terms of age, it was
found that there were significant differences (p <0.01). The
mean age of the LTBI Group was higher than that of the TB
Group at significant levels (p<0.05), and was similar to that of
the non-infected group (p>0.05) (Table II).

When the 3 groups were compared in terms of TST, it was
found that there were significant differences (p <0.001). The
median TST of the LTBI and TB Groups were higher than that
of the non-infected group at significant levels (p< 0.0167),
and was similar to that of the median TST of the LTBI and TB
Groups (p>0.05) (Table II).

118 patients

63 (53.5 %) Patients
Contacts investigation

49 (41.5 %) Patients
Tuberculosis symptoms
and/or abnormal chest
radiograph

6 (5%) Patients others
(e.g. Before drug use)

7 Patients tuberculosis
___| TST pos=7, IGRA pos=6

13 Patients Tuberculosis -
__| ST pos=3, IGRA pos=5 1 patient Latent
tuberculosis

TST pos=1, IGRA pos=0

7 Patients Latent
tuberculosis

TST pos=2, IGRA pos=5,
TST and IGRA=1
serokonversiyon=1

15 Patients Latent
tuberculosis

TST pos=8, IGRA pos=8
IGRA serokonversion=1

29 Patients Pneumonia
or acute respiratory
infection

TST and IGRA neg

41 Patients Healthy
contacts of
Tuberculosis cases

| TSTand IGRA neg

5 Patients Healthy
TST and IGRA neg

Figure 1: The outline of the study design.




Table I: Characteristics of children enrolled in the study (n = 118).
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A total of 97 children were vaccinated with BCG (82.2%).

Characteristic

n (%)

Because of symptomatic disease, ARB, Mycobacterium

Male

Age (yrs), median (min-max)
BCG vaccinated

BCG non-vaccinated

TST/IGRA test performed

Culture or/and Nucleic acid amplification
(NAAT) method performed (n=20)
Acid fast staining positive
Culture positive (M. tuberculosis)
NAAT positive
Pathology positive
Site of disease
Pulmonary TB only
CNS disease
Extrapulmonary only
>1 site
Pulmonary and extrapulmonary
Pulmonary and CNS disease
Radiological examination performed
Radiological findings
Consolidation
Cavitary lesion
Mediastinal lymphadenopathy
Consolidation and bronchiectasis
Pleural effusion
Abdominal mesenteric lymphadenopathy
Disease confirmation criteria (n=20)
Laboratory
Clinical

74 (62.7%)

13.4 (1.1-19.2)

97 (82.2%)
21 (17.8%)

118 (100%)

2 (2%)
2 (2%)
1(1%)

4 (20%)
16 (80%)

tuberculosis culture, and / or NAAT were examined in fasting
gastric fluid of 50 (42.3%) children. A total of 20 children were
diagnosed with TB; 11 had pulmonary TB, and only one of these
had positive culture, TST was negative, and IGRA was positive;
CNS TB was detected in 1, TST and IGRA were negative, and
NAAT was positive; extra-pulmonary TB was detected in 3; and
5 were diagnosed with multifocal TB. Culture, TST and IGRA
were positive in 2 patients diagnosed with Multifocal TB.

The IGRA and TST tests were performed together on 118
patients. Positive TST was recorded in 23 (19.5%) patients who
were tested, and the induration size ranged between 10 and
20 mm. IGRA positivity rate was 26 (22%). When two patients
who had a history of domestic contact were evaluated again,
immunological transformations were detected in IGRA and TST
(from zero to 16 mm) in one patient, and only in IGRA in the
other patient.

The first-line radiological imaging results were evaluated with
postero-anterior Chest X-rays. Computed Tomography was
performed on 29 (24.5%) patients who had abnormal radiological
imaging results. Although the most common radiological finding
was consolidation areas in patients diagnosed with pulmonary
TB, cavitary lesions were detected in the lungs of 3 patients.

While there was moderate compliance between TST and IGRA
test in patients with TB diagnosis (kappa =0.50, P=0.025), no
compliance was found between tests in LTBI patients.

BCG: Bacille Calmette-Guerin, TST: Tuberculin Skin Test, IGRA:
Interferon-y release tests, TB: Tuberculosis, CNS: Central Nervous
System.

Table Il: Age and Sex Distribution of Study Patients.

The sensitivity of TST was found to be 51.1% (95% Cl, 36.7-
65.3), and the sensitivity of IGRA was 60.4% (95% CI, 45.5-
73.6) in patients diagnosed with TB and LTBI.

Patient number Mean age Std. Minimum Maximum age Median age o
n (%) (years) deviation age (years) (years) (years) p
Boys 74 (62.7%) 13.2 3.56 117 19.2 14 0.083
Girls 44 (37.3%) 11.7 4.11 .33 17.9 12 0.0383
Total 118 (100%) 12.6 3.83 117 19.2 13.41

*Mann-Whitney U test

Table IlI: Three Intragroup Comparison in terms of Age, Gender, Presence of BCG Scar, and Tuberculin Skin Test

Measurements.

Non-Infected (n=75) LTBI (n=23) TB (n=20) p
Age’ 12.58%+3.47 14.522+2.91 10.93+4.95 0.002
Gender' (E/K) 51/24 14/9 9/11 0.164
BCG Scar ' (Yes/No) 16/59 4/19 1/19 0.237
TST (mm)* 0 (0-14) 13 (0-20)¢ 12.5 (0-20)¢ <0.001

*:One Way ANOVA test, @: Means within the same row with different superscripts are significantly different (o <0.05, Tukey's test ), t:Chi square
testi yapildl. #: Kruskal Wallis H test, °@: Medians within the same row with different superscripts are significantly different Mann Whitney U test was
used for multiple comparison (Bonferroni correction was applied for which p-values <0.0167 (i.e., 0.05/3 comparisons). LTBI: Latent Tuberculosis,
TB: Active Tuberculosis, BCG: Bacille Calmette-Guerin, TST: Tuberculin Skin Test.
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Table IV: Comparison of the Results of QuantiFERON-TB gold In-Tube and TST.

QuantiFERON-TB gold In-Tube

- . Kappa p
positive negative
TST

. positive 8 (40%) 2 (10%) 0.50 0.025

TB patients (n=20) negative 3 (15%) 7 (35%)
LTBI (n=23) positiye 5(21.7%) 8 (34.7%) -0.63 0.002

negative 10 (43.5%) 0 (0%)
TB and LTBI (n=43) positive 13 (30%) 10 (23.2%) -0.086 0.571

negative 13 (30%) 7 (16.3%)

TST: Tuberculin Skin Test, TB: Tuberculosis, LTBI: Latent Tuberculosis, TB: Active Tuberculosis .

DISCUSSION

The low rate of bacteriological confirmation and test positivity
in pediatrics continues to be a problem in active TB disease
due to the paucibacillary nature of the disease and the relative
difficulties in collecting sufficient specimens for microbiology (7).
Many children who have clinical TB do not have microbiologically
proven TB. In many studies, clinical TB diagnosis, which is a
less reliable method, is employed (4, 8). In our study, although
we had 20% patients with microbiological evidence, we could
not detect ARB positivity in any of our cases. We believe that
this was because of the lack of our laboratory experiences or
the patient group’s being a pediatric age group, and perhaps
due to insufficient samples.

Although IGRA tests yielded promising results in many studies,
there are few published articles on their performance in
children. Current studies suggest that these tests may be used
and may also be clinically useful in evaluating TB in children
in some cases. Kay et al. (2) found in their study that IGRA
sensitivity was similar to that of TST in children under 5 years
of age, but the sensitivity of these tests decreased in children
who were younger than 2 years of age, undetermined results
were higher in children who were younger than 1 year of age
and in the presence of a Central Nervous System disease.
It was also reported in the same study that IGRA had more
sensitivity than TST in children who were =5 years old and who
had laboratory-approved TB and must be considered as the
preferred immunodiagnostic test (2). In the study conducted by
Ahmed et al. (9), the sensitivity of TST and IGRA were reported
as 50% and 75%, respectively. Connell et al. (10) reported that
although high-level compliance was detected between IGRAs
in their study, there was no compliance between IGRAs and
TST. It was found in another study that the sensitivity of the
QuantiFERON-TB Gold In-tube Test was 92%, the compliance
between IGRAs was high, and IGRAs were also compatible
with TST (11). In our study, the sensitivity of TST was 51%, and
that of IGRA was 60% in patients diagnosed with TB and LTBI.
Eight of our 10 TST-positive TB patients were also found to be
IGRA positivity, and cohen-kappa analysis between the tests
showed moderate agreement. We think that the small number
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of patients with a diagnosis of TB in our study population and
the small number of patients with microbiological evidence may
affect this result and this is a limitation of our study. However,
there was no agreement between TST and IGRA tests in our
LTBI patients. In only 5 of our 23 LTBI patients, both tests were
positive at the same time. TST was positive in 13 patients, while
IGRA was positive in 15 patients. IGRAs are increasingly being
recommended as a replacement for TST. Is the reason for this
discrepancy in our study, false positive TST or false negative
IGRA? Considering the disadvantages of both tests, it seems
to be an important question that may affect the practical use of
the tests.

Studies speculated that IFN-y may be required to predict
active TB in countries where the TB burden is high and where
the combination of other risk factors with IGRA results has a
much higher predictive value than IFN-y response alone, but
is not sufficient on its own (11-13). Based on the current data,
a negative IGRA does not exclude active TB, and it is not
recommended that IGRA is used as a single tool to confirm or
exclude active TB in children. IGRA positivity was 55%, TST
positivity was 50%, and the positivity of both tests was 40% in
our patients diagnosed with TB. Also, some authors argue that
IGRA, which is initially negative, must be repeated in patients
if clinicians plan to start TB treatment. When the tests were
evaluated again in our 2 patients who had a history of domestic
contact, the immunological transformation was detected in
both IGRA and TST (from O to 16 mm) in one patient, and only
in IGRA in the other patient (14). If one of the tests is positive, it
is considered in favor of LTBI. If the target of requesting the test
is sensitivity, one of these tests can be employed. We believe
that the diagnosis can be continued to be made with TST under
the conditions of our country, except for the cases for whom
sensitivity is very important, who have a high suspicion of TB,
for children with risk factors for TB, and for patients who will
receive immunomodulatory biological agents in a short time.

Studies show theimportance of even one single case in detecting
the disease and the contact in TB (15,16). In the present study,
7 patients (11%) were diagnosed with TB in active tuberculosis
contact screening, and 13 patients (20%) were detected to have
LTBI. Programs to fight against tuberculosis must be continued



without interruptions. We believe that finding active cases and
contacts should be considered among the close contacts of
infectious TB cases in countries with moderate and high TB
burden, and careful follow-ups are needed to detect additional
tuberculosis and latent tuberculosis cases that may progress to
tuberculosis in childhood.

Our study had limitations that deserve discussion. The most
important limitation was that only 4 (20%) patients could be
diagnosed with TB based on microbiological evidence in the
sampling size that consisted of 118 patients. We could not
predict the sensitivity of the QFT and TST Tests because of
the small number of TB cases that were microbiologically
confirmed. We analyzed the sensitivity of the tests in children
with TB and LTBI to overcome this limitation partially. Also, we
could not measure important covariates (e.g., nontuberculous
mycobacterium infection, HIV infection, and malnutrition),
which would enable us to evaluate the performance of these
tests better.

When compared with TST, IGRA had higher sensitivity. IGRAs
have the advantage of not having cross-reactions with BCG
vaccine or non-TB mycobacterial proteins. However, problems
that occur due to the production of the test, collection of
samples, delay in the isolation and incubation of cells, improper
shaking of the test tubes, problems that occur due to the
laboratory, or immunological problems caused by possible
booster response of the recently performed TST still remain as
the disadvantages (17).

As a conclusion, cost and technical considerations might
support the selection of TST in rural areas that have limited
resources and poor laboratory infrastructure. Multicentric,
prospective, and large-scale studies are required with
microbiologically proven patient groups to determine our test
priority in the conditions of our country.
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intravitreal Bevacizumab Uygulanan Prematiire Retinopatisi Olan
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ABSTRACT

Objective: To evaluate the systemic and local effects and side effects of intravitreal bevacizumab injection in preterm
infants with aggressive posterior retinopathy of prematurity.

Material and Methods: A total of 16 patients were included in this single-center observational cohort study between
June 2020 and March 2021. The clinical, laboratory, and radiological findings before and after intravitreal injection of 0.3
mg bevacizumab were recorded for a total of 32 eyes.

Results: The patients’ mean gestational age at birth was 25+0.38 weeks and their mean birth weight was 695+119.2
g. None of the patients developed complications such as local vitreous hemorrhage or endophthalmitis secondary to
intravitreal injection administered at a postmenstrual age of 34 weeks, and none required repeated injections. There was
no increase in the rate of intraventricular hemorrhage after injection. There was no statistically significant difference in the
patients’ laboratory parameters, blood pressure values, or systemic findings before and after treatment.

Conclusion: Although no systemic or local side effects were observed in patients treated with intravitreal bevacizumab
injection in this study, patients should be monitored closely for systemic hypertension, intraventricular hemorrhage, and
hypotension. More detailed studies are needed to evaluate later neurodevelopmental outcomes compared to other
treatment options.

Key Words: Bevacizumab, Hypertension, Hypotension, Intracranial Hemorrhage, Retinopathy of Prematurity

0z
Amac: Agresif posterior premattre retinopatisi olan prematire bebeklerde intravitreal bevacizumab enjeksiyonunun
sistemik, lokal etkilerini ve yan etkilerini degerlendirmek.

Gerec¢ ve Yontemler: Haziran 2020 ile Mart 2021 arasinda tek merkezli gézlemsel kohort ¢alismasina toplam 16 hasta
dahil edildi. Toplam 32 g&z icin intravitreal 0.3 mg bevacizumab enjeksiyonu 6ncesi ve sonrasi klinik, laboratuvar ve
radyolojik bulgular kaydedildi.

Bulgular: Hastalarin dogumdaki ortalama gestasyonel yasi 25+0.38 hafta ve ortalama dogum agirigr 695+119.2 gr'd.
Hicbir hastada postmenstriiel 34 haftalikken intravitreal enjeksiyona sekonder lokal vitreus kanamasi veya endoftalmit
gibi komplikasyonlar gelismedi, higbirinde tekrarlanan enjeksiyon gerekmedi. Enjeksiyondan sonra intraventrikller
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kanama oraninda artis olmadi. Tedavi dncesi ve sonrasi hastalarin laboratuvar parametreleri, kan basinci degerleri veya sistemik bulgulari

arasinda istatistiksel olarak anlamli bir fark yoktu.

Sonug: Bu calismada intravitreal bevacizumab enjeksiyonu ile tedavi edilen hastalarda sistemik veya lokal yan etki gérilmemekle birlikte
hastalar sistemik hipertansiyon, intraventrikiler kanama ve hipotansiyon agisindan yakindan izlenmelidir. Diger tedavi seceneklerine kiyasla
daha sonraki ndrogelisimsel sonuglart degerlendirmek icin daha ayrintili calismalara intiyag vardir.

Anahtar Sozciikler: Bevacizumab, Hipertansiyon, Hipotansiyon, intrakraniyal Kanama, Prematiire Retinopatisi

INTRODUCTION

Retinopathy of prematurity (ROP) occurs secondary to abnormal
vasoproliferation in the retina of preterm infants and is among
the leading causes of blindness. The Turkish ROP Neonatal
Study Group reported the incidence of ROP in Turkey as 8.1%
in infants with low birth weight (LBW) and 19.4% in infants with
extremely low birth weight (ELBW) (1). In the TR-ROP study,
birth weight, gestational age, duration of oxygen therapy, and
relative weight gain at postnatal 28 days were found to be
independent risk factors for ROP (2). Although the incidence
of ROP is gradually decreasing due to well-planned screening
programs, clinical studies investigating new risk groups and
different treatment modalities are needed.

Aggressive posterior ROP (APROP) is a form characterized by
plus disease in zone | and posterior zone Il disproportionate
to peripheral disease findings, and it can lead to retinal
detachment without early diagnosis and treatment (3). Laser
photocoagulation and intravitreal anti-vascular endothelial
growth factor (VEGF) agents (bevacizumab, ranibizumab)
are commonly used in its treatment. There are publications
suggesting that anti-VEGF agents provide better visual
outcomes than laser photocoagulation in the treatment of
APROP involving zone | (4,5). However, anti-VEGF agents
have also been reported to cause adverse effects such as
hypotension, hypertension, and intracranial hemorrhage (ICH)
(6,7). In this single-center study, the clinical, radiological,
and laboratory results of patients with APROP who required
intravitreal bevacizumab injection (IVl) were examined for
possible side effects after the procedure.

MATERIAL and METHODS

The ROP Diagnosis, Treatment, and Education Center, which
operated within the Dr. Zekai Tahir Burak Women’s Health
Training and Research Hospital from 2004 until becoming
affiliated with Ankara City Hospital, is one of the first centers in
Turkey to implement a monitoring program for ROP. It continues
to serve as the highest volume diagnosis and treatment center.
The center provides ROP screening and treatment for infants
born in and/or followed up in the neonatal intensive care unit
(NICU) of the same hospital, as well as infants at-risk infants
from the province and by the national emergency call center.

This study included patients diagnosed as having APROP and
treated with intravitreal bevacizumab between June 2020 and
March 2021. The observational cohort study was approved by
the local ethics committee in the institution where the clinical
study was conducted (date 11.06.2020, E1-20-748).

Retinal examination:

Ophthalmologists qualified and competent in the area of ROP
performed retinal examinations using 20- and 28-diopter
lenses after placing a lid speculum. The infants were placed in
supine position for the examinations, which were performed at
bedside in the NICU under appropriate monitoring. To visualize
the retina and vitreous, mydriasis was induced with 2.5%
phenylephrine and 0.5% tropicamide 2 to 3 times at 5-minute
intervals, starting 1 hour before the examination. Patients with
ideal pupil dilation were examined 45 to 60 minutes after the
last instillation. ROP was classified according to the ICROP
(International Classification of Retinopathy of Prematurity) (1,2).

Intravitreal Injections:

The advantages, disadvantages, and expected benefits of
laser photocoagulation and intravitreal bevacizumab injection
in the treatment of ROP were explained in detail to the parents
and their informed consent was obtained. Intravitreal injections
were administered 1.5 mm from the limbus under appropriate
sedation and sterile conditions. Bevacizumab 0.3 mg/0.0125 m
was used as the anti-VEGF agent. All injections were performed
by the same specialist ophthalmologist (O.0.). Moxifloxacin eye
drops were used 4 times a day for 5 days as post-procedure
endophthalmitis prophylaxis.

Data regarding the preterm infants’ demographic characteristics
(gestational age, birth weight, sex, mode of delivery, need for
resuscitation in the delivery room) and antenatal/postnatal risk
factors (clinical chorioamnionitis, prelabor rupture of membranes
at term [PROM] or preterm [PPROM], preeclampsia, antenatal
corticosteroid therapy) were obtained from medical records.

Additionally, the following were also recorded:

e Respiratory distress syndrome (RDS) requiring surfactant
@),

e Hemodynamically significant patent ductus arteriosus
(hsPDA)  requiring  treatment  (echocardiographically
documented with continuous murmur, hyperdynamic
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precordium, left-to-right shunt, pulsatile pulse and wide pulse
pressure, increased oxygen requirement, cardiomegaly, and
congestive heart failure) (9),

e Early neonatal sepsis (within first 72 hours in very low birth
weight infants) and late neonatal sepsis (after 3 days) (10),

e Time to oral intake, necrotizing enterocolitis (NEC) higher
than stage llb according to Bell staging (11),

e Oxygen requirement at postnatal 7, 14, 21, and 28 days and
duration of invasive and non-invasive mechanical ventilation

(MV),

e Intraventricular hemorrhage (IVH; ventricular enlargement
and periventricular infarction stage 3 according to Volpe
staging) (12), concomitant diseases, and late morbidities.

Hematological and biochemical parameters, IVH presence
and stage, systolic, diastolic, and mean arterial blood pressure
(BP) values measured using an appropriate sleeve, and
ocular findings 48 hours before and 96 hours after intravitreal
bevacizumab injection were obtained from patient records and
the hospital database.

Statistical analysis:

Statistical analyses were performed using SPSS version 22.0
(IBM Corp, Armonk, NY). p values < 0.05 were accepted as
statistically significant. Normal distribution of measured values
were analyzed graphically and with Shapiro-Wilk test. Results
were presented as mean and standard deviation or median,
minimum, and maximum values. Paired-samples t test was
used to compare patients’ pre- and post-treatment values.

RESULTS

The patients’ mean gestational age at birth was 25+0.38
weeks and their mean birth weight was 695+119.2 g. Of the
16 infants in the study, 11 (68.8%) were female, 13 (81%) were
born by cesarean section, 14 (87.5%) underwent advanced
resuscitation in the delivery room, and all received endotracheal
surfactant therapy. Ten (62.5%) of the preterm infants had
received a complete course of antenatal steroid, while 4 (25%)
received no antenatal corticosteroid therapy. Other risk factors
and diseases are summarized in Table I.

Intravitreal bevacizumab injection was administered to a total of
32 eyes at a mean postmenstrual age of 34+0 weeks. Stage
[-I ROP and plus disease were detected in 12 infants (75%)
and APROP in zone | was detected in 10 infants (62.5%).
None of the patients required repeated injections and none
developed complications associated with the procedure. There
was no increase in the rate of IVH after injection. There were
no statistically significant differences in the patients’ laboratory
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parameters, blood pressure values, or systemic findings before

and after treatment (Table II).

Table I: Summary of the antenatal and clinical characteristics
of preterm infants with ROP (n=16). Data presented as mean
+ standard deviation or number and percentage.

Birth weight, g 695+119.2
Gestational age, weeks 25+0.38
Sex (F), n (%) 11 (68.9)
Mode of birth (C/S), n (%) 13 (81.0)
ggrt[riwcpcl)z'izrg?durse of antenatal 10 (62.5)
No antenatal corticosteroid 4 (25.0)
Preeclampsia 1(6.3)
Chorioamnionitis 2(12.5)
PPROM 4 (25.0)
Resuscitation in the delivery room 14 (87.5)
Early neonatal sepsis 8 (50.0)
Late neonatal sepsis 15 (93.8)
hsPDA 11 (68.9)
Day 7 Invasive ventilation 5 (38.3)
Day 14 Invasive ventilation 9 (566.3)
Day 21 Invasive ventilation 8 (50.0)
Day 28 Invasive ventilation 4 (25.0)
MV duration, (days) 37.4+22.3
NIV duration, (days) 24.1£18.0
BPD mild/moderate 6 (37.5)
BPD severe 10 (62.5)
Oral intake start time, (days) 3+0.3 (2-4)
Rate of weight gain, (g/day) 13.3+4.4
Necrotizing enterocolitis 7 (43.8)
Intraventricular hemorrhage 5(31.3)
Stage |-l ROP/APROP 12 (75.0)
Stage Il APROP 4 (25.0)
Zone | APROP 10 (62.5)
Zone Il APROP 6 (37.5)

88+8.8 (81-93)

91+7.7 (83.2-95.7)
52.5+7.5 (47.7-60)
54.5+5.6 (51-57)
63.5+7.6 (57-70.7)

Post-treatment mean BP, (mmHg) 65.5+7.2 (60-69.7)

F: Female, C/S: Cesarean section, PPROM: Preterm prelabor rupture
of membranes, hsPDA: Hemodynamically significant patent ductus
arteriosus, MV: Mechanical ventilation, NIV: Noninvasive mechanical
ventilation, BPD: Bronchopulmonary dysplasia, ROP: Retinopathy of
prematurity, APROP: Aggressive posterior ROP, BP: Blood pressure

Pre-treatment systolic BP, (mmHg)
Post-treatment systolic BP, (mmHg)
Pre-treatment diastolic BP, (mmHg)
Post-treatment diastolic BP, (mmHg)

Pre-treatment mean BP, (mmHg)
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Table Il: Comparison of blood and blood pressure parameters before and after intravitreal bevacizumab therapy.

Pre-treatment Post-treatment P
CRP, (mg/dL) 3.6 (1.15-25) 3.2 (1.0-10.9) 0.160
WBC, (x10%L) 7655.0+675.5 7720.6+664.9 0.870
Hb, (g/dL) 9.7+0.5 9.8+0.5 0.490
PLT (x10%L) 340562+53740 349812+53133 0.710
Systolic BP (highest), mmHg 93 95 0.460
Diastolic BP (highest), mmHg 60 57 0.880
Mean BP (highest), mmHg 70 69 0.950
Systolic BP (lowest), mmHg 81 83 0.840
Diastolic BP (lowest), mmHg 47 51 0.130
Mean BP (lowest), mmHg 57 60 0.250

CRP: C-reactive protein, WBC: White blood cells, Hb: Hemoglobin, PLT: Platelets, BP: Blood pressure

DISCUSSION

The results of this study indicate that intravitreal bevacizumab
therapy can be safely used in very low birth weight preterm
infants, has no effect on vital signs and blood parameters, and
is not associated with important morbidities of prematurity.
As ethical considerations preclude randomized controlled or
placebo-controlled studies in critical, sight-threatening diseases
that require urgent treatment such as APROP, sharing drug
side effects and observed complications through retrospective
cohort studies and case reports is more valuable scientifically.

In 2013, the American Academy of Pediatrics and American
Academy of Ophthalmology recommended ROP screening for
all infants with birth weight < 1500 g and/or gestational age <
30 weeks and those infants born after 30 weeks of gestation
with birth weight of 1500-2000 g and clinical problems
requiring cardiopulmonary support (13). In Turkey, it is generally
recommended to screen all infants born at or before 32 weeks
of gestation. The first eye examination is performed at 30-
31 weeks of postmenstrual age for all infants born before 27
weeks of gestation and at postnatal 4 weeks for infants born
after 27 weeks of gestation (2).

The pathogenesis of ROP is explained by the development of
abnormal neovascularization due to elevated VEGF and insulin-
like growth factor-1 (IGF-1) levels, and the most important risk
factors are prematurity and low birth weight (14). Elevated
inflammatory markers secondary to complement activation
have been shown to be useful in the prediction of ROP and
early intervention (15). In a meta-analysis of ROP risk factors,
prenatal steroid use, gestational age, MV duration, and RDS
were associated with ROP development, while gestational age,
bronchopulmonary dysplasia (BPD), erythrocyte suspension
transfusion count, ICH, and periventricular leukomalacia were
associated with ROP progression (16). In the present study,
62.5% of the infants received a complete course and 12.5%
received a half course of prenatal corticosteroid, the mean
gestational age was 25 weeks, the mean duration of MV was

37 days, 93.8% received surfactant, 62.5% had severe BPD,
and 31.3% had ICH. Lee et al. (17) and Anaya-Alaminos et
al. (18) determined that the preterm infants of mothers with
PROM had a lower risk of severe ROP, whereas preterm infants
with bacteremia and postnatal hyperoxemia were at higher
risk of severe ROP. The prevalence of PPROM was 25% in
this study. In a meta-analysis investigating the association
between sepsis and ROP, sepsis was found to be directly
associated with all stages of ROP (19). Late neonatal sepsis
was observed in nearly all of the patients in the present study.
There are also studies demonstrating a direct association with
chorioamnionitis and funisitis (20).

As ROP is a preventable disease, preterm infants weighing
less than 1500 g should receive oxygen therapy with saturation
monitoring in accordance with established guidelines (21). For
the conditions in Turkey, it is recommended to monitor infants
with gestational age < 34 weeks and birth weight < 1700 g
according to the routine screening program (2). A model
incorporating postnatal growth into ROP screening (G-ROP)
has recently been developed for preterm infants who do not
meet conventional birth weight and gestational age criteria,
and gestational age < 28 weeks, birth weight < 1051 g, weight
gain <120 g during postnatal days 10-19, weight gain <180 g
during days 20-29, weight gain <170 g during days 30-39, and
hydrocephalus were reported as poor prognostic factors (22).
Treatment tment modalities commonly used for ROP include
cryotherapy, laser photocoagulation, VI, and retinal surgery
(23).

APRORP is the most aggressive form of ROP and its treatment
is more challenging compared to classical ROP (3). A
study investigating APROP risk factors found that maternal
chorioamnionitis and intrauterine growth restriction (IUGR)
were directly associated with APROP (24). Only two of the
patients in this study had chorioamnionitis, and none had
IUGR. In a routine ROP screening program, APROP was
detected in a series of 3 infants born at gestational ages of
27 weeks, 305/7 weeks, and 31 weeks, and the authors
emphasized the potentially aggressive course of this disease
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and the importance of close monitoring and follow-up of risk
groups (25).

Anti-VEGF agents are frequently used together with laser
photocoagulation in the treatment of APROP (26). In some
studies, anti-VEGF injection is recommended as rescue
therapy in cases of laser photocoagulation failure (27).
However, in a small number of series, it was shown that laser
photocoagulation can be used if the disease progresses after
IVl (28). Although uncommon, some complications such as
cataract, vitreous hemorrhage, corneal abrasion/opacity,
endophthalmitis, hyphema, and thromboembolic events may
develop after bevacizumab injection (29). As in our study, there
are publications reporting no complications after VI (30, 31).
A recent meta-analysis by Popovic et al. (32) comparing IVI
and laser photocoagulation showed that the need for repeat
treatment was less common after laser photocoagulation,
astigmatism and the need for surgery were lower after IV,
and there was no significant difference between VI and laser
photocoagulation in terms of vision, safety, and disease
regression times. In a study showing that IVI therapy was at
least as effective as laser photocoagulation and that the risk of
complications and retreatment was lower, the degree of myopia
was found to be higher in APROP patients compared to type 1
ROP patients (33-35).

Intravitreal bevacizumab injection is also frequently used in
our clinic. As in this study, Nicoara et al. (36) administered
intravitreal bevacizumab to patients with APROP and stage 3
ROP and observed significant regression of ROP findings, with
no complications or retinal detachment. There are publications
demonstrating a greater need for laser photocoagulation
and retinal surgery in the APROP group after bevacizumab
treatment for APROP and type 1 ROP (37). APROP has a
high risk of recurrence and was found to be correlated with
intravitreal hemorrhage, low birth weight, postmenstrual age,
and low neutrophil count in one study (38).

Opinions are divided regarding bevacizumab dosing for the
treatment of APROP. In a study comparing doses of 0.5 mg
and 0.625 mg, no difference in complications was observed
between the groups (39). The patients in the present study
were administered 0.3 mg intravitreal bevacizumab with no
complications. Systemic hypotension, hypertension, and ICH
after bevacizumab treatment have been reported in small cases
series (6,7). The patients in this study had no increase in ICH
and no change in systemic blood pressure values after injection.

Limitations of this study is small number of cases due to the
inclusion of high-risk infants with low gestational age.

CONCLUSION

Although intravitreal bevacizumab therapy is widely used
in the treatment of APROP, side effects such as systemic
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hypertension, hypotension, and ICH risk have been reported.
However, no systemic or local side effects were observed in the
injected eyes in this study. Additionally, none of the treated eyes
required a second injection or laser treatment during follow-up.
Nevertheless, ROP patients who receive intravitreal injections
should be monitored closely for possible short-term drug side
effects. More extensive studies are needed to determine the
dose with highest efficacy and lowest side effects, and later
neurodevelopmental outcomes should be investigated in
comparison with other treatment options.
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Evaluation of Patients with Juvenile Idiopathic Arthritis-
Associated Uveitis from Rheumatology Perspective
Juvenil idiyopatik Artrit ile iliskili Uveitli Hastalarin Romatolojik
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ABSTRACT

Objective: Uveitis, the most common extra-articular manifestation of juvenile idiopathic arthritis (JIA), is most commonly
found in children with oligoarticular type and polyarticular rheumatoid factor (-) JIA. Close follow-up of these children
by pediatric rheumatologists and ophthalmologists is important because of the risk of blindness if these cases are
untreated. This study aims to evaluate the frequency of uveitis, demographic characteristics, and complications in
children with JIA.

Material and Methods: Among the patients with JIA who were followed up at the Pediatric Rheumatology Clinic of
Dr Sami Ulus Maternity, Child Health and Diseases Training and Research Hospital between January 2017 and July
2021, those with uveitis were included in the study. Location of uveitis, laterality, age at onset of uveitis, complications
of uveitis, duration of follow up, laboratory findings, medications used, and status of uveitis at the time of data collection
were obtained from the patients’ files.

Results: Uveitis was observed in 34 (7.1%) of the 473 children with JIA included in the present study. Twenty three
patients were female (67.6%). The age at diagnosis of JIA was 5.9+5.1 years, and the age at diagnosis of uveitis was
7.5+4.2 years. The most common form of JIA was the persistent oligoarticular form. Compared with the age of onset
of arthritis in all JIA patients, the age of onset of arthritis was lower in patients with JIA-associated uveitis (7.8+4.6 years
vs. 5.9+5.1 years). Anatomically, all patients had anterior uveitis. Antinuclear antibody positivity was more common in
children with JIA-associated uveitis (47.1%) than all of our patients with JIA (19%). In one of the patients, arthritis and
uveitis were diagnosed simultaneously. Posterior synechia was found in three patients (8.8%). Arthritis was the first
symptom in 27 patients (79.4%) and uveitis in six patients (17.6%), cataract in five patients (14.7%), glaucoma in two
patients (5.9%), and blindness in one eye (2.9%).

Conclusion: Uveitis is the most common extra-articular complication of JIA and has sight-threatening complications
which may lead to irreversible visual loss. The findings of this study suggest that the joint effort of pediatric rheumatologists
and ophthalmologists is needed to diagnose these children promptly and treat them appropriately.

Key Words: Eye diseases, Juvenile Idiopathic Arthritis, Uveitis

0z
Amag: Juvenil idiyopatik artritin (JIA) en yaygin eklem disi bulgusu olan (iveit, en sik olarak oligoartikiler tip ve poliartikiiler
romatoid faktér (RF) negatif JIA'Il cocuklarda bulunur. Bu cocuklarn pediatrik romatologlar ve oftalmologlar tarafindan
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yakin takibi, tedavisiz kalan vakalarda kérlik riski nedeniyle dnemlidir. Bu galismanin amaci JIAT gocuklarda (veit sikligini, demografik
Ozelliklerini ve komplikasyonlarini degerlendirmektir.

Gereg ve Yontemler: Ocak 2017-Temmuz 2021 tarihleri arasinda SBU Dr Sami Ulus Kadin Dogum Gocuk Saghgi ve Hastaliklari Egitim ve
Arastirma Hastanesi hastane bilgi veri tabanindan elde edilen hastalarin demografik, klinik ve sonug verileri geriye dontk olarak incelendi.
Cocuklarin yas! ve cinsiyeti, takip siiresi, artrit baslangic yasi, JIA alt tiplerinin dagilimi, Gveit baslangic yasi, tani yasi, (veit lokalizasyonu,
Ozellikleri, semptomlari, laboratuvar parametreleri ve kullanilan ilaglar degerlendirildi.

Bulgular: Calismaya alinan 473 JIA'l gocugun 34’tinde (%7.1) Gveit gorildi. JIAnin en yaygin formu, kalici oligoartikiiler formdu. Tim JIA
hastalarinda artrit baslangic yasi ile karsilastinidiginda, JIA ile iligkili Gveiti olan hastalarda artrit baslangic yasi daha distktl (5.94+5.143 ve
7.83+4.62 yil). Antintkleer antikor pozitifligi, JIA ile iligkili Gveiti olan ¢ocuklarda tim JIA hastalarmiza kiyasla daha yaygindi (%19’a karsi
%47.1). Bir hastada artrit ve Uveit ayni anda teshis edildi. 3 hastada (%8.8) posterior sinesi, 5 hastada (%14.7) katarakt, 2 hastada (%5.9)
glokom ve bir gbzde (%2.9) korliik saptandi.

Sonug: Uveit, JIAnin en sik gériilen eklem disi komplikasyonudur ve geri déniisti olmayan gérme kaybina yol agabilen komplikasyonlara
sahiptir. Bu calismada JIA hasta populasyonumuzda (veit tanisi alan hastalanmizi degerlendirmeyi amagcladik. Bu ¢ocuklara bir an énce

teshis koymak ve uygun sekilde tedavi etmek; hem pediatrik romatologlarin hem de oftalmologlarin ortak ¢cabasini gerektirmektedir.

Anahtar Soézciikler: Goz bozukluklari, Jivenil idiopatik artriti, Uveiti

INTRODUCTION

Uveitis is the most common extra-articular manifestation of
juvenile idiopathic arthritis (JIA). The incidence of uveitis in
children with JIA is between 12-38%. Chronic anterior uveitis,
which is usually asymptomatic, is the most common type of
JIA-associated uveitis. Acute anterior uveitis usually presents
with a painful, red eye. It is generally associated with enthesitis-
related arthritis (ERA) and HLA-B27 positivity (1).

If JIA-associated uveitis is treated inadequately, it may lead
to ocular complications, such as cataracts, glaucoma, band
keratopathy and persistent macular edema, ultimately resulting
in visual impairment and blindness (2). According to the 2019
American College of Rheumatology (ACR) recommmendations,
patients with JIA should be screened regularly (every 3-12
months) for uveitis depending on the risk factors (3) (Figure 1). It
is more commonly observed in girls with oligoarticular JIA who
have positive antinuclear antibodies (ANA) (2).

In approximately 10% of children, uveitis may be present before
the onset of arthritis, while in nearly half of affected children,

Oligoarticular, RF(-) polyarticular, Systemic, RF(+) polyarticular,
psoriatic and undifferentiated enthesitis-related arhtritis

I |

ANA positive, JIA age of onset < 7 and
disease duration <4 years

! !

ANA negative, JIA age of onset >7 and
disease duration>4 years

Screen every 3 months Screen every 6-12 months
(high risk) (low or moderate risk)

Figure 1: 2019 American College of Rheumatology/Arthritis Foundation
Guideline for Juvenile Idiopathic Arthritis-Associated Uveitis opthamologic
screening examination.

RF:Rheumatoid factor, ANA: Antinuclear antibody, JIA: juvenile
idiopathic arthritis.

it occurs at the time of or soon after the diagnosis of arthritis.
In a significant number of children, it develops within seven
years of onset (2,4,5). Treatment of JIA-associated uveitis
includes the use of both topical and systemic medications. In
resistant cases, the use of biological agents may be required.
Approximately 51% develop synechia and 34% develop band
keratopathy. Cataract is found in 20% of affected children, while
glaucoma develops in approximately 17% of children (4,6,7). In
some children, some of the structural complications are already
present at the time of uveitis (1,6-8). This study aims to evaluate
the frequency and complications of JIA- associated uveitis.

MATERIAL and METHODS

This retrospective study was conducted by analyzing the
medical records of 473 children with JIA who were followed up
for at least three months in the Pediatric Rheumatology Clinic
of Dr Sami Ulus Maternity, Child Health and Diseases Training
and Research Hospital between January 2017 and July 2021.
Diagnosis and classification of subtypes of JIA were made in
accordance with the International League of Associations for
Rheumatology (ILAR). In the present study, demographic, clinical
and outcome data of the patients from the hospital information
database were examined retrospectively. Child’s age and sex,
duration of follow-up, age of onset of arthritis, distribution of
subtypes of JIA, age of onset of uveitis, localization, symptoms
(eye redness and pain, photophobia, vision changes),
laboratory parameters at the time of diagnosis, rheumatoid
factor (RF), ANA, HLA-B27 results and the drugs they used
were evaluated. An ANA titer of >1:80 by fluorescent antibody
testing was designated positive. This study was approved
by Ankara Kecidren Training and Research Hospital, Clinical
Research Ethics Committee, numbered 22.07.2020/15-2153.

Statistical Analysis

Statistical analysis was performed using IBM SPSS Statistics
for Windows v.22.0 (IBM Corp., Armonk, NY, USA). The
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Shapiro-Wilk test was used to determine the variables whether
or not they are normally distributed. Results are given as mean
+SD. Categorical variables were evaluated using the chi-square
test. Comparisons of continuous variables between the two
grupsa were performed using the T-test. The level of statistical
significance was set at p < 0.05.

RESULTS

Of the 473 patients with JIA who were followed up at Dr Sami
Ulus Maternity, Child Health and Diseases Training and Research
Hospital between 2017-2021, 34 patients with JIA-associated
uveitis were included in the present study. Twenty three patients
were female (67.6%). The female/male ratio was 2:1. At the
time the patient data were collected, their age was 12.8+5.4
years. The age at first diagnosis of uveitis was 7.5+4.2 years,
and the age at first diagnosis of arthritis was 5.9+5.1 years.
Arthritis was the first symptom in 27 patients (79.4%) and uveitis
in six patients (17.6%). In one patient, uveitis and arthritis were
diagnosed at the same time. Compared with the age of onset
of arthritis in all our patients with JIA, the age of onset of arthritis
was lower in patients with JIA-associated uveitis (13.3+5.1
years vs. 5.9+£5.1 years) (p<0.05). Considering the subtypes
of JIA, persistent oligoarticular JIA was the most common
type associated with JIA-associated uveitis in 19 patients
(55.9%). Eleven patients (32.4%) had ERA, 3 patients (8.8%)
had RF (-) polyarticular JIA and 1 patient (2.9%) had extended
oligoarticular JIA. Anatomically, all patients had anterior uveitis.
Considering the laterality of uveitis, 5 patients (14.7%) had right,
3 patients (8.8%) had left, and 26 patients (76.5%) had bilateral
involvement. Although not statistically significant, bilateral
involvement was more frequent in female patients (76.9%) than
males (23.1%) (p= 0.11). While ANA positivity was 19% in our
JIA patients, it was 47.1% with JIA-associated uveitis. (p<0.05).
Although ANA positivity was higher in girls (52.2%) than in boys
(836.4%), it was not statistically significant (p= 0.38).

Topical treatment was administered to all patients with uveitis.
Systemic steroid treatment was administered to 25 patients
(73.5%) and methotrexate treatment was administered to 29
(85.2%) patients. Biological agent treatment was administered
to 24 patients (70.5%) who were resistant to systemic steroid
and methotrexate treatment. Twenty patients (58.8%) received

Table I: Main characteristics of patients.

Number of patients 34
Gender (girls % )* 23 (67.6)
Arthritis onset age 5.9+ 5.1years
Age of onset of uveitis 7.5+ 4.2 years
Bilateral uveitis* 26 (76.5)
Antinuclear antibody positivity* 16 (47.1)
Number of patients given biologic therapy* 24 (70.5)

*n(%)
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adalimumab, 3 patients (8.8%) received infliximab after
adalimumab. Tocilizumab treatment was administered in one
patient after adalimumab and infliximab (2.9%). The need for
biological therapy for ocular complications was higher in our
female patients, but it was not statistically significant (p=0.53).
No patient received intraocular steroid injection. Considering
the eye complications, posterior synechia were observed in 3
patients (8.8%), cataracts in 5 patients (14.7%), glaucoma in
2 patients (5.9%), and blindness in one patient (2.9%). Ocular
complications were higher in female patients, but they were not
statistically significant (p= 0.92). The main characteristics of
patients are given in Table I.

DISCUSSION

Uveitis is the most common extra-articular manifestation of
JIA, with a potential risk of visual impairment. We aimed to
evaluate the frequency of uveitis in our patient population with
JIA, the demographic data of our patients with uveitis, and eye
complications. The prevalence of uveitis in children with JIA
varies widely between 10-38% (8-10). The frequency of uveitis
in JIA was reported as 12% by Heiligenhaus et al (8). In our
patient cohort, uveitis was detected in 7.1% of JIA patients.

The previous studies have shown that frequency of uveitis
in JIA varies with the JIA subtype. According to Paroli et al.
(10) reported that 87.3% of joint involvement in patients with
JIA-associated uveitis was compatible with oligoarticular JIA.
Angeles-Han et al. (11) reported that 41% JIA patients had
a persistent oligoarticular form of JIA. They concluded that
having oligoarticular type of JIA is one of the most important
determinants in the development of uveitis. Oligoarticular JIA
was the most common JIA category (38.8%) in the JUPITER
study cohort, which included four centers from Turkey. Other JIA
subgroups and percentages in the JUPITER study were ERA,
23.2%; RF (-) polyarthritis, 15.6%; systemic arthritis, 12.2%;
juvenile psoriatic arthritis, 5.2%; undifferentiated arthritis, 2.8%;
and RF-positive polyarthritis, 2.2% (12). In our report, the most
common type of JIA associated with uveitis was the persistent
oligoarticular JIA with a rate of 55.9% and ERA was the second
most common JIA subtype category with 32.4%.

Another important risk factor for JlA-associated uveitis is
the age at onset of JIA. In early-onset disease, the risk of
accompanying uveitis increases accordingly (5). Paroli et al.
(10) reported that the mean age of children with JIA-associated
uveitis was 3 years in their study. The age at first diagnosis of
uveitis was older (7.5+4.2 years) in our study. The high mean
age of our ERA patients may have increased the mean age of
uveitis.

The role of ANA in the pathogenesis remains unclear. Angeles-
Han et al. (11) found ANA positivity more frequently in children
with JIA-associated uveitis than in children without uveitis
(16.7% vs. 66.7%). Kasapcopur et al.(13) found ANA positivity
in 25 of 37 children with oligoarticular JIA and reported that



uveitis developed in 10 of them. A study conducted in Italy
revealed that ANA positivity was the biggest risk factor for
the development of uveitis and that 30% of ANA-positive JIA
patients develop uveitis regardless of the age and gender of
the child (14). In 2017, Cakan et al. (15). found the frequency
of uveitis to be 4.5% in 265 JIA patients. ANA positivity was
present in 27.2% of these patients. In our JIA cohort, ANA
positivity was 19%.

Uveitis may develop before the diagnosis of JIA, so eye-related
inflammatory conditions may progress in the meantime, remain
undetected for a while and cause complications. Studies show
that 50% to 70% of eyes have at least one complication at
the initial ophthalmology exam. The biggest risk of having all
these complications is blindness (1,2,5). Angeles- Han et al.
(11) reported that cataracts and synechiae were frequently
present in 31% of children, while keratopathy was less
common in 25% and glaucoma in 17%. Ocular complications
were found in 32.3% of our cohort. This rate is similar to the
complication risk in JIA-associated uveitis in the literature. We
think that the close cooperation between the ophthalmology
and the pediatric rheumatology clinics will reduce the risks of
these complications. In this respect, a multidisciplinary team
approach is essential.

In Angeles- Hans’ report the need for methotrexate treatment
was 76.8%, and the need for biological treatment was 55.7%
in JIA-associated uveitis (11). These were 85.2% and 70.5%,
respectively, in our patient cohort. The reason for the high
number of patients using biological agents in our study is the
early detection of treatment-resistant cases and early initiation
of biological treatments for complicated cases.

The limitations of the study are that it is retrospective and the
number of patients is small. The asymptomatic course of the
disease may complicate the diagnosis and cause the number
of patients to appear less.

CONCLUSION

Uveitis is one of the most important long-term complications
of patients with JIA. In this respect, a multidisciplinary team
approach is essential. Also families should be warned about
the risks of JIA uveitis and to take their children for eye check-
ups even if they do not have any complaints.
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Antiepileptic Drugs and Common Adverse Effects of Antiepileptic
Drugs; Single Center Observational Experience
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oz

Amac: Antiepileptik ilaclar cocukluk ¢caginda erigkinlere gére farmakokinetik ve farmakodinamik sureclerinde farkliliklar
gOsterebilir; bu nedenle ilaclann etki ve yan etki profilleri degisebimektedir. Calismamizda epilepsi tanisi konulan
cocuklarin ebeveynlerinin antiepileptik ilaglara karsi bilgi, tutum ve davranislari ile cocuklarda antiepileptik ilag kullanimina
bagll sik gbzlenen olasi yan etkileri degerlendirmeyi amacladik.

Gerec ve Yontemler: Calismamiz, ebeveynlere anket uygulanarak yapildi. Agustos 2019-Mart 2020 tarihleri arasinda
Cocuk Noroloji Poliklinigi’nde epilepsi tanisi konulmus 110 hasta ebeveyni galismaya dahil edildi.

Bulgular: Katiimcilarin coguniugunu anneler (n=68, %61.8) olusturmaktaydi. Katiimcilarin yas ortalamalari 38.4+7.78
yastl. %70 olgu monoterapi, %30 olgu politerapi kullanmaktaydi. Monoterapiden en sik kullanilan ilaglar; levetirasetam
(%22.7), valproik asit (%21.8) ve karbamazepin (%13.6)'di. %34.5 olguda antiepileptik ilaglara karsi yan etki gbzlenmedi.
En sik goérilen yan etkiler; sinirlilik (%35.5), kilo alma (%18.2), yorgunluk (%14.5) ve davranis problemleri (%11.8)’di.
Politerapi uygulanan hastalarda yan etki gértime orani (%72.7), monoterapi uygulanan hastalara gére istatistiksel olarak
anlamli olmasa da daha yuksek bulundu (%62.3).

Sonug: Galismamizin ¢cocuklarda antiepileptik ilag tedavisi sirasinda karsilagilabilecek yan etki profilinin aydinlatimasina
ve ebeveynlere verilecek egitimlere katkida bulunacagini dustinmekteyiz.

Anahtar Sézciikler: Yan Etki, Antiepileptik ilaclar, Ebeveynler, Epilepsi, Pediatri

ABSTRACT

Objective: The use of antiepileptic drugs in childhood may differ in their pharmacokinetic and pharmacodynamic
processes compared to adults and therefore, the effect and adverse effect profiles of drugs may change. We aimed to
evaluate the knowledge, attitudes and behaviors of parents of children diagnosed with epilepsy towards antiepileptic
drugs and possible adverse effects related to the use of antiepileptic drugs in children.

Material and Methods: Our study was conducted by applying a questionnaire to parents. August 2019 and March
2020, 110 parents of patients who were diagnosed with epilepsy in pediatric neurology outpatient clinic were included
in the study.
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Results: The majority of the participants were mothers (n=68, 61.8%). The mean age of the participants was 38.4+7.78 years. 70% of
cases were using monotherapy, 30% of cases were using polytherapy. The most commonly used drugs from monotherapy; levetiracetam
(22.7%), valproic acid (21.8%) and carbamazepine (13.6%). No side effects were observed against antiepileptic drugs in 34.5% of the
cases. The most common side effects were irritability (35.5%), weight gain (18.2%), fatigue (14.5%) and behavioral problems (11.8%).
The incidence of adverse effects in patients treated with polytherapy (72.7%) was found to be higher (62.3%) than in patients treated with

monotherapy, although it was not statistically significant.

Conclusion: We hope that our study will contribute to the enlightenment of the adverse effect profile that may be encountered during
antiepileptic drug treatment in children and to the education to be given to parents.

Key Words: Advers Effect, Antiepileptic Drugs, Parents, Epilepsy, Pediatrics

GIiRIiS

Epilepsi ndbetlerle karakterize, sik gortlen bir ndrolojik hastalik
olup, hastalarin ve ailelerin sosyal hayatlarini ve yasam kalitelerini
olumsuz etkileyebilmektedir (1). Tedavide temel hedef, ndbetlerin
baskilanmasi, sikliginin azaltimasi ve hastanin yasam Kkalitesini
iyilestirmektir (2).

Farmakoterapi, epilepsi tedavisinin bel kemigini olusturur (3). Bu
amagla epilepsi tedavisinde antiepileptik ilaglar kullanilir. Epilepsi
tedavisinde kullanimak Uzere pek ¢ok ilag gelistiriimis olup, bu
ilaglar ndbet sikligr ve siddetinin azalmasini saglamakla birlikte,
kullanimlari sirasinda bazi yan etkiler gdzlemlenebilmektedir (4).
Epileptik hastalarin yaklagik 1/3’GnGn nobet baslangicindan
once depresyon, anksiyete, somatik sikayetler ve dikkatsizlik
gibi semptomlar yasayabildigi de disuntldigunde klinik tablo
daha karmasik hale gelebilmektedir (5-7).

Cocukluk caginda ilag kullanimi eriskinlerle kiyaslandiginda
birtakim farkliliklar icermektedir. Cocukluk ¢cagininin yetiskinlere
gore fizyolojik, psikolojik ve mental olarak degisken dinamik
dogasl nedeniyle, ilaclarin farmakokinetik ve farmakodinamik
surecglerinde farkliliklar gérulebilmekte, ilaglarin etki ve yan
etki profilleri degisebilmektedir (8). GUnimuUzde antiepileptik
ilaglarla iliskili oldugu bilinen yan ilag reaksiyonlarinin ¢ogu,
yetiskin poptllasyonda yUrUtilen calismalardan elde edilmistir
(9). Literatrde pediatrik hastalarda antiepileptik ilag glvenlik
profilini arastiran kisith sayida galisma mevcuttur. Cocukluk
caginin dinamik dogasi ve ila¢ guvenlik verilerindeki kisithliklar
cocuklarda antiepileptik ilac kullanimini daha hassas hale
getirmektedir (9).

Hastalarin ve ebeveynlerin hastalk ve tedavileri ile ilgili bilgi
dUzeyleri, tedavilerine guvenleri ve uyumlan tUm hastaliklarda
oldugu gibi epilepsi tedavisinin de basarisini ve guvenligini
etkileyebilmektedir. Bu nedenle ilaglarin kullanminda, etki ve
kullanm sirasinda ortaya cikabilecek yan etkilerin tespiti ve
takibinde ebeveynlere blyUk sorumluluklar dismektedir. Bir
diger ifadeyle ¢cocuklardaki antiepileptik ilag tedavisinin basarisi
ve tedavi guvenligi ebeveynlerin antiepileptik ilaglar hakindaki
bilgi, tutum ve davraniglarlyla yakindan iligkilidir.

Biz bu callsmazda hastanemizde epilepsi tanisi konulan
cocuklarin ebeveynlerinin antiepileptik ilaglara karsi bilgi, tutum

ve davraniglanini ile ¢ocuklarda antiepileptik ila¢ kullanimina
bagli olasi yan etkileri degerlendirmeyi amagladik.

GEREC ve YONTEMLER

Calismamiza Agustos 2019-Mart 2020 tarihleri arasinda
Balikesir Universitesi Saglik Uygulama ve Arastirma Hastanesi
Gocuk Noroloji Poliklinigimiz’e bagvuran ve epilepsi tanisi
konulmus 110 hasta ebeveyni dahil edildi. Hasta ebeveynleri ile
yUz yuze gérisme saglanarak yazili onamlari alindiktan sonra
anket uygulamasi yapildi. Anket formu konu ile ilgili literatrdeki
makalelerdeki sorularin revizyonu ve yeni sorularin eklenmesiyle
hazirlandi (9,11,13). Katlimcilarn 3 ayr boélimden olusan
anket formlarini poliklinikte, ayni arastirmacinin gozetiminde
doldurmalari istendi.

Anket formunda;

1. Boliim: Ebeveynlere ait demografik verilerin (ebeveynleri
cinsiyeti, yasi, ¢ocuga yakinlk derecesi, saglik glvencesi,
egitim ve calisma durumlari, ailelerin gelir dizeyi, nerede
yasadiklar, kardes sayisl).

2. Boliim: Epilesi tanii cocuklar ve hastaliklari ile ilgili genel
Ozellikleri (yas, nobet sikigi, tetikleyen faktdrler komorbid
durumlar, ailede epilepsy hastaligi varligi, tedavi, yan etki).

3. Boliim: Ebeveynlerin antiepileptik ilaclar ve epilepsi tedavisiyle
ilgili bilgi, tutum ve davraniglannin degerlendirimesine ydnelik
bosluk doldurma, evet/hayrr, soruyla ilgii bir ya da daha fazla
isaretlenebilecek secenekler ve ifade segeneklerini igeren 36 soru
bulunmaktaydi.

Cocuklar ile ilgili herhangi bir tanisal ve laboratuvar verisi
kullanimamugtir. Calismamiz igin Balikesir Universitesi Klinik
Arastirmalar Etik Kurulu'ndandan onay (14.10.2020/220/175)
alinmistir.

istatiksel Analiz

Calismada anket uygulamasl ile elde edilen verilerin analizi
icin SPSS 23 istatiksel yazilm paket programi kullanidi.
Tanimlayici verilerin elde edilmesinin ardindan, ki-kare testi ile
ikili karsllastirmalarin istatistiksel olarak anlamli olup olmadigi
degerlendirildi.
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BULGULAR

Calismamiza 110 ebeveyn katildi. Katiimcilarin ¢ogunlugunu
anneler (n=68, %61.8) olusturmaktaydi. Katlimcilarin yas
ortalamalar 38.4+7.78 yasti. Hastalarin gogunlugunun saglik
glvencelerinin - oldugu goéruldd (=103, %93.6). Saglk
glvenceleri olarak en sik Sigorta Saglik Kurumunu (SSK) (n=70,
%63.6) olduklarini belirttiler.

Ebeveynlerin  egitim duzeyleri degerlendirildiginde annelerin
(%40, n=44) ve babalarin (n=43, %39.1) cogunlugunun
ilkokul mezunu olduklar, ayrnca annelerin bir kisminin okuma
yazma bilmedigi gorlldi (n=4, %3.6). Calisma durumlar
degerlendirildiginde; annelerin ¢ogunlukla ev hanimi oldugu
(=88, %80), babalarin ise c¢ogunlukla calistiklari (n=100,
%90.9) 6grenildi. Ebeveynlerden kendi gelir dlzeylerini tarif
etmeleri istendiginde, siklikla orta gelir dizeyinde olduklarini
(n=81, %73.6) belirttiler. Katiimcilarin 108’inin (%98.2) Turkiye
Cumhuriyeti (TC) uyruklu oldudu, yabanci uyruklu katilimci
sayisinin yalnizca 2 (%1.8) oldugu gordldd. Katiimcilarin
%43.6's! il merkezinde (N=48), %56.4°U ilce (N=32) ve kdylerde
(n=30) ikamet ettiklerini belirtti. Epilepsi hastalarnin gogunun
kardesi (n=94, %85.5) vardi ve ¢ogu anne-babalariyla birlikte
yasamaktaydi (n=94, %85.5) (Tablo I).

Epilepsi tanisi ile izledigimiz hastalarn yas ortalamasi 9.79
+5.05 yas (10 ay-17 yag) olup, ¢cogunun adolesan dénemde

Tablo I: Ebeveynlerin demografik veriler (n=110).

n (%)
Kadin (Anne) 68 (61.8)
Erkek (Baba) 42 (38.2)

Ebeveynlerin Ortalama Yasr
Kardes varligi

38.4 (21-70 yas)

Var 94 (85.5)
Alle Gelir Dlzeyi
Cok iyi-iyi 20 (18.2)
Orta 81 (73.6)
Kotu-Cok Kotl 9(8.2)
Saglik Sigortasi 103 (93.6)
var 7 (6.4)
Yok '
Anne Egitim Durumu
ilkokul 44 (40)
Ortaokul 37 (33.6)
Lise 21 (19.1)
Universite 8 (7.9)
Baba egitim durumu
ilkokul 43 (39.1)
Ortaokul 19 (17.3)
Lise 25 (22.7)
Universite 23 (20.9)
Yasanilan yer
[ 48 (43.6)
ilce 62 (56.4)

* Ortalama (min-max)
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Tablo II: Epilesi tanili cocuklara ait demografik veriler
(n=110).

n (%)
Kiz 68 (61.8)
Erkek 42 (38.2)
Ortalama Yas 9.79+5.05 (10 ay-17 yas)
Sut cocuklugu (0-2 yas) 10 (9.1)
Okul 6ncesi donem (>2 yas-5 yas) 14 (12.7)
Okul caginda (>5 yas-10 yas) 27 (24.5)
Adolesan dénem (>10 yas-17 yas) 59 (53.6)
Tablo Ill: Cocuklara uygulanan antiepileptik tedaviler
(n=110).
n (%)
Politerapi 33 (30)
Monoterapi 77 (70)
Levetirasetam 25 (22.7)
Valproik asit 24 (21.8)
Karbamazepin 15 (13.6)
Topiramat 8 (7.3)
Lamotrijin 5 (4.5)

olduklart (n=59, %53.6) gdruldu. Sut cocuklugu déneminde
(0-2 yas) 10, okul 6bncesi ddnemde (>2-5 yas) 14, okul caginda
(>5-10 yas) 27 hasta bulunmaktaydi. Hastalarin ¢cogunlugu
erkekti (N=58,%52.7) (Tablo Il). Hastalarin %60.9'unda (n=67)
son bir yilda ndbet aktivitesine hi¢ rastlanimazken, ayda birden
fazla ndbet gegirenlerin orani %13.6 (n=15)’di. Katiimcilardan
cociklarindaki ndbeti tetikleyici faktdr yada faktorleri belirtmeleri
istendiginde; belirtilen nobet tetikleyici faktorlerler arasinda
arasinda en sik gurdltt (=27, %44.3), ikinci siklikla uykusuzlugun
(n=19, %31.1) oldugu goruldi.

Olgularin  34’Gnde (%30.9) epilepsi hastaligina eslik eden
ko-morbid durumlara rastlandi. En sik eslik eden ko-morbid
durumlarin mental gerilik (n=7), otizm (n=5), 6grenme gucligu
(n=4) ve fiziksel yetersizlik (n=4) oldugu goéruldi. 82 (%74.5)
olgunun ailesinde epilepsi hastaligi bulunmazken, 28 (%25.5)
olgunun ailesinde epilepsi hastaligi bulunmaktaydi.

Epilepsi tedavisi amaciyla %70 olgunun (n=77) tek bir ilag
kullandidl, %30 olgunun (n=33) birden fazla ilag kullandig
gorildd.  Monoterapide  kullanilan  antiepileptik ilaglar
levetirasetam (n=25, %22.7), valproik asit (n=24, %?21.8),
karbamazepin (n=15, %13.6) ve topiramat (N=8, %7.3) ve
lamotrijindi (n=5, %4.5) (Tablo Ill).

38 (%34.5) olguda antiepileptik ilaglara karsi yan etki
gdzlenmezken, cogunluklabirden fazla yan etkinin gdézlemlendigi,
en sk gorllen yan etkilerin sinirlilik (=39, %35.5), kilo alma
(=20, %18.2), yorgunluk (n=16, %14.5), davranis problemleri
(n=13, %11.8), uykusuzluk (N=12,%10.9) ve huzursuzluk
(n=12,% 10.9) oldugu gdrildu. Tek basina en sk gdrilen yan
etki ise sinirlilikti (=6, %5.5) (Tablo V).

Ebeveynlerin ¢cogu ¢ocuklanyla ilgili olarak saglik hizmetlerine
erisimlerinin iyi ve ¢ok iyi oldugunu belirtmis olup (n=88, %80),



Tablo IV: Yan etkiler ve goriilme sikhgi

Yan Etki n (%)
Sinirlilik 39 (35.5)
Kilo artigl 20 (18.2)
Yorgunluk 16 (14.5)
Davranis problemleri 13 (11.8)
Uykusuzluk 12 (10.9)
Huzursuzluk 12 (10.9)
Konsantrasyon azalmasi 11 (10.0)
Hiperaktivite 11 (10.0)
Konusma bozuklugu 10 (9.1)
Mide. bagirsak sikayetleri 10 (9.1)
Kilo kaybi 10 (9.1)
Unutkanlik 9(8.2)
YirayUs bozuklugu 8 (7.3)
Bas agrisi 7 (6.4)
Dis eti kanamasi 7 (6.4)
Titreme 7 (6.4)
Cilt problemleri 7 (6.4)
Goérme bozuklugu 6 (5.5)
Bas dénmesi 4 (3.6)
Adet dlzensizligi 2 (1.8)

Tablo V: Ebeveynlerin bilgi, tutum ve davranislarn (n=110).

Kesinlikle

Katiiyorum/ Kararsizim

Katiliyorum n (%)
n (%)

Katilmiyorum
/ Kesinlikle
Katilmiyorum

n (%)

Epilepsi hastaligi
ilaclarla etkin bir
bicimde tedavi
edilebilir.
Epilepsi
ilaglarinin yasam
boyu alinmasi
gerekir
Nobetler
durduktan
sonra epilepsi
ilaclarinin
kullanimina
gerek yoktur.
Epilepsi
tedavisinin
basaril
olabilmesi igin
ilaclar dtzenli
alinmasi gerekir.
Bazi epilepsi
ilaclarr icin belli
araliklarla ilacin
kan seviyesinin
saptanmasi
Onemlidir

91 (82.7)

33 (30)

26 (23.7)

109 (99.1) -

94 (85.5)

13 (11.8)

37 (33.6)

18 (16.4)

13 (11.8)

6 (5.5)

40 (36.4)

65.9 (60)
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doktorlaryla iliskilerinin profesyonel anlamda oldugunu (n=103,
%93.6) ve epilepsi hastaligi hakkinda sahip olduklart bilgiyi
sadece doktorlardan &gdrenendigini belirten katlimci sayisi
yUksekti (n=58, %52.7). Ebeveynlerin %36.4’l (n=40) doktor ile
birlikte internet, televizyon, radyo, gazete, dergi, arkadas, aile
ve akrabalar gibi ilave kaynaklardan da hastalk hakkinda bilgi
edindiklerini belirtirken, %10.9’unun (n=12) ise hastalik hakkinda
bilgi sahibi olduklari kaynak olarak doktorlar belirtmedigi, diger
kaynaklar belirttigi goruldu.

Epilepsi hastaliginin antiepileptik ilaglarla tedavi edilecegine
inanan katiimci sayisi 91 (%82.7) iken, 13 (%11.8) katlimci
kararsiz ve 6 (%5.4) katlimci epilepsinin ilaglarla tedavi
edilebilecegine inanmamaktaydi. Ancak katiimcilarin 109’u
(%99.1) tedavisinin  basarill olabilmesi icin antiepileptik
ilaglarin dUzenli olarak kullanilmasi gerektigini belirttiler. 103
hasta (%93.6) ilaglarini dizenli kullanirken, 3 olgunun (%2.7)
sosyoekonomik yetersizlik, 3 (%2.7) olgunun unutkanlik ve 1
olgunun da (%0.9) ndbet sikigininin azalmasi nedeni ile ilaclarini
dizenli kullanmadidi géruldi. Antiepileptik ilaglarn émur boyu
alinmasi gerektigine inanan katlimci sayisi 33 (%30), kararsiz
katiimci 37 (%33.6) ve inanmayan katilimci 40 (%36.4) iken
katiimcilarin cogu ila¢ tedavisi sonrasi nébetlerin kesilmesinin,
ilaglarin kullanimasina gerek kalmadigi anlamina gelmeyecegini
belirtti (n=66, %60).

Ayrica 106 (%96.4) hastanin tedavide sadece antiepileptik ilag
kullandigr, baska bir tedavi yontemi denemedikleri saptandi. 4
(%3.6) katiimci ¢cocuklarinin hastaliginin tedavisinde ilaca ilave
olarak hacemat, balk yagi, sirke ve soguk su kullandiklarini
belirtti.

Ebeveynlerin buyuk bir bolumua kullanilan ilaglarla ilgili olarak
ilk defa yada yeni bir yan etki ile karsilastiklarinda doktorlarina
basvuracaklarini (n=100, %90.9) belirttiler. Epilepsi tedavisi
sirasinda belli periyodlarla hastanin poliklinik ve ila¢ kan
dUzeylerinin kontrolUndn gerektigini bildiren katlimci sayisi 94
(%85.5)’di (Tablo V).

TARTISMA

Epilepsi, tim dinyada 70 milyondan fazla insani etkileyen, en
sik gdrulen kronik hastaliklardan biridir (10). Epilepsi tedavisinde
temel hedef, hastalik sirasinda goértlen nébetlerin baskilanmasi,
sikiginin azaltimasi ve hastanin yasam kalitesini iyilestirmektir
(2). Epilepsinin esas tedavisi farmakoterapi olup, bu amacla
antiepileptik ilaglar kullaniimaktadir.

Hastalarin ve ebeveynlerin hastalk ve tedavileri ile ilgili bilgi
dUzeyleri, tedavilerine glvenleri ve uyumlarn tUm hastaliklarda
oldugu gibi epilepsi tedavisinin basarisini etkileyebilmektedir.
Bizim calismamiza katilan ebeveynlerin %99.1’i tedavinin basarili
olabilmesi igin antiepileptik ilaglarn dtzenli olarak kullaniimasi
gerektigini belirttiler. Yine ebeveynlerin ¢cogu ila¢ tedavisi sonrasi
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ndbetlerin kesiimesinin, ilaglann kullanimasina gerek kalmadigi
anlamina gelmeyecegini belirtti (n=66, % 60). Ancak katiimcilarin
buyldk bir bolimU epilepsi hastaliginin antiepileptik ilaclarla
tedavi edileceg@ine inanirken (=91, %82.7), ilaglarin dmur boyu
alinmasi gerektigine inanan katiimcei sayisinin 33 (%30), kararsiz
katiimci sayisinin 37 (%33.6) ve inanmayan katlimci sayisinin
40 (%36.4) oldugu gorildl. Ayrica 106 (%96.4) hastanin
tedavide sadece antiepileptik ilag kullandigi belirlendi. Kurt
tarafindan yapilan ¢alismada ebeveynlerin %45.7’si epilepsinin
ilaglarla tedavi edilebilir oldugunu belirtmis, Zainy ve ark. (12);
ebeveynlerin %29’unun non-farmakolojik tedavi yontemlerini
kullandiklarini - bildirmistir  (11).  Calismamizda ebeveynlerin
antiepileptik ila¢c tedavisine daha yUksek oranda inandiklari
ve non-farmakolojik tedavi yontemlerin daha az kullandiklari
gdrulmis olup; bu durumun poliklinik kontrollerine geldiklerinde
kendilerine verilen epilepsi ve tedavisiyle ilgili egitimlere bagl
olabilecegini disinmekteyiz.

Epilepsi tedavisinde kullanilmak Uzere pek ¢ok ila¢ gelistiriimis
olup, bu ilaglar ndbet sKkig ve siddetinin  azalmasini
saglamakla birlikte, kullanimlar sirasinda bazi yan etkiler
gdzlemlenebilmektedir (4). Bu yan etkiler hastanin tedaviye
uyumunu  ve Kklinik tabloyu olumsuz  etkileyebimektedir
Cocukluk caginda antiepileptik ilag kullanimi ile ilgili yapilan
bazi callsmalarda, Bansal ve ark. (9) hastalarin %63.2’sinde,
Kaushik ve ark. (15) hastalarin %48.5’inde, Anderson ve ark.
(13) %31’inde, Mistry ve ark. (14) ise hastalarin %26’sinda yan
etki gelistigini gdzlemlemiglerdir. Bizim galismamizda da, Bansal
ve ark. (9) yaptigi calismaya benzer sekilde, antiepileptik ilaglara
bagl yan etki gorilen olgularin orani %63.5 olarak bulundu.
Bununla birlikte literatirde yan etki insidansinin ¢ok dusUk
bulundugu (%5.3) calismalar da mevcuttur (16). Bu farkliliklarin
nedeni, farkll calisma populasyonu, bolgesel olarak farkli ilaglarin
kullanmi ve/veya farkll calisma metodolojisinin benimsenmesi
olabilir.

Kaushik ve ark. (15), pediatrik epilepsili hastalarin buytk
cogunlugunda bilissel yan etkilerin gdruldigund, bunu ndrolojik
etkilerin, kilo degisikliklerinin, davranigsal ve motor yan etkilerin
izledigini belitmislerdir. Junger ve ark. (17) ise epileptik
olgularinin gogunlugunun davranigssal ardindan genel nérolojik
ve bilissel yan etkilerle karsilastiklarini ortaya koymuslardir.
Anderson ve ark. (13) yan etki olarak en sik davranis problemleri
(%19.3) ve somnolans (%15.8) ile, Mistry ve ark. (14)
irritabilite ve sonrasinda uyusukluk (%18.6) ile karsilagtiklarini
belirtmislerdir. Kaushik ve ark. (15)ise karsilastiklari en yaygin
yan ilag etkisinin okul basarisinin olumsuz etkilenmesi (%33.8),
ikinci etkinin uykuya megil (%25.9) oldugunu bildirmislerdir (14).
Bizim ¢alismamizda ise hastalarda genellikle birden fazla yan
etkinin gdzlemlendigi, cogunlukla gdzlemlenen yan etkilerin
sinirflilik (n=39, %35.5), kilo almi (n=20, %18.2), yorgunluk
(=16, %14.5), davranis problemleri (n=13, %11.8), uykusuzluk
(n=12,%10.9) ve huzursuzluk (n=12,%10.9) oldugu, tek basina
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en sik gorllen advers etkinin ise sinirlilik (N=6, %5.5) oldugu
gorulda (Tablo V).

Yapilan galismalarda ¢ocuklarda antiepileptik ila¢ kullanimina
bagll yan etki gorilme sikhiginin yas grubuna ve cinsiyete
gore farklilik gosterebildigi belirtiimistir. Kaushik ve ark. (15)
yaptiklan galismada yan etki gelisen ¢ocuklarin ¢gogunun 10
yasindan blyUk oldugunu, Bansal ve ark. (9) yan etki gelisen
gocuklarn daha blyUk yaslarda olduklarini saptamislardir
(9). Her iki calismada da kiz gocuklarinda daha fazla yan etki
gorildugt goézlemlenirken (%55.4, %71.3), bazi ¢alismalarda
yan reaksiyonlarin erkek cocuklarinda daha fazla gdzlendigi
belirtimistir (14,16,18-20). Bizim c¢alismamizda ise yan
reaksiyonlarin %70.4 oraniyla en fazla okul ¢ocukluk caginda
(6-10 vyasg), en az sut cocuklugu ddéneminde (0-2 vyas)
gdzlemlendigi (%50) goéruldt. Ancak yan etki gortime sikligi
acisindan ¢cocukluk cagi yas gruplar arasinda istatistiksel olarak
anlamli bir fark olmadigi gértldu (p>0.05). Cinsiyete gdre yan
etki gorulme sikigini degerlendirdigimizde kiz g¢ocuklarinda
(n=52,%71.2) erkek cocuklarindan (n=58,%60.3) daha sk
gbzlemlendigi goruldu. Ancak bu siklik farki da istatistiksel
olarak anlamli degildi (p>0.05).

GUnUmuzde epilepsi tedavisinde kullanilimak Uzere piyasaya
sunulmus pek c¢ok ilag olup, etki ve guvenlik profilleri daha
iyi ilaglarn gelistirimesi icin calismalar devam etmektedir.
Tarihsel stireg icinde ortaya ¢ikan; klonazepam, karbamazepin,
etosuksimid, fenobarbital, primidon, fenitoin ve valproik asit
birincinesil, gabapentin, lamotrijin, levetirasetam, okskarbazepin,
topiramat ve zonisamid ikinci nesil, brivarasetam, klobazam,
kannabidiol, cenobamat, eslikarbazepin asetat, lakozamid,
perampenel ve rufinamid ise UglncU nesil antiepileptik ilaglar
olarak ifade ediimektedir (21-23).

Genel olarak yeni nesil antiepileptik ilaglarda, eskiilaglara kiyasla
daha az yan etki goruldigu belirtimektedir (24). Anderson
ve ark. (13) yan reaksiyonlara en sk neden olan antiepileptik
ilaglarin valproik asit (%33) ve karbamazepin (%25) oldugunu
bildirmiglerdir (16). Kaushik ve ark.(15), okul basarisinda
dusUtklige en fazla yol acan antiepileptik ilacin valproik asit
oldugunu, bunu sirasi ile fenitoin ve karbamazepin izledigini
belirtmislerdir. Benzer durum Bansal ve ark. (9) calismasinda
da gordlmustur. Bizim c¢alismamizda monoterapide kullanilan
ilaclardan karbamazepinde %73.3 (n=11/15), valproik asitte
%66.7 (n=16/24), levetirasetamda %60 (n=15/25), topiramatta
%50 (n=4/8) ve lamotriinde %40 (n=2/5) yan etki orani
bulundu. Bu oranlarin yapilan diger calismalara gére daha
yUksek bulunmasinin, hastanemizin ilimizdeki tek Uguncu
basmak sagdlik kurumu olmasi nedeniyle, tedaviye direngli hasta
sayimizin yuksekligi ile iligkili olabilecegini dUsinmekteyiz.

Farmakoterapinin basarisi agisindan, kullanilan ilaglar kadar,
kullanilan ilag sayisi da énem arz etmektedir. Bu durum gerek
hastanin tedaviye uyuncu gerekse yan etkilerin siklidi, takibi



ve degerlendiriimesi agisindan onemlidir. Pediatrik epilepsi
tedavisinde tercih edilen ydntem; tek ilacla tedavi, monoterapidir.
Ancak nobet tipine ve ndbetlerin tedaviye direncine bagl olarak,
hastalarda birden fazla ilagla tedavi, politerapi gerekebilmektedir
(25,26).

Kaushik ve ark. (15) yaptiklari calismada monoterapi orani %87
iken, politerapi orani %13 olarak bulunmustur. Kaushik ve ark.
(15) calismalarinda monoterapide en sik kullanilan antiepileptik
ilacin sodyum valproik asit (%49) oldugunu, 2. siklikla feniotin
kullanildigini, benzer sekilde Kousalya ve ark. da (16) en yaygin
olarak sodyum valproik asitin (%37.02) ardindan fenitoinin
(%23.83) kullanidigini bildirmislerdir. Bansal ve ark. (9) ile
Mathur ve ark. (18) en sik kullanilan ilacin fenitoin oldugunu,
George ve ark. (19) ise en sk kullanilan antiepileptik ilaglarin
klobazam (%37) ve fenitoin (%25.5) oldugunu belirtmiglerdir
(15). Bizim calismamizda da hastalarin ¢cogunda monoterapi
uygulandigi (%70), politerapi uygulanma oraninin %30 oldugu
goruldu. Politerapi oranin diger c¢alismalara godre yuksek
olmasinin nedeni Covid-19 pandemisi nedeni ile ¢alismaya
dahil edilen olgu sayisinin az olmasi ve tedaviye direncli hasta
sayimizin yUksekligi ile iligkili olabilecegi dusunuldu. Politerapi
uygulanan hastalarda yan etki gortlme orani (n=24/33, %72.7),
monoterapi uygulanan hastalara gére istatistiksel olarak anlamli
olmasa da (p>0.05) daha yiksek bulundu (n=48/77, %62.3).

Literatirden farkl olarak bizim g¢alismamizda monoterapide
kullanilan antiepileptik ilaclar sirasiyla levetirasetam (n=25,
%22.7), valproik asit (n=24, %?21.8), karbamazepin (n=15,
%13.6) ve topiramat (n=8, %7.3) ve lamotrijin (n=5, %4.5)
olarak bulundu. Calismamiza dahil olan monoterapi yada
politerapi géren tUm hastalar birlikte degerlendirildiginde ise en
sik kullanilan kullanilan antiepileptik ilacin levetirasetam (n=31,
%28.2) oldugu, bunu valproik asitin (n=28, 25.5) izledigi géraldu.

Kronik hastalklarda hastanin  Kliniginin, kullandigi ilaclarin
etkinliginin, olasi yan etkilerin belirli araliklarla takibi ve
gerektiginde ilag yada doz degisikligine gidilmesi tedavinin
basarisini ve guvenligini etkileyen en onemli faktdrlerden
biridir. llaca ve hastaya bagh baz faktorler nedeniyle bazen
de ilacin kan ilac duzeyi izlemi de gerekebilmektedir. Bu
durum &zellikle terap6tik araligi dar olan antiepileptik ilaglarin
kullanimi sirasinda, ilag etkinliliginin strdtrtlebilmesi ve toksik
etki olasiiginin azaltimasi agisindan gereklidir. Bu anlamda
hastalarin  saglik hizmetlerine kolay erisebilir olmasi dnem
arzetmektedir. Calismamiza katilan ebeveynlerin cogunlugu (n=
94, %85.5) epilepsi tedavisi sirasinda belli periyodlarla hastanin
poliklinik ve ilag kan dizeylerinin kontrolintn gerektigini belirtti.
Saglk hizmetlerine ulasilabilirlik acisindan ise ¢ogu saglik
glvencelerinin oldugunu (n=103, %93.6) ve c¢ocuklariyla ilgili
olarak saglik hizmetlerine erisimlerinin iyi ve ¢ok iyi oldugunu
ifade ettiler (=88, %80).

Sonug olarak; calismamizda elde edilen verilerin cocuklarda
antiepileptik ilac tedavisi sirasinda karsilagilabilecek yan etki
profilinin aydinlatimasina ve ebeveynlerin epilepsi hastalig,
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tedavisi ve ¢ocuklarinin kullandigi ilaclar hakkinda egitim ve
bilgilendirimelerinde  katki  saglayacagini  distinmekteyiz.
Benzer galismalarin Ulkemizde ve dinya genelinde yapilmaya
devam etmesi gerektigi ve elde edilecek verilere bagl olarak
saglik hizmeti sunucular tarafindan yapilacak dtzenleme ve
planlamalarin halk saglidi agisindan dnemli oldugu kanaatindeyiz.
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Konjenital Nazolakrimal Kanal Tikanikliginin Dogum
Sekliyle lligkisi
The Relationship Between Congenital Nasolacrimal Duct

Obstruction and Mode of Delivery
Esra DAG SEKER, inci Elif ERBAHCECI TIMUR

Ankara Sehir Hastanesi, G6z Hastaliklari Klinigi, Ankara, Turkiye

0z

Amag: Konjenital nazolakrimal kanal tikanikligr (KNLKT) gértlme insidansi ile dogum sekli arasindaki iliskiyi incelemektir.
Gerec ve Yontemler: Calismaya 2014-2017 vyillarn arasinda epifora sikayetiyle bagvuran KNLKT tanisi alan hastalar
dahil edildi. Hastalarin demografik ve Klinik 6zellikleri belirlendi ve hastalar dogum sekline gbre sezaryen dogum (SD)

veya normal vajinal yolla dogum (NVD) olarak iki gruba ayrildi. KNLKT gértlme siklidi, cinsiyet ve lateralite dzellikleri
gruplar arasinda karsilastiridi.

Bulgular: Calismaya bagvuru yasi ortalama 5.5+4.6 ay olan 62 hastanin 75 gozi dahil edildi. Calismaya dahil edilen
hastalarin dogum sekli %59.7’sinde NVD iken %40.3’Unde sezaryendi dogumdu. Hastaneye basvuru yasi ve lateralite
acisindan gruplar arasinda istatistiksel olarak anlamli fark bulunmamaktaydi (p=0.501 ve p=0.624). Dogum seklinin NVD
ya da SD olmasi ile KNLKT goértime sikligi arasinda farklilik yoktu (p=0.128).

Sonug: Calismamizda dogum sekli ile KNLKT gértime sikigi arasinda farklilik tespit ediimemistir ancak sezaryen
dogumun KNLKT icin artmis bir risk faktort olarak etyopatogenezdeki rolli literattrde tartigmali olarak devam etmektedir.

Anahtar So6zciikler: Dogum sekli, Epifora, Konjenital nazolakrimal kanal tikanikligi, Konjenital dakriyostenoz

ABSTRACT

Objective: To investigate relationship between incidence of congenital nasolacrimal duct obstruction (CNLDO) and
mode of delivery.

Material and Methods: Patients with epiphora, diagnosed as CNLDO in 2014-2017 years were enrolled the study.
Demographic and clinical properties of the patients were identified and patients were divided into two groups according
to mode of delivery, as cesarean section delivery (CSD) and normal vaginal delivery (NVD). Frequency of CNLDO, gender
and laterality were compared between groups.

Results: Seventy five eyes of sixty two patients with mean age 5.5+4.6 months were included in the study. Of the
patients included in the study; mode of delivery was NVD in 59.7% of the patients and CSD in 40.3% of the patients.
There was no statistically significant difference between two groups according to age and laterality (p=0.501 and p=
0.624). There was no difference between mode of delivery (CSD or NVD) and incidence of CNLDO (p=0.128).

Conclusion: There was no difference between mode of delivery and frequency of CNLDO in our study, however the role
of CSD in the etiopathogenesis of CNLDQO is still controversial according to the literature.

Key Words: Mode of delivery, Epiphora, Congenital nasolacrimal duct obstruction, Congenital dacryostenosis
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GIiRIS

Konjenital nazolakrimal kanal tikanikhd (KNLKT), yasamin ilk
yilindaki epiforanin en sik sebebidir (1). insidansi %11 ile %20
arasinda bildirilmistir (1-3).

Genellikle yasamin ilk haftalarindan sonra, tek ya da iki tarafl
olarak, sulanma, kapak kenarlarinda mukoid sekresyon
birikmesi, kirpiklerde 1slanma ile baslayip, staza sekonder
enfeksiyon eklenmesiyle sekresyonun mukopurllan karakter
kazanmasl ve tekrarlayici konjonktivit tablosuyla prezente
olmakta, persistan vakalar dakriyosistit, preseptal selllit, orbital
selllit ve menenijit ile komplike olabilmektedir (4-6). Gerek
sulanma ve gapaklanmanin deprivasyon etkisiyle, gerek KNLKT
olan gocuklardaki artmis hipermetropi gérilme siklidi sebebiyle,
ambliyopi riski de tasimaktadir (7,8).

Nazolakrimal ~kanal dodumda hentz olgunlasmamigtrr.
Tikanikligin en sik nedeni Hasner valvinde veya nazolakrimal
kanalin meatus nazi inferiora acildigi distal ugta gelisen
membrandz tikanikliktir (9,10). Belirtiler genellikle yasamin ilk
birkac haftasinda ortaya cikar (1,10). Yasamin ilk aylarinda
genellikle kendiliginden acillan bu tikaniklk, gerektiginde
hidrostatik basinci artiracak sekilde yapilan masgj ile, olgularin
%96 kadarinda, yasamin ilk yilinda agilabilmektedir (11-14).

Bu calismanin amaci son vyillarda artan sezaryen dogum (SD)
oranlarinin, yasamin ilk yillarinda sik hastane ziyareti, takip ve
tedavi gerektiren, ambliyopi riski de tasiyan KNLKT siklidiyla
iliskisini degerlendirmektir.

GEREC ve YONTEMLER

Mart 2014- Subat 2017 tarihleri arasinda 1 yas altinda epifora
ve/veya capaklanma sikayeti ile poliklinige basvuran hastalar
nazolakrimal kanal tikanikligi agisindan degerlendirildi. Calisma
icin Ankara Sehir Hastanesi 1 Nolu Klinik Arastirmalar Etik
Kurulu'ndan E1-21-2042/22.09.2021 numarall onay alindi
ve galisma Helsinki Deklarasyonu prensiplerine uygun olarak
yapild.

Sikayetlerin dogumun 1. ayindan sonra baslamis olmasi, rekurren
karakterde olmasi, kese bdlgesine bastiniinca sekresyon gelmesi
bulgulanyla konjenital dakriyositenozdan supheleniimis ve taniyi
kesinlestirmekicin fluoresein boya kaybolmatestiyapilarak pozitif
sonuclanan hastalar calismaya dahil edilmistir. Hasta grubunu
zamaninda dogan (>38 hafta), normal gelisim gosteren, KNLKT
disinda saglik problemi olmayan bebekler olusturmaktaydi.
Ayrica preterm dogan, yenidogan yogun bakim ihtiyaci olan,
ek hastaligi olan hastalar galisma disi birakildi. Calismaya dahil
edilen hastalarin yas, cinsiyet, lateralite ve dogum sekli bilgileri
takip dosyalarindan elde edildi.

Verilerin analizi SPSS version 20 programi ile yapildi. SD ile
normal vajinal yolla dogum (NVD) arasinda tanimlayici ve
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sayisal parametrelerin karsilastinimasinda Mann-Whitney U testi
kullanildi. Calismaya 62 hastanin 75 gbzi dahil edildi. Ancak
ayni bireyin iki gézi arasi korelasyondan kaynaklanabilecek
istatistiksel hata riski nedeniyle, gruplar arasi analizler 62 hasta
Uzerinden yapildi. Testlerin degerlendiriimesinde “p” degerinin
0.05’den klctk olmasi (p<0.05) istatistiksel olarak anlamli kabul
edildi.

BULGULAR

Calismaya dahil edilen 62 hastanin 35'i (%56.5) erkek, 27’si
(%43.5) kizdi. Dogum sekli 37 hastada (%59.7) NVD iken 25
hastada (%40.3) SD’di. Calismamizda dogum seklinin NVD
ya da SD olmasi ile KNLKT gortime skl arasinda iligki
saptanmadi (p<0.128).

Toplam 62 hastanin 75 g6ztne KNLKT tanisi kondu. Tikaniklik
hastalarin 30’unda (%48.4) sagda, 19’unda (%30.6) solda ve
13’Unde (%21) bilateraldi. Hastane basvuru yasi ortalamasi
5.5+4.6 aydi (Tablo ).

NVD grubunda hastaneye basvuru yasi 5.1+4.1 ay iken SD
grubunda 6.2+5.5 aydi ve iki grup arasinda hastaneye basvuru
yagl istatistiksel olarak anlamli farkliik g&stermemekteydi
(p=0.501). NVD grubunda KNLKT hastalarin 20’sinde (%54.1)
sag gozde, 8’inde (%21.6) sol gbzde ve 9'unda (%24.3) her ki
gbdzde iken SD olan grupta hastalarin 10’unda (%40) sag gbzde,
11’inde (%44) sol gbzde ve 4’Unde (%16) her iki gdzdeydi ve
gruplar arasindaki KNLKT lateralitesindeki farklilik istatistiksel
olarak anlamli degildi (p=0.624). NVD grubunda hastalarin 17’si
(%45.9) erkek iken SD grubunda hastalarin 18’i (%72) erkekti ve
gruplar arasindaki cinsiyet farkliig istatistiksel olarak anlamliydi
(p=0.044) (Tablo II).

2014-2016 vyillan arasinda Turkiye'deki sezaryen dogum
orani %38°di ve calismamizdaki SD orani ise %40.2
bulundu. Galismamizdaki SD oranini Turkiye'deki SD orani ile
karsilastirmak igin kullanilan binomial test ile yapilan istatistiksel
analizde, calismamizdaki SD orani Turkiye’deki SD orani ile
benzer bulundu (p=0.399) (Sekil 1).

Tablo I: Hastalarin demografik ve klinik 6zellikleri.

Parametre
Cinsiyet*
Kiz 27 (43.5)
Erkek 35 (56.5)
Hastane basvuru yasi (ay, ort+SS) 5.5+4.6
Dogum sekli*
NVD 37 (69.7)
SD 25 (40.3)
Lateralite*
Sag 30 (48.4)
Sol 19 (30.6)
Bilateral 13 (21)

NVD: Normal vajinal yolla dogum, SD: sezaryen dogum, * n(%)



Tablo Il. Hastalarin demografik ve klinik o6zelliklerinin
dogum sekline goére karsilastiriimasi.
NVD n (%) SD n (%) p

Say 37 (59.8) 25(40.2) 0.128
Hastane basvuru yasi
(ay, ort+SS) 51+4.1 6.2+5.5  0.501

o 20/17 N
Cinsiyet (n, K/E) (54.1/45.9) 7/18 0.044
Lateralite

Sag 20 (54.1) 10 (40)

Sol 8 (21.6) 11 (44) 0.624

Bilateral 9 (24.3) 4 (16)

E: Erkek, K: Kiz, NVD: Normal vajinal yolla dogum, SD: Sezaryen
dogum

W Sezaryen dogum
= NvYD

,60

,40

%

,20

,00

Calisma grubu 2014-2016 Turkiye verileri

Sekil 1: 2014-2016 Turkiye dogum verileri ile calisma grubunun
karsilastirimasi.
NVYD: Normal vajinal yolla dogum

TARTISMA

Konjenital nazolakrimal kanal tikanikiginin bilinen risk faktorleri,
prematurite, kraniofasial hastaliklar, Down Sendromu, maternal
enfeksiyonlar, genetik yatkinlktir (2,3,15). Ancak son vyillarda
artan SD oranlan géz o6ndnde bulunduruldugunda dogum
seklinin KNLKT etyopatogenezinde rol alabilecedi dngorilmus
ve vyapllan calismalarda farkll sonuglar bildirilmistir. Bazi
calismalarda SD ile KNLKT arasinda iliski bulunurken, bazi
calismalarda sadece ilk dogumun SD olmasi ya da kompleks
dogumlarin KNLKT ile iligkili oldugu bildirilmistir (16-21).

Spaniol ve ark. (19) yaptgr bir calismada ilk dodumun
SD olmasinin KNLKT igin artmis bir risk faktoérd oldugunu
gostermiglerdir. Alakus ve ark. (20) ik dogumun SD olmasinin
ve ailede KNLKT hikayesi olmasinin KNLKT etyopatogenezinde
onemli bir risk faktorl olabilecegini bildirmislerdir. Bu ki
calismada da ilk ve tekrarlayan SD’ler ayri ayri olarak incelenmis
ve ik dogum SD olanlarda KNLKT gérllme sikigi artmis
olarak bulunmustur. Literatirde yapilan galismalar gz 6nune
alindiginda SD ile KNLKT gortlme sikligi arasindaki iliskiyi
arastinrken, yalnizca ilk dogumlari degil, tim dogumlarin dikkate

Konjenital Nazolakrimal Kanal Tikanikliginin Dogum Sekliyle lliskisi 387

alinmasi gerektigi vurgulanmaktadir. Ancak bizim ¢alismamizda
bu ayrimin yapilmamis olmasi ¢alismamizin bir kisithigidir.

ilk dogum NVD olanlarda ilk dogum SD olanlara kiyasla KNLKT
gérilme sikliginin daha az bulundugu calismalarda dogum
sirasindaki yUksek dis basing ve kollajenolitik aktivitenin Hasner
membraninda agiimaya neden olabilecegi ileri sUrtimusttr
(16,17). Ancak bu calismalara dahil edilen hasta sayilarinin
azligr ve bu galismalarda kendiliginden rezolUsyon oranlarinin
dUsuk bildirilmis olmasi da calismaya dahil ediime kriterlerinde
gUvenilirligin saglanamamis olabilecedi fikrini desteklemektedir.

KNLKT tespit ettigimiz hastalarda SD orani %40.2 iken ayni
ddénemde Turkiye’de SD orani %38’di. Calismamizda SD orani
Turkiye ortalamasindan fazla olsa da bu farkliik istatistiksel
olarak anlamli degildi. Daha genis hasta sayilarini iceren
calismalarla KNLKT etyopatogenezinde dogum seklinin KNLKT
ile iligkisi aydinlatilabilecektir.

Yaptigimiz ¢calismada dogum seklinin NVD ya da SD olmasinin
KNLKT gérilme sikligi arasinda iliski tespit edilmedi. Bu yonu
ile Yidiz ve ark.’nin (22) Ulkemizde yaptidi 40 olguyu iceren
calismada ve Amerika’da yapilimis 17.713 yenidoganin dahil
edildigi 1998 KNLKT tanisi ile takip edilmis on yilik verileri
iceren genis kohort ¢alismasinda SD orani ile KNLKT gortime
sikig arasinda bir iliski saptanmamis olmasi bizim calisma
sonuclarnmizla benzerlik gdstermektedir (2).

Literatirde KNLKT ¢ogunlukla tek tarafli goértndrken olgularin
%20’sinde iki tarafll oldugu bildiriimistir. Bizim galismamizda da
hastalarin %21’inde KNLKT iki tarafliydi ve literattirle uyumluydu
(23). Calismamizda SD ile dogan erkek bebeklerde kiz bebeklere
gore KNLKT daha sik tespit edilmistir. Ancak literatirde bu
sonugla uyumlu herhangi bir veriye rastlanmamistir. Calismaya
dahil edilen hasta sayisinin azligr bu sonucun anlamliigini
dustrmekle birlikte daha genis hasta sayilarinin dahil edilecegi
calismalara ihtiyag vardir.

Sonug olarak; bizim c¢alismamizda dogum sekli ile KNLKT
gérilme sikhgr arasinda iliski tespit edilmemistir. KNLKT
cok faktorll etyopatogeneze sahiptir ve dogum seklinin bu
etyopatogenezdeki rolU tartismali olarak devam etmektedir.

KAYNAKLAR

1. MacEwen CJ, Young JD. Epiphora during the first year of life. Eye
(Lond)1991;5:596-600.

2. Sathiamoorthi S, Frank RD, Mohney BG. Incidence and clinical
characteristics of congenital nasolacrimal duct obstruction. Br J
Ophthalmol 2019103:527-9.

3. Aldahash FD, Al-Mubarak MF, Alenizi SH, Al-Faky YH. Risk factors
for developing congenital nasolacrimal duct obstruction. Saudi J
Ophthalmol 2014,;28:58-60.

4. Kashkouli MB, Sadeghipour A, Kaghazkanani R, Bayat A, Pakdel
F, Aghai GH. Pathogenesis of primary acquired nasolacrimal duct
obstruction. Orbit 2010;29:11-5.

Turkiye Cocuk Hast Derg /Turkish J Pediatr Dis / 2022; 16: 385-388



388 Dag Seker E ve Erbahceci Timur IE

5.

10.

11.

12.

13.

14.

Bekmez S, Eris E, Altan EV, Dursun V. The Role of Bacterial Etiology
in the Tear Duct Infections Secondary to Congenital Nasolacrimal
Duct Obstructions. J Craniofac Surg 2019;30:2214-6.

Ali MJ. Pediatric Acute Dacryocystitis. Ophthalmic Plast Reconstr
Surg 2015;31:341-7.

Matta NS, Singman EL, Silbert DI. Prevalence of amblyopia risk
factors in congenital nasolacrimal duct obstruction. J AAPOS
2010;14:386-8.

Eshraghi B, Akbari MR, Fard MA, Shahsanaei A, Assari R,
Mirmohammadsadeghi A. The prevalence of amblyogenic
factors in children with persistent congenital nasolacrimal duct
obstruction. Graefes Arch Clin Exp Ophthalmol 2014;252:1847-
52.

Cassady JV. Developmental anatomy of nasolacrimal duct. AMA
Arch Ophthalmol 1952;47:141-58.

Young JD, MacEwen CJ. Managing congenital lacrimal obstruction
in general practice. BMJ 1997;315:293-6.

Petersen RA, Robb RM. The natural course of congenital
obstruction of the nasolacrimal duct. J Pediatr Ophthalmol
Strabismus 1978;15:246-50.

Pediatric Eye Disease Investigator Group. Resolution of congenital
nasolacrimal duct obstruction with nonsurgical management.
Arch Ophthalmol 2012;130:730-4.

Swierczyﬁska M, Tobiczyk E, Rodak P, Barchanowska D, Filipek
E. Success rates of probing for congenital nasolacrimal duct
obstruction at various ages. BMC Ophthalmol 2020;20:403.
MacEwen CJ, Young JD, Barras CW, Ram B, White PS. Value of
nasal endoscopy and probing in the diagnosis and management of
children with congenital epiphora. Br J Ophthalmol 2001;85:314-
8.

Turkiye Cocuk Hast Derg /Turkish J Pediatr Dis / 2022; 16: 385-388

15.

16.

17.

18.

19.

20.

21.

22.

23.

Lorena SH, Silva JA, Scarpi MJ. Congenital nasolacrimal
duct obstruction in premature children. J Pediatr Ophthalmol
Strabismus 2013;50:239-44.

Tavakoli M, Osigian CJ, Saksiriwutto P, Reyes-Capo DP, Choi CJ,
Vanner EA, et al. Association between congenital nasolacrimal
duct obstruction and mode of delivery at birth. J AAPOS
2018;22:381-5.

Kuhli-Hattenbach C, Lichtenberg M, Hofmann C, Kohnen T.
Erhdhte Pravalenz konnataler Tranenwegsstenosen nach Sectio
caesarea [Increased prevalence of congenital dacryostenosis
following cesarean section]. Ophthalmologe 2016;113:675-83.

Dolar Bilge A. Mode of delivery, birth weight and the incidence
of congenital nasolacrimal duct obstruction. Int J Ophthalmol
2019;12:1134-8.

Spaniol K, Stupp T, Melcher C, Beheiri N, Eter N, Prokosch V.
Association between congenital nasolacrimal duct obstruction
and delivery by cesarean section. Am J Perinatol 2015;32:271-6.

Alakus MF, Dag U, Balsak S, Erdem S, Oncul H, Akgol S, et
al. Is there an association between congenital nasolacrimal
duct obstruction and cesarean delivery? Eur J Ophthalmol
2020;30:1228-31.

Palo M, Gupta S, Naik MN, Ali MJ. Congenital Nasolacrimal Duct
Obstruction and Its Association With the Mode of Birth. J Pediatr
Ophthalmol Strabismus 2018;55:266-8.

Yildiz A. Congenital nasolacrimal duct obstruction: caesarean
section vs. vaginal delivery. Med Glas (Zenica) 2018;15:164-7.

Olitsky SE. Update on congenital nasolacrimal duct obstruction.
Int Ophthalmol Clin 2014;54:1-7.



Orl.gl.na/ AI’[/C/e Ozgun Arastlrma Turkish Journal of Pediatric Disease 389

Tlrkiye Cocuk Hastaliklari Dergisi

The Presence of Atopic March in Patients Diagnosed with
Atopic Dermatitis

Atopik Dermatit Tanili Hastalarda Atopik YurGydsun Varligi

Ozge ATAY, Suna ASILSOY, Gizem ATAKUL, Serdar AL, Ozge KANGALLI BOYACIOGLU, Neviz UZUNER,
Ozkan KARAMAN

Department of Pediatric Immunology And Allergy, Dokuz Eyliil University, Faculty of Medicine, izmir, Turkey

ABSTRACT

Objective: Atopic march is a model that explains the progression of allergic diseases from atopic dermatitis (AD) to
allergic asthma and rhinitis. In our study, while evaluating the presence of allergen sensitivity and allergic diseases in
patients who were diagnosed with AD and followed up until the age of at least 5 years, we wanted to investigate how
much the definition of classical atopic gait responded to expectations.

Material and Methods: We retrospectively reviewed the file records of patients diagnosed with atopic dermatitis,
whose ages were 2 years and under at the time of application and followed up regularly until at least 5 years of age. We
recorded the clinical and laboratory findings. We noted the allergic disease status and allergen sensitivity of the patients
when they were 5 years old.

Results: Forty-one patients with a diagnosis of AD who met the criteria were identified. During the application, we found
food sensitivity in 28 (68.3%) patients. When 41 patients reached the age of 5, 13 (31.7%) were diagnosed with asthma
and 12 (29.2%) were diagnosed with allergic rhinitis.

Conclusion: We found the frequency of asthma and allergic rhinitis higher in patients with AD than in the normal population.
However, we could not show a relationship between food sensitivity and the development of asthma and/or allergic rhinitis.
Effective skin care in AD can be protective for developing of allergic diseases. In order for clinicians to understand the
heterogeneity of atopic disease models in children and to eliminate this variability, infants with AD should be followed up
in later life.

Key Words: Allergic rhinitis, Allergy, Asthma, Atopic dermatitis, Food allergy
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0z

Amag: Atopik yUrlyus, alerjik hastaliklarin atopik dermatitten (AD) alerjik astim ve rinite ilerlemesini agiklayan bir modeldir. Calismamizda
AD tanisi konan ve en az 5 yasina kadar takip edilen hastalarda alerjen duyarliigi ve alerjik hastalik varligini degerlendirirken, klasik atopik
yurGyus taniminin beklentilere ne kadar cevap verdigini arastirmak amaglanmigtir.

Gere¢ ve Yontemler: Basvuru sirasinda yaslar 2 yas ve altinda olan, AD tanili, ve en az 5 yasina kadar dizenli olarak takip edilen
hastalarin dosya kayitlarn geriye déntk olarak incelendi. Klinik ve laboratuvar bulgulan kaydedildi. Hastalarin 5 yasinda iken alerjik hastalik
varligi ve alerjen duyarliik durumlari not edildi.

Bulgular: Kriterleri kargilayan AD tanill 41 hasta belirlendi. Bagvuru sirasinda 28 (%68.3) hastada besin duyarliigi saptandi. Hastalarin 5
yasina geldiginde 13 (%31.7)’Unde astim, 12 (%29.2)’ sinde alerjik rinit tanisi saptand..

Sonug: AD’li hastalarda astim ve alerjik rinit sikligi normal populasyon verilerine gére daha ylksek bulundu. Ancak gida duyarliig ile astim ve/
veya alerjik rinit gelisimi arasinda bir iliski gdsterilemedi. AD’de etkili cilt bakiminin, alerjik hastaliklarin gelismesine karsi koruyucu olabilecegi
dUsunuldu. Klinisyenlerin gocuklarda atopik hastalik modellerinin heterojenligini anlamalari ve bu degiskenligi ortadan kaldirabilmeleri igin
AD’li bebeklerin sonraki yasamlarinda takip edilmeleri faydall olacaktir.

Anahtar Soézciikler: Alerjik rinit, Alerji, Astim, Atopik dermatit, Besin alerjisi

INTRODUCTION

Atopic dermatitis (AD) is a chronic, itchy, recurrent inflammatory
skin disease that affects 2-20% of the general population
(1). Studies show that having AD is associated with the later
development of other atopic diseases known as “atopic march”
(2,3). Today, food allergy and AD are the early steps of atopic
march, while allergic rhinitis and asthma are the late steps. It is
believed that the concept of atopic march helps to recognize
allergic patients that may develop in the future and to provide
their treatment or prevention. However, instead of focusing on
the classical atopic march, studies have stated that it would
be beneficial to develop this concept today (4,5). In our study,
while evaluating allergen sensitivity and the presence of allergic
diseases in patients diagnosed with AD and followed up up to
the age of at least 5 years, we also wanted to investigate how
well the classical atopic march responds to the expectations for
predicting allergic diseases.

MATERIALS and METHODS

Based on the Hanifin-Rajka Criteria, we analyzed the file records
of patients who were diagnosed with atopic dermatitis and 2
years of age or younger at the time of admission, followed up
regularly until at least 5 years of age, and without any additional
chronic disease (6). We recorded the following parameters and
identified the groups.

We retrospectively reviewed the file records of patients
diagnosed with atopic dermatitis whose, ages were 2 years
and under at the time of application and followed up regularly
until at least 5 years of age.

We recorded the application dates of the patients. We divided
it into 2 groups according to the age of diagnosis of AD,
diagnosed in the first 6 months and diagnosed over 6 months.
We recorded total IgE and blood eosinophil levels in peripheral
blood at admission, 3 years old and 5 years old. According to
previous studies, we considered 470 eosinophils / uL and higher
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values for eosinophilia and 45 1U/ml and higher concentrations
at Total IgE level as high (7).We recorded the results of the skin
prick test (SPT) at the time of admission and at the age of five.
SPT results were considered positive if a wheal size was >3
mm compared with the negative control. In the application;
grasses/cereals, trees I-ll mixture, mushrooms I-Il mixture,
Dermatophagoides pteronyssinus, Dermatophagoides farinae,
cat-dog epithelium, cow’s milk, chicken egg white-yolk, wheat
flour commercial extracts (Allergovit, Allergopharma, Germany)
were used. Age of five and over, pollens (Grasses (herbs),
Artemisia vulgaris (wormwood), Alnus glutinosa (alder), Populus
alba (poplar tree), Betula alba (birch), Fagus silvatica (beech),
Parietaria officinalis (sticky grass), Olea europaea (olive tree)];
mites (Dermatophagoides pteronysinus, Dermatophagoides
farinae); animal epithelium [Felis domesticus (cat), Canis
familiaris (dog), Blatella germanica (cockroach)]; Commercial
extracts of fungi (Alternaria alternata, Cladosporium herbarum,
Aspergillus fumigatus) (Alk-Abello®, Hersholm, Denmark) were
used. We noted specific IgE levels on house dust mite, cat and
dog hair, grasses/ cereals pollen, cow’s milk, chicken egg whites
and yolks, and wheat allergens operated by the ImmunoCAP
(Phadia AB®, Uppsala, Sweden) method. We accepted 0.35
kU/L and above as positive for allergen-specific IgE value. We
considered the patient atopic in case of positivity to at least one
allergen according to SPT and/or allergen specific IgE results
at the time of application.We recorded the SCORAD scores of
patients with mild atopic dermatitis below 20 points, moderate
between 20 and 40 points, and severe atopic dermatitis above
40 (8). We considered the detection of more than 2 positivity
in SPT and/or allergen specific IgE values as multiple sensitivity
to allergens. According to the IgA levels of Turkish children,
we classified the IgA levels of our patients as low, normal and
high at the time of admission and between the ages of 5-6
(9).Although the use of skin moisturizing creams or emollients
was recommended to all patients, topical corticosteroids and
topical Calcineurin Inhibitors were used for.

Ethics committee approval was received for this study from the
Local Ethics Committee of Dokuz Eylul University, School of
Medicine (approval number: 2021/03-34).



Statistical analysis

Kolmogorov Smirnov normality test was performed to select
the statistical methods to be used. If any group did not meet
the normality assumption, nonparametric test methods were
chosen. The chi-square and Fisher’s exact tests were used
to analyze the relations between categorical variables or
differences between groups. Logistic regression analysis was
performed to determine the risk factors thought to affect the
development of asthma and allergic rhinitis, and correlation
analysis was performed to determine related factors. Statistical
analysis of the study was performed using IBM SPSS Statistics
for Windows, Version 25 and the statistical significance limit
was determined as p < 0.05.

RESULTS

We identified 645 patients, but we included 41 patients with
a diagnosis of AD who met our criteria. The median age of
diagnosis of AD was 7 (min-max: 2-11) months. When the
patients were classified according to AD diagnosis age, 19
(46.3%) were in the range of 0-6 months and 22 (53.7%) were
older than 6 months. We found a relationship between the
increase in the age of diagnosis of AD and the development of
asthma at the age of 5 years (p = 0.040; r = 1.00).

Twenty (48.8%) of the 21 patients who went to daycare were
between the ages of 2-5. It was observed that AD often
improved in the first 24 months in patients who went to daycare
(p = 0.010). The demographic characteristics and laboratory
findings of the patients are summarized in Table I.

Table I: Demographic Characteristics and Laboratory
Findings of the Cases.

Category n (%)

Gender

Female 10 (24.4)

Male 31 (75.6)
Presence of atopy in parents

Yes 22 (563.7)

No 19 (46.3)
Bronchiolitis attack in the first 3 years

Yes 30 (73.2)

No 11 (26.8)
Bronchiolitis attack in the last 12 months

<3 26 (63.4)

>3 15 (36.6)
Sﬁ/lc?lr(jld score 15 (36.6)

Moderate/Severe el

AD recovery age
<24 months 20 (48.8)
>24 months 21 (51.2)

AD: Atopic dermatitis
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Table lI: Allergen Sensitivity Of Patients At Age 5 According
To Skin Prick Tests.

Allergen sensitivity

Egg 2
Egg+ grasses / grains 1
Egg+Fungi 4
Cow milk+Cat epithelium / hair 1
Wheat+Mites 1
Grasses / grains 4
Mites 2
Cat epithelium / hair 2
Fungi 1

1

NS S ER © ISl N O N
PP OO0 PP P

Grasses / grains+Mites

Allergic disease n (%)
No 21(51.2)
Food allergy 9(21.9
Asthma 7(17.1)
Allergic Rhinitis 6(14.6)
Urticaria 1(2.4)
Atopic dermatitis 0(0)
Asthma + Allergic Rhinitis 6 (14.6)

During the application, we found food sensitivity in 31 (75.6%)
patients according to allergen-specific IgE results and 28
(68.3%) patients according to SPT. 19 (46.3%) of the patients
had egg sensitivity, 6 (14.6%) had cow milk sensitivity, and
3 (7.3%) had both cow milk and egg sensitivity. We did not
detect aeroallergen sensitivity in any of our patients. However,
when the patients reached the age of 5, according to SPT,
aeroallergen sensitivity developed in 17 (41.4%). When they
were 5 years old, 2 (4.9%) patients were sensitive to only
food, 10 (24.4%) patients to only aeroallergens, 7 (17.1%)
patients to both food and aeroallergens. However, all patients
could consume the foods they were sensitive to without any
problems. We found that the most common aeroallergen
sensitivity in grasses/grains 6 (14.6%). When 41 patients
reached the age of 5, 13 (31.7%) were diagnosed with asthma
and 12 (29.2%) were diagnosed with allergic rhinitis. Of the 31
patients who were found to have food sensitivity at the time
of application, 10 (32%) were diagnosed with asthma and 8
(25%) were diagnosed allergic rhinitis at the age of 5. However,
there is no significant relationship between the presence of food
allergy and the development of asthma (p = 0.900) or allergic
rhinitis (p = 0.250). The allergen sensitive of the patients at the
age of 5 is shown in Table Il, and the development of allergic
diseases in Table lIl.

The median Scorad score of the patients was 22 (min-max:
12-48). According to this scoring system, 15 (36.6%) of the
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Table IV: Patients’ total ige level, absolute eosinophil count, scorad score, age at admission and differences between

gender.
Female Male Total
Category Median Median p Median
(Min-Max) (Min-Max) (Min-Max)
AD Diagnosis Age (Months) (g:g) (2_71 1) 0.180 (2_71 1)
Application Age 9 9 0.980 9
(Months) (2-23) (3-21) ' (2-23)
22.5 21 22
Scorad score (15-38) (12-48) 0.960 (12-48)

. S 200 400 400
AEC in application (/uL) (10-800) (100-2200) 0.030 (10-2200)
Total IgE in application (1U/mi) " 025;1558) " ??5822) 0.840 : ??582 )

71.5 57.5 60.5
Total IgE at age 3 (IU/ml) (20.7-309) (9.8-568) 0.440 (0.8-568)
92.8 75 84
Total IgE at age 5 (IU/ml) (17.1-350) (14.6-818) 0.770 (14.6-818)
200 300 300
AEC at age 5 (/ulL) (0-400) (100-900) 0.009 (0-900)
78.5 89 87
IgA at age 5 (mg/dl) (41-100) (48-317) 0.010 (41-317)

AD: Atopic dermatitis, AEC: Absolute eosinophil count

patients were in the mild, 22 (53.7%) were in the moderate and
4 (9.8%) were in the severe.

Total IgE level was 45 IU/ml and above in 17 patients (41.5%)
at admission and in 27 patients (65.9%) aged 5 years. Total
IgE level evaluated at admission, it was higher in patients with
food sensitivity (p = 0.040). Additionally, the Total IgE level at the
time of admission was higher in patients with AD recovery age
greater than 24 months (p = 0.030). Total IgE levels of 5-year-
old patients with positive SPT were also significantly higher (p
=0.003).

While eosinophilia was detected in 16 (39%) patients at the
time of admission, it was found in 11 (26.8%) patients when
they were 5 years old. In patients with eosinophilia at the time
of admission, had more allergic diseases at the age of 5 years
(p = 0.040). Also, we observed eosinophilia more frequently in
male patients when they were 5 years old (p = 0.020). At the
time of diagnosis, we found a positive correlation between high
eosinophil count and Scorad scores (p = 0.030; r = 0.36).

Of the 21 (51.2) patients whose IgA levels were found to be low
for age at the time of admission, only 8 (19.5%) of them were
still low in the 5 years old. However, in all patients over 5 years
of age, IgA level was above 40 mg/dl. The incidence of asthma
was higher in patients with still low IgA levels at the age of 5
years (p = 0.030).

There were 32 (78%) patients who regularly used moisturizers
during the active dermatitis period. Between the patients who
used skin moisturizer and those who did not, we found a
significant difference between the development of asthma (p
<0.001).
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In Table IV, the total IgE level of the patients, absolute eosinophil
count, scorad score, distribution of age at presentation and
diagnosis of AD and the difference between genders are shown.

We found that 30 (73.2%) of all patients had bronchiolitis
attacks in the first 3 years of their lives. 24 of these 30 patients
had food sensitive. However, we did not find a significant
relationship between the presence of food allergy and having
a bronchiolitis attack (p = 0.610). Of the 15 patients who had
3 or more episodes of bronchiolitis in the last 12 months, 8
were receiving regular low-dose inhaled corticosteroids, 4 were
receiving montelukast, and 3 were receiving intermittent low-
dose inhaled corticosteroid therapy.

The distribution of patients by the age of AD recovery; 20 (48.8%)
in the first 2 years, 11 (26.8) in 25-48 months, 9 (22%) in 49-60
months, 1 (2.4%) above 60 months. The rate of bronchiolitis
attack was higher in the group who received a diagnosis of AD
over the age of 6 months. (p = 0.040). We found that 5-year-old
IgA levels of patients diagnosed with AD in the first 6 months
were lower (p = 0.040). Aeroallergen sensitivity more frequently
in patients diagnosed with AD in the first 6 months (p = 0.020).
However, we could not show its relationship with the presence
of allergic diseases at the age of 5 (p = 0.150).

We did not find a relationship between the presence of atopy
and scorad severity (p = 0.310) at the time of admission.
However, we found that the Total IgE levels of patients who
were atopic at admission were significantly higher at the time
of admission (p = 0.005), 3 years old (p = 0.006), and 5 years
old (p = 0.007).

Factors affecting the patients’ risk of developing asthma and
allergic rhinitis at 5 years of age were analyzed using univariate



Table V: Risk Factors For Developing Asthma And Allergic Rhinitis
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Asthma AR
OR OR
(C1 95%) P (C1 95%) P

AD Diagnosis Age (Months) o. 603.?13.37) 0.720 (0.91(5—210.60) 0.200

1.00 1.04
Scorad score 0.88-1.12) 0.990 (0.94-1.14) 0.390
Total IgE in application (1U/ml) 0 9%?1902) 0.900 © 919'?11 04) 0.100
AECe® in application (/uL) (0_9%?1?00) 0.740 (0.919'20.00) 0.480
Total IgE at age 3 (IU/ml) (01919'?11.02) 0.280 (0.9%?19.00) 0.380
Total IgE at age 5 (IU/ml) (019%?1900) 0.590 (0.919'?10.00) 0.900

1.08 1
IgA at age 5 (mg/dl) (1.01-1.16) 0.010 (0,97-1,02) 0.880

NS 0.81
Gender (0.63-52.06) 0.120 (0.13-5.07) 0.820
Presence of atopy in parents 0 315_63; 84) 0.490 © 55;?; 51) 0.220
Food sensitivity at application © 10585? 04) 0.890 © 0%5; 37) 0.510

L 0.95 0.163

Aeroallergen sensitivity at age 5 (0.20-4.43) 0.950 (0.02-1.09) 0.060

AR: Allergic Rhinitis, AD: Atopic dermatitis, AEC: Absolute eosinophil count

logistic regression analysis. The age of onset of AD, gender,
presence of food allergy and presence of atopy in the family
were evaluated, but no significant risk factor was found on its
own. The data are shown in Table V.

DISCUSSION

Atopic dermatitis most often begins between three and six
months, and 60% of patients are diagnosed by the age of one
(1). Nineteen (% 46.3) of our patients were diagnosed with AD
in the first 6 months and all of them were diagnosed before the
age of 2. Additionally, AD improved in about half of our patients
in the first 2 years of age and almost all by the age of 5.

Food allergy (most commonly cow’s milk and eggs) is present
in 30% of patients with atopic dermatitis (10). In the Danish
Allergy Research Cohort (DARC) study in which children from
three months to six years of age were followed, food sensitivity
was observed in 52% of 122 patients with AD, and food allergy
confirmed by food provocation test was found in only 15%
(11). In our study, we found food sensitivity in 28 (68.3%) of
the patients, the most common being egg. There were 7 (17%)
patients whose diagnosis was confirmed by food provocation
test.

Especially, 35% of patients with early onset, severe and
persistent AD have accompanying food allergy (1). Tsakok et
al. (12), in the meta-analysis, the frequency of food sensitivity
was found six times higher in those who had AD at the age of

three months compared to those who had not. In our study, we
found food sensitivity in 17 (41.4%) of 19 patients diagnosed
with AD in the first 6 months. We did not find a relationship
between the Scorad scores and food sensitivity of our patients.

In the TUCSON cohort, the development of AD in the first
year of life has been shown to be a risk factor for persistent
wheezing (1). Additionally, studies have shown that correcting
the skin barrier can prevent subsequent atopic disorders (10).
The rate of bronchiolitis attack was higher in our patients who
were diagnosed with AD after the 6th month. We thought that
the delay in diagnosis and treatment of AD might be effective
in this situation.

In a study evaluating children diagnosed with AD in the first
three months of life, it was reported that 69% were sensitized
to aeroallergens until the age of five (13). In a different study
in which 2270 children diagnosed with AD were evaluated, it
was shown that 66% of the children developed asthma and/
or allergic rhinitis at the age of three and these diseases were
associated with poor AD control (14). In studies conducted with
normal population; the frequency of asthmais 4-17.8% and the
frequency of allergic rhinitis is 6.3-17.6% (15). When our patients
are over the age of 5; aeroallergen sensitivity was developed in
17 (41.4%), asthma in 10 (31.7%) and allergic rhinitis (AR) in 12
(29.2%) patients. We did not find any correlation between food
sensitivity and the development of asthma and / or AR at the
age of 5 years. Therefore, we think that atopic dermatitis has
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a more important risk in terms of respiratory allergic diseases
than food sensitivity.

In studies, early-onset AD, male gender, presence of eosinophilia,
food and aeroallergen sensitivity have been shown as risk
factors for the development of asthma (4,16-19). In our study,
we could not find a significant risk factor for the development
of asthma or allergic rhinitis. This situation reminds us of the
fact that asthma is a complex disease that occurs under the
influence of genetic, environmental and epigenetic factors.

Mechanically, the questions of whether skin barrier defects will
encourage allergen entry and whether this will contribute to
allergic diseases afterward have been questioned in studies (5).
However, the effect of early control of AD on atopic march is still
unclear (20). We saw less asthma development in patients who
regularly used moisturizers. We thought this might be related to
the contribution of moisturizers to the skin barrier.

In a study conducted in our region; Asthma, past wheezing,
atopic dermatitis, food allergy, and atopic sensitization were
found to be higher in individuals with Ig A deficiency compared
to studies conducted in a normal population (15). Similarly, we
found that the frequency of asthma was higher in patients with
still low IgA levels when they were 5 years old.

As a result, compared to the studies conducted in the normal
population, we found the frequency of asthma and allergic
rhinitis more in patients with AD. However, we could not show
the relationship between food sensitivity and the development
of asthma and/or allergic rhinitis. It should be kept in mind
that the treatment of AD, especially the measures to protect
the integrity of the skin, can help prevent the development of
asthma. In order for clinicians to understand the heterogeneity
of atopic disease models in children and to eliminate this
variability, patients should be followed up in later life. This is
also critical for the prognosis of allergic diseases.

The small sample size of the study, the absence of a control
group, and the retrospective design of the study are the
limitations of our study.
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Decreased Pediatric Viral Burden and Increased Rhinovirus
Infection During The COVID-19 Pandemic
COVIiD-19 Pandemisi Sirasinda Azalan Pediatrik Viral Yiik ve Artan
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ABSTRACT

Objective: Primary preventive nonpharmaceutical interventions were introduced to reduce viral transmission and disease
spread at the beginning of the COVID-19 pandemic. Therefore, herein, we aimed to determine and assess the impact of
the nonpharmaceutical interventions on bronchiolitis and varicella infection rates in the pediatric population during the
pandemic compared to the previous four years. We also aimed to evaluate which viruses cause viral respiratory tract
infections during the pandemic period.

Material and Methods: Diagnosis and laboratory data of the patients who were one month to 18 years of age
were retrospectively retrieved from hospital records. The distribution of the number of patients with bronchiolitis and
chickenpox diagnoses was shown monthly between January 2016 and December 2020. Viral agents detected by
polymerase chain reaction (PCR) in the nasopharyngeal aspirate samples obtained at the first application of the patients
during the pandemic period were investigated.

Results: The data of 2.254.877 pediatric patients admitted to our hospital from January 2016 to December 2020 were
examined. There were 38.458 bronchiolitis and 954 chickenpox cases reported both as inpatients and outpatients.
There was a 85.6% decrease in the rate of bronchiolitis compared to previous years, and chickenpox peak was not
observed in the pandemic period. Rhinovirus was found to be the most common etiologic agent of bronchiolitis during
the pandemic period and Respiratory Syncytial Virus (RSV) came second. A significant decrease in the frequency of
influenza was also observed.

Conclusion: Our study reveals that the measures which curtail social life and prioritize social distancing prevent the spread
of viral infections. It has also shown that there is an increase in the frequency of Rhinovirus infection during the pandemic
period.

Key Words: Bronchiolitis, Chickenpox, COVID-19, Rhinovirus

0oz

Amag: COVID-19 pandemisinin baglangicindan itibaren viral bulasi ve hastalk yaylmasini azaltmak ve engellemek
amaclyla diinya genelinde oldugu gibi Glkemizde de medikal olmayan birincil dnlemler alindi. Calismamizda bu énlemlerin
cocuk hastalarda dnceki dort yila gore brongiolit ve sucigedi oranlarina etkisini belilemeyi ve degerlendirmeyi, ayrica
pandemi déneminde viral solunum yolu enfeksiyonlarina hangi etkenlerin sebep oldugunu degerlendirmeyi amagladik.

Gerec¢ ve Yontemler: Bir ay ile 18 yas arasindaki hastalarin tani ve laboratuvar verileri geriye dontik olarak hastane bilgi
sisteminden alindi. Bronsiolit ve sugicegi tanill hasta sayilarinin Ocak 2016’ dan Aralik 2020’ ye kadar olan aylara gore
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dagiimi gosterildi. Pandemi déneminde, hastalarin ilk basvurusunda alinan nazofaringeal aspirat drneklerinde polimeraz zincir reaksiyonu
(polymerase chain reaction, PCR) yontemiyle saptanan viral etkenler arastirildi.

Bulgular: Ocak 2016-Aralik 2020 tarihleri arasinda hastanemize basvuran 2.254.877 ¢ocuk hastanin verileri incelendi. Toplamda 38.458
bronsiolit ve 954 sucicedi tanill hasta vardi. Pandemi ddneminde bronsiolit vakalarinda énceki yillara gére %85.6 oraninda azalma goraldi
ve dnceki yillarda goérulen sugicedi piklerinin hicbiri gérilmedi. Pandemi ddneminde brongiolit hastalarinda en sik etkenin Rhinovirts oldugu
bulundu. Respiratuvar Sinsitiyal Vir(is (RSV) ikinci sirada yer aldi. influenza sikliginda da énemli bir azalma gézlendi.

Sonug: Calismamiz, sosyal hayati kisitlayan ve sosyal mesafeyi 6n planda tutan énlemlerin viral enfeksiyonlarin yayilmasini engelledigini
ortaya koymustur. Ayrica pandemi ddneminde Rhinovirls enfeksiyonu sikliginda artis oldugunu gostermistir.

Anahtar Sézciikler: Bronsiolit, Sugigegi, COVID-19, Rhinovirus

INTRODUCTION

The novel coronavirus disease (COVID-19), first described in
December 2019, has affected a large number of people of
all age groups worldwide (1). Current evidence suggests that
severe acute respiratory syndrome coronavirus-2 (SARS-
CoV-2) mainly transmits through respiratory droplets among
people who are in close contact with each other. Aerosol
transmission can occur in specific settings, particularly in
indoor, crowded, and inadequately ventilated spaces (1,2).
Since preventive vaccines for COVID-19 or effective drugs to
treat the disease have not yet been found, primary preventive
nonpharmaceutical interventions, including physical distancing,
wearing masks, stay-at-home orders, school closures, strict
hand hygiene, and travel restrictions, were introduced to reduce
viral transmission and disease spread at the very beginning of
the pandemic. These measures are not just specific to reducing
the spread of SARSCoV-2 and may impact the epidemiology
and transmission of other viruses as well. When COVID-19
infection was first seen in March 2020 in Turkey, we feared that
it would put a huge burden on the healthcare system as the
clinical manifestations would be confused with other respiratory
diseases and viral infections. Surprisingly, according to our
observations, the interventions dramatically reduced the burden
of pediatric infectious diseases, including influenza, varicella,
bronchiolitis, gastroenteritis, common cold, acute otitis media,
and urinary tract infections. Therefore, herein, we aimed to
determine and assess the impact of the nonpharmaceutical
interventions on bronchiolitis and varicella rates of infection in
the pediatric population during the pandemic compared to the
previous four years.

MATERIALS and METHODS

We conducted this retrospective cross-sectional study at
the Children’s Hospital of the Ankara City Hospital, which
is a tertiary pediatric hospital in Ankara, the Turkish capital,
and among the biggest pediatric hospitals in Europe. About
500.000 patients under the age of 18 years visit our hospital
annually. Approximately 40.000 suspected COVID-19 pediatric
patients have been followed up and treated as inpatients and
outpatients in our hospital since the first case of COVID-19 was
documented in Turkey in March 2020.
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Patients’ diagnosis and laboratory data were retrospectively
retrieved from computerized hospital records. The number of
the outpatients and inpatients who were admitted to our hospital
monthly from January 2016 till January 2021 were analyzed.
According to the International Classification of Diseases, Tenth
Revision (ICD-10) diagnostic system, the patients diagnosed
with bronchiolitis and chickenpox, were determined. The
distribution of the number of patients with these diagnoses
was shown by month. The bronchiolitis and chickenpox
patients were included. All of the bronchiolitis patients were
COVID-19 polymerase chain reaction (PCR) negative. Because
bronchiolitis and chickenpox are clinical diagnoses, we did not
stipulate whether the serology or PCR results were available
when including patients with these diagnoses (3,4).

The detection of the respiratory viruses from the patients with
bronchiolitis who have undergone PCR testing was performed
by the multiplex real-time PCR assay (Rotor-Gene Q, QIAGEN,
Germantown, MD) that is capable of identifying viral pathogens
including influenza viruses (influenza A, influenza A H1N1, and
influenza B), human rhinovirus, human coronaviruses (HCoV)
(NLB3, 229E, OC43 and HKU1), human parainfluenza viruses
(PIV) (PIV-1, PIV-2, PIV-3 and PIV-4), human metapneumoviruses
A/B (hMPV), human respiratory synctial viruses A/B (RSV),
enterovirus, bocavirus, human adenovirus, and human
parechovirus.

A z-test for two proportions (e-picos, 2021) was used to
compare the difference between pre-pandemic (2016 and
2019) months’ means and pandemic months. The level of
statistical significance was established as p < 0.05. The data
were anonymous. Patient-informed consent was not required
according to the current dispositions.

The study conformed with the principles of the Declaration of
Helsinki and was approved by the local ethics committee and
the Institutional Review Board of the Children’s Hospital of the
Ankara City Hospital (E2-20-66/16.12.2020).

RESULTS

We examined the data and diagnosis of 2.254.877 pediatric
patients who were admitted to our hospital from January 2016
to December 2020. There were 38.458 bronchiolitis and 954
chickenpox cases reported as both inpatients and outpatients.
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Figure 1: Distribution of the percentage of bronchiolitis (A) and chickenpox (C) cases by years, and distribution of the number of bronchiolitis (B)

and chickenpox (D) cases by years.
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Figure 2: Distribution of the percentage of bronchiolitis (A) and chickenpox (C) cases in 2020 and 2016-2019, and distribution of the number of

bronchiolitis (B) and chickenpox (D) cases in 2020 and 2016-2019.
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Figure 3: The distribution of the viral pathogens of the bronchiolitis
patients in 2020.

Figure 4: Number of bronchiolitis and COVID-19 cases in 2020.

Table I: Comparation of bronchiolitis admissions in 2020 and 2016-2019.

Bronchiolitis  Total Admission

Bronchiolitis

Total Admission

(2020) (2020) (Mean 2016-2019)  (Mean 2016-2019) z P
January 502 32075 1553 50916 -13.406 <0.001
February 374 27915 1201 45671 -11.731 <0.001
March 267 18605 1284 47467 -9.697 <0.001
April 31 3609 810 43381 -4.39 <0.001
May 12 6279 729 43828 -9.039 <0.001
June 16 15996 597 37857 -14.764 <0.001
July 14 19843 386 41628 -12.351 <0.001
August 15 21052 223 38825 -9.342 <0.001
September 55 18316 340 34494 -8.701 <0.001
October 11 18216 623 40826 -15.959 <0.001
November 32 19897 717 41118 -16.646 <0.001
December 11 18267 819 42692 -18.136 <0.001

*Z-test for two proportions (e-picos,2021)

The mean number of bronchiolitis per year in the pre-pandemic
and pandemic periods was 9282+399.4 and 1340+170.3,
respectively. The mean number of chickenpox per year in
the pre-pandemic and pandemic periods was 232 and 29,
respectively. The monthly distribution and the ratio to the overall
number of bronchiolitis and chickenpox cases are shown in
Figure 1. Over the pre-pandemic period, between 2016 and
2019, the monthly averages of bronchiolitis and chickenpox
cases were calculated, and the monthly distribution of each
disease was parallel (Figure 2). The mean was compared with
the data of the post-pandemic period, and the difference was
statistically evaluated (Tables |, Il). It was observed that there was
a significant decrease in the number and rate of bronchiolitis
compared to previous years (p < 0.001). A nearly 85% decrease
was observed in bronchiolitis cases in 2020 compared to the
previous years. In 2020, the number of bronchiolitis cases did
not exceed 30% of the average of the previous four years. In
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addition a comparison of monthly bronchiolitis and COVID-19
patient numbers since March 2020, when COVID-19 infection
was first seen in Turkey, is shown in Figure 3.

We analyzed the PCR results of bronchiolitis patients who
were followed up in our hospital after January 2020. 1191
of 1340 bronchiolitis patients were tested with PCR and 844
were negative. Rhinovirus was found to be the most common
etiologic agent in bronchiolitis patients who were negative for
COVID-19 during the pandemic period. RSV was in second
place. A significant decrease in the frequency of influenza was
also observed. The distribution of pathogens detected in 347
positive tests is shown in Figure 4.

The chickenpox vaccine was included in the mandatory
vaccination schedule in Turkey in February 2013; therefore,
the incidence was low. However, as shown in the graphs,
the number of reported chickenpox cases did fluctuate to
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Table Il: Comparation of Chicken Pox Admissions in 2020 and 2016-2019.

Chicken Pox Total Admission

Chicken Pox

Total Admission

(2020) (2020) (Mean 2016-2019) (Mean 2016-2019) z° P
January 14 32075 21.5 50916 0.03 0.97
February 5 27915 14.75 45671 -1.192 0.23
March 3 18605 18 47467 -1.414 0.15
April 1 3609 25.5 43381 -0.776 0.43
May 1 6279 40 43828 -1.953 0.05
June 0 15996 39.5 37857 -4.113 <0.001
July 0 19843 14 41628 -2.584 <0.001
August 2 21052 7.25 38825 -0.813 0.42
September 2 18316 3.75 34494 -0.069 0.94
October 1 18216 10 40826 -1.563 0.12
November 0 19897 15.5 41118 -2.782 <0.001
December 0 18267 21.5 42692 -3.069 <0.001

*Z-test for two proportions (e-picos,2021)

some extent between 2016-2019: the lowest incidence was
in September-October and the highest was in June-July and
November—-December.

DISCUSSION

Our study is one of the first and most extensive studies on this
subject in our country. This study, which was carried out in
the largest and most visited children’s hospital in Turkey, has
shown strikingly and clearly the impact of COVID-19 measures
on the spread of other viral diseases, such as bronchiolitis and
chickenpox.

In the five-year course of the bronchiolitis cases we examined
in our study, the cases of bronchiolitis, which peaked every year
in January, reached its highest value in January 2020 but did
not reach a peak value as in previous years. A serious decrease
was observed in the number of bronchiolitis cases even before
the first COVID-19 case in Turkey was reported in March 2020.

The first COVID-19 case in our country was seen on March 11,
2020. With the restriction measures implemented throughout
the country as of March 12", a nearly 85% decrease was
observed in bronchiolitis cases in 2020 compared to the
previous years. The restrictions, wearing masks, physical
distancing, and school closures during the pandemic were
essential precautions that caused this remarkable reduction.
The decrease in the transmission in the community as a result
of the measures was also reflected in the number of cases.
Because the majority of bronchiolitis agents—parainfluenza
virus, respiratory syncytial virus, and human rhinoviruses are the
most common agents in Turkey—are transmitted by droplets,
close contact in community settings, such as schools and day-
care centers, is ideal for the spread of viral infections (5-7).

Inamulticenter study conducted in France in which the infectious
diseases of 2020 and the previous three years were compared,
a decrease of more than 70% was observed, especially in
bronchiolitis, the common cold, and acute otitis media (8). In a
similar study, it was reported that the most significant decrease
in admissions and hospitalizations due to lower respiratory tract
infection in the last five years was observed in the 0-2 year age
group, among whom acute bronchiolitis is most prevalent (9). In
support of this, a study conducted in the United States showed
similar results (10).

In the pre-pandemic years, although it was included in the
routine vaccination schedule, at least one chickenpox case
was observed every month and the highest monthly number of
chickenpox cases diagnosed in our center was 60. During the
post-March 2020 period, a total of seven cases were detected,
and no chickenpox cases were found in several months. In
a study conducted in ltaly, chickenpox cases decreased by
80% in 2020 compared to the previous years (11). In a study
conducted in the Guangzhou province of China, chickenpox
cases in the pediatric and adult populations decreased
significantly in 2020 compared to the previous three years
(12). In this study, more than half of the cases were found in
individuals under the age of 10. The relationship between the
decrease in the number of cases of chickenpox (which is highly
contagious) and physical distancing and the closure of indoor
public spaces may be stronger than its relationship with the
decrease in bronchiolitis cases.

In different studies conducted in different years in our country
before the pandemic, when the viral agents of bronchiolitis
were examined, the most common cause was RSV, and the
second most common cause was Rhinovirus. Influenza and
parainfluenza viruses were also among the common causes
of bronchiolitis in children in our country (13-15). Kiymet et
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al. (16) found in their study which was conducted in Turkey
during pandemic period, that the most commmon detected viral
pathogen was rhinovirus on nasopharyngeal swabs for SARS-
CoV-2 and other common human respiratory tract pathogens. In
a study conducted in Japan with 2244 respiratory specimens, it
was found that the frequency of influenza and other respiratory
viruses was appreciably reduced among all patients during the
COVID-19 pandemic except for that of rhinovirus in children
younger than 10 years, which was appreciably increased.
COVID-19 has not spread among this age group, suggesting
an increased risk of rhinovirus infection in children (17). Similar
to these studies, in our study, Rhinovirus was found to be the
most common agent in bronchiolitis patients who were negative
for COVID-19 during the pandemic period. RSV was in second
place. A significant decrease in the frequency of influenza was
also observed. Rhinovirus is partially resistant to ethanol based
disinfectant, and it can survive on environmental surfaces for a
prolonged period of time because it is a nonenveloped virUs.
These viral properties may be the underlying cause of the
relatively increased frequency of rhinovirus (17-19).

Our study attributes the decreases in the rate of bronchiolitis and
chickenpox cases to hygiene and social distancing measures
taken to control the pandemic. Undoubtfully, these measures
must have contributed to the reduction of the transmission of
respiratory infectious diseases. In addition, other factors should
be taken into account as possible modifiers of epidemiology.
Among them, one of the main theories ascribes this
epidemiological change to the competition between viruses, in
which SARS-CoV-2 would have occupied the ecological niche
of other viruses, colonizing the nasopharynx and preventing
other viral infections (20,21). These theories should be taken
into consideration.

Our study had some limitations. Firstly, it was designed as a
retrospective study. Secondly, it was conducted in a single
center. In addition, since pre-pandemic respiratory tract PCR
results were not available, we could not compare the pre-
pandemic and pandemic PCR results and their changes in our
center.

CONCLUSION

Our study reveals that the measures that curtail social life and
prioritize social distancing prevent the spread of infectious
diseases other than COVID-19. The effects of the measures
implemented across the country on infectious diseases have
produced unique results that support the theories of modern
medicine. On the other hand, care should be taken in the new-
normal period after the pandemic with the spread of vaccination,
especially to prevent rebound peaks of viral infections. Patients
with diagnoses such as immunodeficiency, malignancy, and
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chronic lung disease and those in a risk group should continue
to take personal precautions for a certain period of time.
Comprehensive studies examining this period more closely will
be illuminating to the medicine of today and the future.
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ABSTRACT

Objective: Mycoplasma pneumoniae is one of the major causes of upper and lower respiratory tract infection in
childhood. Neurological diseases are among the most common extrapulmonary manifestations.This study aimed to
share our center’s experience regarding the treatment characteristics and clinical and radiological course of patients
with M. pneumoniae-related neurological symptoms in light of the available evidence.

Material and Methods: The study included in hospitalized patients with positive primary M. pneumoniae serology M.
pneumoniae serology was examined in serum from the acute period and, if possible, convalescent serum (1-4 weeks
after disease onset) using M. pneumoniae-specific immunoglobulin M (IgM) and IgG enzyme-linked immunoassay. A
4-fold or greater increase in IgG titer between acute and convalescent serum samples was considered diagnostic for
M. pneumoniae infection. The clinical, laboratory, and imaging results and demographic data of patients with CNS
involverment were evaluated.

Results: Review of the patients’ charts showed that 13 (25%) of the 52 patients with confirmed M. pneumoniae
infection had neurological symptoms and findings. When evaluated together with clinical, laboratory, and imaging
results, 6 patients were diagnosed with acute cerebellar ataxia, 4 patients with encephalitis, and 1 patient each with
GBS, optic neuritis, and longitudinally extensive transverse myelitis.

Conclusion: Although M. pneumoniae is known as mainly a respiratory pathogen, it also causes various neurological
disorders. Although all of our patients had symptoms of respiratory tract infection, it has been shown that that M.
pneumoniae can also cause neurological disease without respiratory symptoms. Further studies are needed to evaluate
the most appropriate methods for early diagnosis and treatment of neurological involvement, considering the long-term
burden of the disease.
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0z

Amac: Mikoplazma pndémoni, ¢cocukluk ¢aginda st ve alt solunum yolu enfeksiyonlarinin baglica nedenlerinden biridir. Nérolojik hastaliklar
en sik gorulen ekstrapulmoner belirtiler arasindadir. Bu ¢alisma, M. pnémoni ile iligkili ndrolojik semptomlari olan hastalarin tedavi 6zellikleri,
klinik ve radyolojik seyri ile ilgili merkezimizin deneyimlerini mevcut kanitlar 1siginda paylasmay amaglamistir.

Gerec¢ ve Yontemler: Hastanede yatan ve primer M. Pndmoni serolojisi pozitif cikan pediatrik hastalar dahil edilmistir. M. Pnémoni
serolojisi akut dénemde serumda ve mimkinse konvalesan serumda M. Pndmoni spesifik IgM ve immunglobulin G (IgG) enzim immun
assay yontemi kullanilarak bakildi. Akut dénemde ve hastalik bagladiktan 7 gtin-4 hafta sonra, konvalesan ddnemde alinan serumlarda IgG
titresinde dort kat ve Uzeri artis M. Pnémoni enfeksiyonu igin tanisal kabul edildi. SSS tutulumu olan hastalar demografik, klinik, labarotuvar
ve goruntileme sonuglari esliginde degerlendirildi.

Bulgular: Cesitli nedenlerle Ocak 2019- Aralik 2020 tarihleri arasinda hastanemizde yatan 52 hasta primer M. Pnémoni enfeksiyonu
dogrulanmistl. Mikoplazma pndémoni enfeksiyonu dogrulan 52 hastanin 13’Unde (%25) ndrolojik semptom ve bulgular oldugu tespit edildi.
Klinik, laboratuar ve gérintileme sonuglari ile birlikte degerlendirildiginde; 6 olgu (%46) Akut serebellar ataksi, 4 olgu (%30) ensefalit, bir
olgu Guillain barre sendromu (GBS), bir olgu optik nérit bir olgu da Longitudinal ekstensif transvers miyelit (LETM) tanisi almisti.

Sonug: Mikoplazma pndmoni baslica solunum yolu patojeni olarak bilinmesine ragmen cesitli nérolojik rahatsizliklara da neden olur.
Norolojik tutulumun erken tani ve tedavisine ydnelik en uygun ydntemlerin degerlendirimesi i¢in hastaligin uzun dénemli yikinu de goz

onunde bulundurarak daha ileri calismalara ihtiyag vardir.

Anahtar Soézciikler: Cocukluk cagi, Mikoplazma pnémonisi, Nérolojik belirti ve semptomlar

INTRODUCTION

Mycoplasma pneumoniae is one of the major causes of upper
and lower respiratory tract infection in childhood. Besides
respiratory tract infection, M. pneumoniae also causes
various extrapulmonary diseases such as hemolytic anemia,
polyarthritis, erythema multiforme, and hepatic, cardiac, and
neurological diseases in 25% of cases. Neurological diseases
are among the most common extrapulmonary manifestations
(1,2).

M. pneumoniae-related neurological disorders are the
most difficult to diagnose and treat, and may represent
a true medical emergency. Neurological symptoms have
been demonstrated in approximately 7% to 10% of patients
hospitalized with M. pneumoniae infection (3-5). Encephalitis and
meningoencephalitis are the most common neurological diseases
caused by M. pneumoniae, although there have also been
reports of cerebellitis, polyneuropathy, acute disseminated
encephalomyelitis (ADEM), stroke, transverse myelitis (TM),
Guillain-Barré  syndrome (GBS), myasthenia gravis (MG),
peripheral neuropathy, and optic neuritis (6-9).

The time between the onset of respiratory symptoms and the
onset of neurological symptoms ranges from 2 to 14 days
(10). More than 80% of patients with central nervous system
(CNS) symptoms also have a respiratory tract infection (11).
The etiopathogenesis of these neurological manifestations is
still unknown, although three different mechanisms have been
proposed: direct CNS invasion by M. pneumoniae, indirect
autoimmune mechanisms, and vasculitis or thrombotic vascular
occlusions that occur by a direct and indirect mechanism (12).

This study aimed to share our center’s experience regarding the
treatment characteristics and clinical and radiological course of
patients with M. pneumoniae-related neurological symptoms in
light of the available evidence.

MATERIALS and METHODS

The study included pediatric patients hospitalized in the Dr. Sami
Ulus Maternity and Pediatrics Training and Research Hospital
between January 2019 and December 2020 and whose
primary M. pneumoniae serology was positive. M. pneumoniae
serology was examined in serum from the acute period and, if
possible, convalescent serum (1-4 weeks after disease onset)
using M. pneumoniae-specific immunoglobulin M (IgM) and IgG
enzyme-linked immunoassay. A 4-fold or greater increase in
lgG titer between acute and convalescent serum samples was
considered diagnostic for M. pneumoniae infection. The study
was approved by the Clinical Research Ethics Committee of
Ankara Dr Sami Ulus Gynecology and Childhood Health and
Diseases Training and Research Hospital (07.04.2021/ E-21-
04-147)

The clinical, laboratory, and imaging results and demographic
data of patients with CNS involvement were evaluated. The
patients’ neurological signs and symptoms were categorized as
seizure, ataxia, muscle weakness, confusion or coma, altered
mental status, visual disturbance, and speech disturbance.
Detection of enterovirus, parechovirus, herpes simplex virus
(HSV) 1 and 2, and varicella zoster virus (VZV) in cerebrospinal
fluid (CSF) specimens was performed using multiplex real-time
polymerase chain reaction (RT-PCR) kits in an RT-PCR device.

According to the consensus statement of the International
Encephalitis Consortium (13), M. pneumoniae-related encephalitis
was defined as encephalopathy (altered consciousness, lethargy,
irritability, or personality change) lasting at least 24 hours and at least
two of the following criteria: fever, seizures, focal neurological
findings, CSF pleocytosis, and electroencephalography or
imaging findings suggestive of encephalitis. According to
the 2002 diagnostic criteria report of the Transverse Myelitis
Consortium Working Group (14), GBS was diagnosed based
on clinical and neurological examination findings, presence of
albuminocytologic dissociation in CSF, and electromyography
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(EMG) findings; cerebellitis was diagnosed based on clinical,
examination, and radiological imaging findings; postinfectious
cerebellar ataxia was diagnosed based on history, the nature
of cerebellar ataxia, the patient’s clinical findings, CSF findings,
and convalescent characteristics.

RESULTS

Serum M. pneumoniae-specific IgM was detected in 158
patients hospitalized in our center for various reasons between
January 2019 and December 2020. Of these, 52 patients
exhibited an increase in IgG titer in the acute period and/or at an
average of 2 weeks after disease onset that was consistent with
the diagnostic criteria and confirmed primary M. pneumoniae
infection. In the other 106 patients, primary M. pneumoniae
infection could not be confirmed.

Review of the patients’ charts showed that 13 (25%) of the
52 patients with confirmed M. pneumoniae infection and 21
(19.8%) of the 106 unconfirmed patients had neurological
symptoms and findings (Figure 1). Of the 13 patients with
confirmed infection and neurological symptoms, 12 (92%) were
female and 1 (8%) was male, and the mean age was 10.1 years
(range, 5-16).

In addition to neurological symptoms, 11 (84.4%) of the patients
had upper respiratory tract infection symptoms and 2 (15.6%)
had lower respiratory tract infection symptoms. Neurological
symptoms included ataxia (n = 6), confusion (n = 4), visual
impairment (n = 1), myasthenia/paralysis (n = 2), and seizure
(n = 2). The patients’ mean Glasgow Coma Score at admission
was 14.

Patients with positive

M.pneumonia IgM (n:158)

Patients with confirmed Patients with unconfirmed
primary M.pneumonia

infection (n:52)

primary M.pneumonia
infection (n:106)

Patients with neurogical
symptoms (n:13)

Patients with neurogical
symptoms (n:21)

Figure 1: Algorithm of study.
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The patients’ reported neurological signs and symptoms as
well as their CSF, electroencephalography, brain magnetic
resonance imaging (MRI), and EMG findings were evaluated to
establish a definitive diagnosis. CSF analysis revealed increased
protein in 3 patients (21.4%) and cells on direct examination in
2 patients (14%). The detailed laboratory and imaging findings
are presented in Table |.

RT-PCR tests for enterovirus, HSV 1 and 2, and VZV in CSF
and tests for viral (EBV, cytomegalovirus [CMV], VZV) and
bacterial (Borrelia burgdorferi, Brucella) pathogens in serum
were performed for differential diagnosis and resulted negative
in all patients. CSF culture was also negative in all cases. When
evaluated together with clinical, laboratory, and imaging results,
6 patients (46%) were diagnosed with acute cerebellar ataxia,
4 patients (30%) with encephalitis, and 1 patient (8%) each
with GBS, optic neuritis, and longitudinally extensive transverse
myelitis (LETM).

The patients’ mean length of hospital stay was 13 days, and
3 patients required admission to the intensive care unit due
to isolated neurological symptoms. All patients were treated
with clarithromycin starting a mean of 2 days after admission.
In addition, 10 patients received intravenous immunoglobulin
(IVig) therapy (6 patients with cerebellitis, 2 with encephalitis,
1 with GBS, 1 with LETM), 4 patients received high-dose
methylprednisolone (2 with encephalitis, 1 with LETM, 1 with
optic neuritis), and the patient with LETM underwent plasma
exchange. In 11 patients, empiric acyclovir therapy was initiated
and discontinued when CSF HSV-PCR resulted negative.

The mean follow-up time after discharge was 13.4 months
(range, 6-24). The patient with LETM exhibited moderate
sequelae during follow-up, while the other patients had no
sequelae.

Figure 2: A) Pial enhancement in the distal thoracic plane. B)
Sagittal longutidinal MR image showed increased signal in the
gray matter starting from the C2 inferior end plate level to the
subject in the whole spinal cord and expansion due to edema
in the cervical.
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and detailed analysis of neurological symptoms and predicting

DISCUSSION

neurological involvement in children are rare (7,15,16). While

neurological complications are observed in approximately

Mycoplasma pneumoniae infection has been associated with

5% of patients hospitalized for M. pneumoniae infection, this

various neurological diseases in children. Other than the many

pathogen has been detected in approximately 10% of patients

case reports and reviews, a few studies have systematically

presenting with acute, febrile CNS findings (3-5). In our study, 52

examined this relationship, but studies reporting the frequency
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patients with primary M. pneumoniae infection were identified
and neurological involvement was detected in 13 (25%) of
them during hospitalization and treatment. Similarly, Kammer
et al. (15) reported neurological involvement associated with M.
pneumoniae in 22 (24.7%) of 89 patients in their study.

Approximately 80% of patients with neurological involvement
have signs and symptoms of respiratory tract infection during
or beforehand (2,10,17,18). All of our patients had respiratory
signs and symptoms, but they were not severe enough to
require hospitalization, and all were admitted because of
neurological involvement.

Previous studies have shown encephalitis to be the most
common extrapulmonary neurological disease caused by
M. pneumoniae (7,8,15). In our study, the most common
neurological involvement was acute cerebellar ataxia (6
patients), followed by encephalitis in 4 patients (30%), and
GBS, optic neuritis, and LETM in 1 patient each (8%), which
suggests that M. pneumoniae can be considered as a trigger in
acute and otherwise unexplained neurological disorders.

Acute cerebellar ataxia often occurs after infections or appears
suddenly during an infection, and usually causes only cerebellar
signs and symptoms. Acute cerebellar ataxia is a diagnosis of
exclusion; history, physical examination, laboratory, and imaging
findings must be used to rule out conditions that should be
considered in the differential diagnosis, including posterior fossa
tumors, neuroblastoma (opsoclonus-myoclonus syndrome),
acute bleeding, drug intoxications, acute labyrinthitis and
metabolic diseases (Hartnup disease, maple syrup urine
disease) (10,19). M. pneumoniae-related ataxia may occur in
the early or late stages of infection. It is believed to occur due to
direct invasion during the early period or the effect of immune
complexes in the late period (20). Because acute cerebellar
ataxia is generally associated with certain infections, especially
V2V, all of our patients had serology and CSF PCR analysis for
differential diagnosis from VZV, EBV, and CMV. Brain and spinal
MRI were normal in all of our patients, and all were discharged
without sequelae after a mean hospital stay of 8 days (range,
7-14).

Encephalitis is the most common extrapulmonary neurological
disease caused by M. pneumoniae (21). In our study, it was
the second most common neurological involvement (n = 4)
after acute cerebellar ataxia. It has been suggested that M.
pneumoniae-related encephalitis occurs as a result of both
direct and autoimmune mechanisms. In previous studies,
the low detection rates of M. pneumoniae DNA in the CSF of
patients with M. pneumoniae encephalitis and the presence
of a latent period after respiratory symptoms suggest indirect
mechanisms in the pathogenesis of encephalitis (6,22). In our
study, M. pneumoniae infection was demonstrated serologically
in the serum of 4 patients with encephalitis. As all other
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causative factors were ruled out, we believe M. pneumoniae
caused encephalitis as a result of indirect invasion.

Conjunctivitis is the most common ocular finding in M.
pneumoniae infection, although others such as nystagmus,
uveitis, and ocular motor nerve paralysis have been reported
(23). M. pneumoniae-associated optic neuritis has rarely
been described (24). In our study, optic neuritis was detected
in 1 patient. This previously healthy patient presented with
decreased vision and pain in the right eye after an upper
respiratory infection. Their extraocular eye movements and
other neurological examination were normal, but hyperemia
and optic disc edema were observed on fundus examination
and orbital MRI revealed thickening of the right optic nerve. In
terms of all other causative factors, CSF analysis was normal,
serology and PCR were negative for EBV, CMV, and VZV, serum
anti-aquaporin 4 antibody (NMO IgG) and anti-MOG antibody
were negative, and brain MRI was unremarkable. Based on
these findings, optic neuritis associated with M. pneumoniae
was suspected. Most cases of M. pneumoniae-related optic
neuritis reported in the literature have been in children and
young adults (24-27). M. pneumoniae should be considered in
children diagnosed with isolated optic neuritis, even if they have
no symptoms of respiratory tract infection.

GBS is an acute inflammatory polyneuropathy that is
characterized by rapidly progressing symmetrical muscle
weakness and loss of deep tendon reflexes, and can affect
individuals of all ages. Symptoms of GBS usually occur after
a viral or bacterial infection. M. pneumoniae is the second
most commonly reported cause, after Campylobacter jejuni
(28). The one GBS patient in our study developed weakness
of the legs and gradual inability to walk starting 6 days after
the onset of respiratory tract infection symptoms. On physical
examination, the patient’s vital signs were normal, there was
loss of strength in the legs that was more pronounced distally,
deep tendon reflexes were absent, while sensory and other
system examinations were normal. CSF and spinal MRl findings
(figure-2) were consistent with GBS and a pre-treatment serum
sample was positive for M. pneumoniae IgM and IgG. The
patient received IVIg therapy and serology performed 4 weeks
after treatment was negative for M. pneumoniae IgM while
IgG titer was increased. Serology and PCR are still the most
accurate methods to determine the role of M. pneumoniae
in GBS (29). Although PCR analysis could not be performed
for our patient, the diagnosis of M. pneumoniae-associated
GBS was based on the presence of respiratory tract infection
findings, M. pneumoniae IgM and IgG positivity in serum before
treatment, and the increase in M. pneumoniae I1gG titer and
lack of IgM at 4 weeks after treatment. M. pneumoniae should
be considered as a common and treatable cause of GBS in
childhood.

TM is one of the rare neurological diseases caused by M.
pneumoniae. In a study evaluating 365 children with M.
pneumoniae detected by PCR analysis of CSF or respiratory



swab sample, 42 patients were diagnosed as having M.
pneumoniae-related neurological disease. TM was observed in
12% of those 42 patients, while in another study by Kammer
et al. (15), LETM was observed in only 1 of 22 patients with
M. pneumoniae-related neurological disease (7). In our study,
a patient who presented with complaints of bilateral lower
extremity weakness and urinary incontinence 7 days after
respiratory tract infection was found to have spinal MRI findings
consistent with LETM, but etiological studies of serum anti-
aquaporin 4 antibody (NMO IgG) and anti-MOG antibody
were negative (Figure 2). The results of CSF analysis, serology
and PCR for EBV, CMV, VZV serology, and brain MRI also
suggested no other causative factor, and M. pneumoniae IgM
and IgG were detected in the patient’s pre-treatment serum
sample. When the desired response was not seen after high-
dose methylprednisolone therapy, the patient was treated with
IVlg and plasma exchange therapy. In serology performed 4
weeks after treatment, M. pneumoniae IgM was negative and
IgG titer was increased. Based on the clinical and laboratory
findings, the patient was diagnosed as having M. pneumonia-
related LETM.

There is a lack of consensus regarding how to treat neurological
diseases associated with M. pneumoniae. In most studies, it
is suggested that administering systemic antibiotherapy is
necessary independent of disease type and pathogenesis.
Patients with suspected or confirmed cases of disease
characterized by acute severe inflammation are treated with
steroids and/or IVlg (22). All patients in our study received
clarithromycin, 10 patients were treated with Vig (4 with
cerebellitis, 2 with encephalitis, 1 with GBS, and 1 with LETM),
4 patients received high-dose methylprednisolone (2 with
encephalitis, 1 with LETM, 1 with optic neuritis), and 1 patient
with LETM underwent plasma exchange therapy. The patients
were followed for a mean of 13.4 months (range, 6-24) after
discharge and only the patient with LETM had moderate
sequelae, while no sequelae were observed in the other
patients.

In conclusion, although M. pneumoniae is known as mainly
a respiratory pathogen, it also causes various neurological
disorders. Although all of our patients had symptoms of
respiratory tract infection, it has been shown that that M.
pneumoniae can also cause neurological disease without
respiratory symptoms. Further studies are needed to evaluate
the most appropriate methods for early diagnosis and treatment
of neurological involvement, considering the long-term burden
of the disease.
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ABSTRACT

Objective: Our aim is to determine the severity, clinical features, presence of complications and outcome differences
in previously diagnosed and newly diagnosed Type 1 Diabetes Mellitus (T1DM) patients followed up with diabetic
ketoacidosis (DKA) in the pediatric intensive care unit.

Material and Methods: This study was conducted retrospectively in a 32-bed tertiary pediatric intensive care unit.
The patients were divided into newly diagnosed and previously diagnosed T1DM. All collected data were compared
between groups.

Results: 107 patients were included into the study. Most of the patients were male (51.4%). Most of the newly diagnosed
patients were in the 6-10 age group (49.2%). When patient complaints were evaluated before admission, the complaint
of nausea was statistically higher in previously diagnosed DM patients (p=0.041). The complaints of fatigue, polyuria,
polydipsia, and weight loss were statistically higher in newly diagnosed Type-1 DM (p value 0.001, 0.001, 0.001,
0.001, respectively). Hypokalemia was statistically higher in the newly diagnosed DM group during diabetic ketoacidosis
treatment (p=0.015). Although there was no difference between intensive care durations, total hospitalization days were
statistically longer in newly diagnosed DM patients (p values 0.145, 0.007, respectively). All patients survived.
Conclusion: The school age group was the most common age group in newly diagnosed T1DM. While polyuria,
polydipsia and weight loss are common in newly diagnosed Diabetic Ketoacidosis patients; Vomiting was common in
diabetic ketoacidosis patients with previous diagnosis. Trainings, national advertisements, etc. should be done to increase
the knowledge level of patients and families about these symptoms and the disease.
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0z
Amac: Amacimiz, cocuk yogun bakim Unitesinde diyabetik ketoasidoz (DKA) ile takip edilen daha énce tani almis ve yeni tani almis Tip 1
Diabetes Mellitus (T1DM) hastalarinin siddeti, klinik 6zellikleri, komplikasyon varligi ve sonug farkliliklarini belirlemektir.

Gerec ve Yontemler: Bu ¢alisma, 32 yatakl U¢iincU basamak ¢ocuk yogun bakim Unitesinde geriye ddnUk olarak yapildi. Hastalar yeni
tani almis ve dnceden tani almis T1DM olarak ayrildi. Toplanan tUm veriler gruplar arasinda karsilastiridi.

Bulgular: 107 hasta ¢alismaya dahil edildi. Hastalarin ¢cogu erkekti (%51.4). Yeni tani alan hastalarin ¢cogu 6-10 yas grubundaydi (%49.2).
Basvuru 6ncesi hasta sikayetleri degerlendirildiginde kusma sikayeti, daha 6nce tani almis DM hastalarinda istatistiksel olarak anlamli
derecede yUksekti (p=0.041). Yeni tani alan Tip-1 DM’de halsizlik, politri, polidipsi, kilo kaybi sikayetleri istatistiksel olarak anlamli derecede
yUksekti (p degeri sirasiyla 0.001, 0.001, 0.001, 0.001). Diyabetik ketoasidoz tedavisi sirasinda yeni tani aimis DM grubunda hipokalemi
istatistiksel olarak daha yuksekti (p=0.015). Yogun bakim sureleri arasinda fark olmamasina ragmen yeni tani konmus DM hastalarinda
toplam yatis gunleri istatistiksel olarak daha uzundu (p degerleri sirasiyla 0.145, 0.007). Hastalarda mortalite gortlmedi.

Sonug: Okul yas grubu, yeni tani konan TIDM’de en sik goérllen yas grubuydu. Yeni tani Diyabetik Ketoasidoz hastalarinda polidiri,
polidipsi, kilo kaybi sik iken; eski tanili diyabetik ketoasidoz hastalarinda kusma yaygin olarak saptandi. Hastalar ve ailelerin bu semptomlar

ve hastalk hakkinda bilgi dizeyini artirici egitimler, ulusal reklamlar vib uygulamalar yapiimalidir.

Anahtar Sézciikler: Cocuk, Diyabetik Ketoasidoz, Yogun Bakim

INTRODUCTION

Diabetic Ketoacidosis (DKA) is one of the major reasons of
hospitalizations into pediatric intensive care (1). DKA is a life-
treating complication of Type 1 Diabetes Mellitus (T1DM) (2).
DKA has several complications like hyponatremia, hypokalemia
and hypoglycemia. DKA is also cause activation of inflammatory
pathways, disruption of coagulation cascade and increase the
risk for thrombosis and stroke (3). Cerebral edema is most
important and fatal complication of DKA (4). Incidence of
cerebral edema was 0.5-0.9%, but associated with mortality
(4). Like incidence of T1DM, mortality rate of DKA vary between
countries. In developing countries DKA-related mortality rate
ranges from 6%-24% (4). In developed countries mortality rate
was 0.15%-0.30% (4).

Presence of family history, geographic location, age and
socioecomic status affects DKA progression in T1DM patients
(2). DKA was more common in at the time of T1DM diagnosis in
newly diagnosed T1DM (2). Formerly diagnosed T1DM patients
are less suffers from DKA (2). Insulin negligence, insulin pump
failure, or insufficient insulin dose affects DKA progression in
formerly type T1DM (2).

Aim of our study was to identify severity, clinical characteristics,
complication presence and outcomes differences of formerly
diagnosed and newly diagnosed T1DM patients presented
as DKA followed-up in pediatric intensive care unit. We also
evaluate interventions before and during admission of patients.

MATERIAL and METHODS

Our study was conducted in a 32 bed third-level pediatric
intensive care unit retrospectively. Study period was planned as
24 months dates between 01-August-2019/31-August-2021.
All patients between one month old eighteen years were
included into study followed as diabetic ketoacidosis. First
admission was recorded in recurrent admissions of DKA.
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Patients without acidosis but had hyperglycemia or diabetic
ketosis was excluded.

Diabetic ketoacidosis was diagnosed according to criteria of
International Society for Pediatric and Adolescent Diabetes
(ISPAD) 2018 guideline: 1)Serum glucose >200 mg/dl, 2)
Venous pH<7.30, 3)Ketonemia or ketonuria presence (5).

Diabetic ketoasidosis severity was classified according to
venous pH level as <7.30 mild DKA, <7.20 moderate DKA,
<7.10 severe DKA (5).

Demographic data, presence of co-morbidity, presence of
family history with DM variables were collected.

Duration of complaints, symptoms (fever, nausea, vomiting,
diarrhea, malaise, tachypnea, polyuria, polydipsia, polyphagia
and weight loss), interventions before Pediatric Intensive Care
Unit (PICU) and family history were pre-intensive care variables.

In intensive care follow-up Glasgow Coma Score (GCS) at
admission, DKA severity, laboratory parameters (blood count,
electrolytes, corrected sodium level, blood gas parameters,
liver functions tests, kidney function tests, serum glucose level,
blood ketone), respiratory support therapies, complications
during DKA  treatment (hyponatremia, hypokalemia,
hypophosphatemia, hypoglycemia, brain edema) was recorded.

Hypoglycemia was defined as serum glucose <60 mg/dl,
hypokalemia as <3.5 mEg/L, hypophosphatemia as <4.6
mg/dl, hyponatremia as corrected serum sodium level <135
mEqg/L. Corrected sodium (meg/L) was calculated as measured
sodium+1.6x [serum glucose-100/100], effective osmolarity
(mOsm/kg) was calculated as [2x plasma sodium]+ [serum
glucose/18]. Outcomes were evaluated as intensive care
duration in days, hospital duration in days and survival.

All patients were categorized as newly diagnosed Diabetes
Mellitus (DM) and formerly diagnosed DM patients. Data
collected from patients was compared between two groups.
We took study permission by local ethic committee of Ankara
City Hospital (E2-21-659).



Descriptive analysis of the results conducted by using the
SPSS 17.0 software package for Windows (IBM Company,
New York, NY). Categorical data expressed as proportions
(%). Median and inter quartile range (25"-75" percentile) were
used for quantitative data. Differences were evaluated by Chi-
Squared test in cases of categorical variables; nonparametric
test (Mann-Whitney U) for continuous variables. Data was
considered statistically significant at p <0.05.

RESULTS

During study period 115 patients were followed up in pediatric
intensive care unit as DM. Eight patients were excluded because
of diabetic ketosis. 11 patients had multiple admissions. First
admissions of patients who had multiple admissions were
collected. 107 patients were included into study. Demographic
data was demonstrated in Table I. Most of the patients were
male (51.4%). Adolescent age group were the largest group
between our patients (57.0%). Most of the newly diagnosed
patients were in 6-10 age groups (49.2%). Difference between
age groups were statistically significant (p=0.001). Severity of
DKA was not differ between age groups (p=0.637). There were
not any differences between groups in pre-PICU interventions. If
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complaints before admission evaluated, nausea was statistically
significant higher in formerly diagnosed DM patients (p=0.041).
Malaise, polyuria, polydipsia, weight loss complaints were
statistically significant higher in new diagnosed-Type-1 DM (p
value respectively 0.001, 0.001, 0.001, 0.001). Time period
between starting of symptoms till hospital admission was
significantly longer in new diagnosed DM patients (p=0.001).
Median time for disease duration in formerly diagnosed DM was
5 (2.0-7.25) years. Patients without family history of diabetes
mellitus were suffered severe DKA more than patients with
family history of diabetes mellitus (p=0.004).

Critical care follow-up and evaluation of complications were
presented in Table Il. Twelve patients GCS was below 15. Most
of patients whose GCS <15 was between 6-10 years age
(p=0.029). Below 5 year old age group distortion of conscious
was seen at highest rate (30.0%). Impaired conscious did not
differ in formerly or newly diagnosed DM patients (p=0.283).
Medical treatments apart from regular insulin were oral
antibiotic, proton pump inhibitors, hypertonic saline and sodium
bicarbonate respectively. Invasive mechanical ventilation was
applied to one patient for three days. Brain computerized
tomography performed to two patients. Radiologic assessment
of patients who had cranial screening did not show any sign

Table I: Demographic characteristics and pre-intensive care interventions of DKA patients.

DKA DKA DKA
Characteristics (Total) (Formerly diagnosed) (Newly diagnosed) P
(n=107) (n=42) (n=65)
Gender (Male), n (%) 55 (561.4) 22 (47.6) 33 (50.7) 0.871
Age (month), median (IQR) 126 (89-174) 161 (123-199) 109 (76-148) 0.352
Age groups, n (%) 0.001
0-5 years 10 (9.9) 2 (4.7) 8 (12.3)
6-10 years 36 (33.6) 4 (9.5%) 32 (49.2)
11-18 years 61 (57.0) 36 (85.7) 25 (38.4)
Body weight (kg), median (IQR) 34 (22-50) 48 (31.5-57.0) 27 (20-41) 0.760
DM family history presence, n(%) 45 (42.1) 18 (42.9) 27 (41.5) 0.893
Pre-PICU interventions, n (%)
Saline bolus 76 (71.0) 29 (69.0) 47 (72.3) 0.718
Hydration 39 (36.4) 17 (40.5) 22 (33.8) 0.489
Insulin treatment 30 (28.0) 15 (35.7) 15 (23.1) 0.157
Other treatments 12 (11.2) 2 (4.8) 10 (15.4) 0.091
Symptoms, n (%)
Fever 11 (10.3) 6 (14.3) 5(7.7) 0.275
Nausea 35 (32.7) 18 (42.9) 17 (26.2) 0.073
Vomiting 53 (49.5) 26 (61.9) 27 (41.5) 0.041
Diarrhea 5(4.7) 4(9.5) 1(1.5) 0.057
Malaise 45 (42.1) 9 (21.4) 36 (55.6) 0.001
Tachypnea 17 (15.9) 7 (16.7) 10 (15.4) 0.860
Polyuria 46 (43.0) 2 (4.8) 44 (67.7) 0.001
Polydipsia 46 (43.0) 2 (4.8) 45 (69.2) 0.001
Polyphagia 4 (3.7 0 (0) 4 (4.6) 0.108
Weight loses 36 (33.6) 1(2.4) 35 (53.8) 0.001
Abdominal pain 22 (20.6) 10 (28.8) 12 (18.5) 0.506
Period before hospital admission (day), median (IQR) 3(1-7) 1(1-2) 7 (3-21.5) 0.001

DKA: Diabetic Ketoacidosis, DM: Diabetes Mellitus, IQR: Interquartile Range, PICU: Pediatric Intensive Care Unit
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Table Il: Evaluation of intensive care floow-up and complications of DKA patients.

DKA DKA DKA
(Total) (Formerly diagnosed) (Newly diagnosed) p
(n=107) (n=42) (n=65)
GCS at PICU admission, median (IQR) 15 (15-15) 15 (15-15) 15 (15-15) 0.233
DKA severity, n (%)
Mild 45 (42.1) 19 (45.1) 26 (40.0) 0.780
Moderate 35 (32.7) 12 (28.6) 23 (35.4) '
Severe 27 (25.2) 11 (26.2) 16 (24.6)
Venous blood gas parameters, median (IQR)
pH 7.12 (7.05-7.22) 7.13 (7.06-7.21) 7.12 (7.03-7.22) 0.318
pCO2 (mmHg) 20.6 (15.9-24.7) 22.3 (18.6-26.1) 19.7 (15.6-23.5) 0.319
HCO3 (mmol/L) 6.8 (4.5-9.3) 7.9 (4.9-9.7) 6.4 (4.1-8.9) 0.668
BE (mmol/L) -20.3 (-23.3- -16.5) -19.1 (-22.6 --16.4) -20.4 (-23.9- -16.4) 0.303
Lactate (mmol/L) 2.02 (1.52-2.91) 2.56 (1.67-3.66) 1.78 (1.48-2.51) 0.291
Biochemical parameters, median (IQR)
Serum glucose (mg/dl) 437.0 (330.0-526.0) 459.5 (367.2-533.0) 500 (325.0-512.5) 0.564
Blood ketone level (mmol/L) 5.6 (4.6-6.1) 5.3 (4.1-6.0) 5.6 (4.9-6.1) 0.715
Sodium (mEg/L) 134.0 (131.0-137.0) 133.5 (130.0-137.2) 134.0 (131.0-137.0) 0.645
Potasium (mEa/L) 4.4 (4.0-5.1) 5.0 (4.4-5.4) 4.4 (3.8-4.4) 0.057
Phosphate (mEg/L) 4.1 (8.1-5.1) 4.9 (4.1-6.0) 3.5 (3.0-4.1) 0.042
Clor (mEa/L) 104 (100.0-108.0) 102.0 (97.5-106.2) 105.0 (101.5-109.0) 0.370
BUN (mg/dl) 28.0 (19.0-40.0) 39.5 (28.5-48.0) 21.0 (17.0-30.0) 0.106
Creatinine (mg/dl) 0.92 (0.76-1.11) 0.97 (0.85-1.18) 0.86 (0.71-1.04) 0.189
AST (U/L) 17 (12-25) 22 (12.7-28.2) 15.0 (11.0-21.0) 0.143
ALT (U/L) 18 (13-22) 20.0 (15.7-32.5) 16.0 (13.0-21.0) 0.605
Corrrected sodium (mmol/L), median (IQR) 142 (139.4-144.2) 141.9 (139.1-144.8) 142.0 (139.4-144.1) 0.506
Effective osmolarite (mOsm/kg), median (IQR) 291 (287.4-298.0) 291.1 (286.0-299.5) 291.0 (284.5-297.1) 0.390
Anion gap (mmol/L) median(IQR) 23 (20.5-27.0) 25.6 (20.5-29.0) 22.0 (20.4-24.3) 0.250
HbA1c (%), median (IQR) 11.9 (10.8-13.1) 11.3(9.7-12.4) 12.1 (11.0-13.6) 0.487
DKA complications, n (%)
Hiponatremi 6 (5.6) 3(7.1) 3(4.6) 0.579
Hipoglisemi 4 (3.7) 1(2.4) 3 (4.6) 0.554
Hipokalemi 38 (35.5) 9 (21.4) 29 (44.6) 0.015
Hipofosfatemi 81 (75.7) 29 (69.0) 52 (80.0) 0.199
Brain edema 3 (2.8) 1(2.4) 2 (3.1) 0.831
DKA resolution period (hour), median (IQR) 12 (8-18) 11.25 (7.0-15.0) 14 (10-19) 0.741

AST: Aspartate amino transferase, ALT: Alanine amino transferase; BE: Base Excess, BUN: Blood Urea Nitrogen, DKA: Diabetic Ketoasidosis,
IQR: Interquartile range, GCS: Glasgow Coma Scale, PICU: Pediatric Intensive Care Unit

Table Ill: Outcomes of DKA patients.

DKA DKA DKA
(Total) (Formerly diagnosed) (Newly diagnosed) p
(n=107) (n=42) (n=65)
Intensive care period (day), median (IQR) 1(1-2) 1(1-1.25) 1(1-2) 0.145
Hospitalization period (day), median (IQR) 10 (7-12) 8 (5-10) 10 (9-12) 0.007
Mortality, n (%) 0 (0) 0 (0) 0 (0)

DKA: Diabetic Ketoasidosis, IQR: Interquartile range

of brain edema. Hypophosphatemia was the most common
complication during treatment period. Hypokalemia was
statistically higher in new diagnosed DM group during diabetic
ketoacidosis treatment (p=0.015). Hypoglycemia was seen in 4
patients. Three patients with hypoglycemia were in severe DKA
group (p=0.02). Brain edema was spotted in three patients.
Hypertonic saline was applied to patients as brain edema
treatment. Patients with brain edema cured without sequel.
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Venous blood gas parameters, serum glucose and ketone levels
of patients with low GCS and normal GCS presented in Table
lll. Patients with altered conscious had more severe acidosis,
higher glucose levels but their ketone levels were lower.

Outcomes were presented in Table Ill. Although there was not
any difference in intensive care days, total hospitalization days
was statistically longer in newly diagnosed DM patients (p values



respectively 0.145, 0.007). Patients with low GCS had longer
PICU hospitalization than patients with normal GCS (p=0.12).
Hospitalization of these patients whose had low GCS a little
bit longer than normal GCS patients but it was not statistically
significant (p=0.051). All patients survived.

DISCUSSION

In our study, we spotted that new diagnosed DM was more
commonly seen in school age children. Nausea was the
most common symptom in formerly diagnosed T1DM
patients, whereas malaise, poliuria, polydipsia and weight
loss complaints were more common in new diagnosed DM
patients. Time period between starting of symptoms till hospital
admission time was longer in new diagnosed DM patients.
Hypokalemia was higher in new diagnosed DM group during
diabetic ketoacidosis treatment Total hospitalization days was
longer in newly diagnosed DM patients group.

Incidence of diabetes mellitus is increasing in children and
adolescents in the world and growing faster in particularly
below 5 years age children (6). Annual increase of T1DM was
3% in children and 5% in adolescent age group (4). Children
under 5 years old more often suffers from DKA (3). Apart from
literature DKA was more common in adolescent age group in the
previous study. Parental care difference may affect this result.
Parents may be more careful about their children’s behavior
changes like polyuria, polydipsia etc. at small ages and early
recognition of symptoms lead to reach early proper treatment
An article about fifteen years experience of DKA patients also
reported that DKA was more common in adolescent age group
(7). In developed world most common admission in T1DM
patients is hyperglycemia without acidosis. In developing and
underdeveloped countries DKA is the most common type
of admission of T1IDM patients (8). The prevalence of DKA
varies between countries (15-67%) (6). There are several risk
factors related with DKA (9). Misdiagnosis at first visit, delay
in treatment, previous infection history, younger age, low body
mass index and low socioeconomic level were common risk
factors (9). There should be more multi-center prospective
studies to evaluate risk factors of DKA in Turkish children.

Polyuria, polydipsia and polyphagia which are starting
symptoms of DM are ensued from hyperglycemia and
glycosuria. If patients are not diagnosed at this stage, vomiting,
abdominal pain, anorexia, dehydration, Kussmall breathing,
loss of consciousness and finally coma will be seen in these
patients (7). Most reported symptoms of the patient’s with DKA
were polyuria and polydipsia (10).

Most reported symptoms in newly diagnosed T1DM patients
were polyuria, polydipsia and weight loss (7,10,11). Our study
results also demonstrated same results with other studies in
literature. Apart from literature, malaise and weight loss were
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common in our study group. Vomiting was also common in
formerly diagnosed DKA patients like other studies (1,3).

A multicenter study from Europe was showed newly diagnosed
DKA patients had symptoms at least two weeks (12). Articles
from Turkey also reported that period before DKA diagnosis
was usually two weeks (7,10,13). In our study, we reached our
study populations admission time was same as other reports
in literature. Formerly diagnosed DKA patients are more careful
about DKA symptoms due to educations performed in their
clinical care so their admission time was shorter than newly
diagnosed T1DM patients.

Parent’s unawareness of symptoms of DM may affect DKA
incidence (14). Positive family history for T1DM is defined as a
risk factor for DKA (15). We did not find any difference between
formerly or newly diagnosed T1DM with positive family history
of DM concurrently. But we found that severe DKA related
with presence of DM family history. This result also suggests
requirement of more public educations about awareness of DM.
A public campaign about DM in ltaly for health professionals
and families lowered DM prevalence from 78 to 12.5% (6).

If we evaluate electrolyte disturbances of patients at admission
and during treatment period, we found that hypophosphatemia
was the most common electrolyte disturbance. This result did
not show actual result because intravenous phosphate forms
are mostly absent in our hospital so patients could not get IV
phosphate support during treatment properly. Hypokalemia
was the most common electrolyte disturbance in newly
diagnosed DKA patients like other studies published from
Turkey and other countries (1,4,7). Children with DKA usually
suffers from hypokalemia because of transcellular potassium
shift and increaring loss from the body because of vomitting
and secondary hyperaldosteronism (5). A single center study
from Turkey reported that hypokalemia was developed because
of inadequate replacement (7). Hypophosphatemia could be
seen in DKA patients result of osmotic diuresis and depletion
of intracellular phosphate (5). Hypophospahatemia can
cause several complications like rhabdomyolysis, respiratory
failure, hemolysis, metabolic encephalopathy and myopathy
(5). Pediatric DKA guideline did not recommend routine
hypophosphatemia treatment but it recommends potassium
replacement with potassium chloride and potassium phosphate
together (5). Severe hypophosphatemia (serum phosphate
levels <1 mg/dl) should be treated (5). Recent published single
center study from Netherlands did not show any difference
between hypophosphatemic and normophosphatemic adult
DKA patients (16). There should be more studies done in
pediatric DKA patients about electrolyte disturbances.

Brain edema was seen in DKA episodes in 1% of patients (7).
Brain edema was the most serious complication of DKA (14). In
our study group brain edema incidence (2.8%) was higher than
literature data. This will be associated with our center was a
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referral center in Ankara City and Central Anatolia region. More
complicated cases referred to our facility. Despite that we did
not see any mortality in our cohort.

There are several restrictions of our study. Our study was
single-centered and retrospective. Parental education level
and patients’ socioeconomic conditions were not reported in
patient files. Family history of diabetes did not classify as T1DM
and T2DM result of invalid data. Severity of dehydration did not
record at time of admission into patient files. The data of DM
patients with old diagnosis whether DKA was present at the
time of diagnosis could not be accessed because of missing
registry. Treatments before PICU may not be recorded properly.
Assessment of brain edema may be lacking and some patients
with brain edema could not be detected. Nearly all DKA
patients are hospitalized in PICU in our facility. But, there would
be patients with DKA whom did not referred to PICU for follow-
up and hospitalized to ward from emergency service. Our
data will not show our countries proper DKA data. Multicenter
prospective studies should be designed.

In conclusion, diabetic ketoacidosis is an important patient
group in PICU. Most of the DKA patients were adolescent
age group in formerly diagnosed T1DM patients. School age
group was the most common age group in newly diagnosed
T1DM. Malaise, polyuria, polydipsia, weight loss are most seen
symptoms in newly diagnosed patients. Vomiting is the most
common symptom in formerly diagnosed T1DM patients. Time
period before PICU admission was longer in newly diagnosed
T1DM. Hypophosphatemia is common in PICU admission.
Hypokalemia was mostly seen in DKA in newly diagnosed
T1DM patients. Diagnostic tools of brain edema should be
more effectively used in PICU. There should be educations or
commercials for school age group to provide public awareness
for DM. Formerly diagnosed adolescent patients should have
strict control for DKA and doctors should be more cautious
about their parental education for DM.
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Developmental Risk Factors of Young Children with Inherited
Metabolic Disorders During the COVID-19 Pandemic
Erken Cocukluk Déneminde Kalitsal Metabolik Hastaligi Olan

Cocuklarin COVID-19 Pandemisinde Gelisimsel Risk Etmenleri
Ezgi OZALP AKIN', Fatma Tuba EMINOGLU?

" Department of Pediatrics, Developmental-Behavioral Pediatrics Division, Ankara University School of Medicine, Ankara, Turkey
2Department of Pediatrics, Pediatric Metabolism Division, Ankara University School of Medicine, Ankara, Turkey

ABSTRACT

Objective: Coronavirus disease 2019 (COVID-19) pandemic has led to emergence of new developmental risk factors.
Developmental risk factors for young children with inherited metabolic disorders have not been studied based on a
comprehensive framework. We aimed to determine the developmental risk factors of young children with inherited
metabolic disorders during COVID-19 pandemic based on bioecological theory.

Material and Methods: In a cross-sectional design, children aged 0-42 months that who had appointments at Ankara
University School of Medicine Department of Pediatrics (AUDP) Pediatric Metabolism Division with the diagnoses of
inherited metabolic disorders were recruited between October 1st, 2020 to January 1st, 2021. Developmental risk
factors were assessed with a semi-structured interview based on questions of the Expanded Guide for Monitoring Child
Development revised for the pandemic at AUDP Developmental Pediatrics Division.

Results: The sample consisted of 95 children with inherited metabolic disorders (median age:25, IQR: 17-35 months,
57.9% boys). Most children (54 children, 56.8%) had amino-acid metabolism disorders. Child-related developmental
risk factors included new behavioral problems in most of the sample (53 children, 55.8%) and increased screen time in
26 children (27.3%). As family-related developmental risk factors, 40 children (42.1%) were living with a family member
diagnosed with major depression. In environment-related developmental risk factors; 41 families (43.2%) experienced
a decrease in their household income and 21 (22.1%) loss of job during the pandemic, 17 (17.9%) delay in health care
follow up visits, 8 of 28 (28.6%) discontinuity of intervention and rehabilitation services. Participation in life was severely
limited in 42 (44.2%) children with inherited metabolic disorders.

Conclusion: Apart from life threatening medical problems, children and their families in Turkey and potentially in other
low- and middle-income countries face multiple developmental risk factors. Preventable or reducible risk factors should be
addressed to support these children’s development in this pandemic and beyond.

Key Words: Child Development, COVID-19, Family, Inborn Errors of Metabolism, Risk Factors

oz

Amag: Koronavirus hastaligi 2019 (COVID-19) pandemisi, yeni gelisimsel risk faktérlerinin ortaya cikmasina neden
olmustur. Ancak kalitsal metabolik hastaliklari olan kicuk ¢cocuklar igin gelisimsel risk faktérleri, kapsamli bir cerceveye
dayali olarak calisimamisti. Bu arastirmanin amaci COVID-19 pandemisinde kalitsal metabolik hastaligi olan kiciik
cocuklarin biyoekolojik kuram gergevesinde gelisimsel risk etmenlerini belirlemektir.

Gereg ve Yontemler: Kesitsel desendeki arastirmada, Ankara Universitesi Tip Fakltesi, Cocuk Saghgi ve Hastaliklan
Anabilim Dali (AUCH) Cocuk Metabolizma Bilim Dalinda kalitsal metabolik hastalik tanisi ile randevusu olan 0-42 aylik
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cocuklar, 1 Ekim 2020-1 Ocak 2021 tarihleri arasinda ¢alismaya alindi ve AUCH Gelisimsel Pediatri Bilim Dalinda Genisletimis Gelisimi
izlenme ve Destekleme Rehberi’nin sorularina dayall olarak yari yapilandirimis bir gériisme ile gelisimsel risk etmenleri degerlendirildi.

Bulgular: Orneklem, kalitsal metabolik bozuklugu olan 95 cocuktan olusmaktadir (ortanca yas: 25, CAA: 17-35 ay, %57.9 erkek).
Cocuklarn cogunda (54 ¢ocuk, %56.8) aminoasit metabolizma bozuklugu tanisi bulunmaktaydi. Cocukla ilgili gelisimsel risk etmenleri
alaninda 6rneklemin cogunda (53 ¢ocuk, %55.8) yeni ortaya ¢ikan davranis sorunlari ve 26 ¢ocukta (%27.3) artmis ekran suresi saptandi.
Alle ile ilgili gelisimsel risk etmenleri olarak, 40 ¢cocugun (%42.1) evinde majdr depresyon tanisi almis bir birey bulunmaktaydi. Cevre ile
ilgili gelisimsel risk etmenleri alaninda 41 aile (%43.2) pandemide hane gelirinde azalma, 21 aile (%22.1) is kaybl, 17 aile (%17.9) saglk
izlemlerinde gecikme, girisim ve rehabilitasyon hizmetleri alan 28 ailenin 8'i (%28.6) kesinti bildirdi, 42 (%44.2) cocugun yasama katilimi
ciddi sekilde sinirlydi.

Sonug: TUrkiye'de ve blyuk olasilikla diger diistk ve orta gelirli Ulkelerde kalitsal metabolik hastaligi olan ¢ocuklar yasami tehdit eden tibbi
sorunlarin yani sira birden fazla gevresel gelisimsel risk etmeni ile karsi karsiyadir. Bu ¢ocuklarin pandemi ve diger olasi kriz ddnemlerinde

gelisimlerini desteklemek igin dnlenebilir risk etmenleri dnlenmeli ve mUmkun oldugunca risk etmenleri azaltimalidir.
Anahtar Sézciikler: Gelisim, COVID-19, Aile, Kalitsal Metabolik Hastalklar, Risk Etmenleri

INTRODUCTION

During Coronavirus disease 2019 (COVID-19) pandemic,
considerable strain on daily life of children with inherited
metabolic disorders and their families has led to emergence
of new developmental risk factors (1,2). Knowledge of the
developmental risk factors of children with inherited metabolic
disorders is crucial as the management of developmental
difficulties in young children cannot be accomplished without
information on risk factors.

Developmental risk factors are the factors that may affect the
child, the child’s proximal or distal environment and have a
negative influence on child development. These factors may
be biomedical, psychosocial or both together (3). Children
with inherited metabolic disorders have well known and mostly
severe biomedical risk factors that affect development in
developmental domains including cognitive, language, motor
and social-emotional development. These biomedical risk
factors arise from complex and chronic health care problems
that may include almost all organ systems such as cardiac,
pulmonary, renal, hepatic, endocrine, central and peripheric
nervous system and may cause failure to thrive, developmental
difficulties and disabilities (4-7). Children with inherited metabolic
disorders need close health care follow up by specialized teams,
specific diet according to their disease, ongoing management
of specific treatments and metabolic destabilizations that
gained more importance in the COVID-19 pandemic (2,8).

In low and middle income counties (LMICs) many children
younger than 5 years are exposed to complex interaction
of biomedical and psychosocial multiple risk factors, which
detrimentally affect their cognitive, motor, and social-emotional
development (9). It was reported that children with inherited
metabolic disorders may have important psychosocial risk
factors such as poverty, unstimulating home environments, lack
of social support, stigmatization, and limited participation in life
that pose additional serious risks for their development. The
pandemic brought new risk factors (10). Even in high income
countries more than half of the families of children with inherited
metabolic diseases reported the need for including food and
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financial assistance, and childcare support during COVID-19
pandemics as well as access to medical care (2,11).

According to  Bronfenbrenner’'s  bioecological  theory
development of a child happens through the complex and
dynamic interactions among the child’s health conditions,
temperament, developmental strengths and difficulties; the
relationships and interactions with and within the family including
closest caregivers, siblings, as well as proximal caregiving
environment and distal environment such as living and working
conditions, health and social services, physical environment,
education and intervention services (12). Therefore, the
developmental risk factors that affect a child development may
be related to the child, proximal caregiving environment (family)
and distal environment. Although COVID-19 pandemic had an
enormous effect on children with inherited metabolic disorders,
developmental risk factors for youngest children with inherited
metabolic disorders who have the most potential to reach their
optimal development with interventions have not been studied
based on a comprehensive framework.

In this study, we aimed to determine the developmental risk
factors of young children with inherited metabolic disorders
during COVID-19 pandemic based on bioecological theory.

METARIAL and METHODS

In a cross-sectional design, children aged 0-42 months that
who had appointments at Ankara University School of Medicine
Department of Pediatrics (AUDP), Pediatric Metabolism
Division with the diagnoses of inherited metabolic disorders
were recruited in three-months period between October 1%,
2020 and January 1%, 2021. Children were included if they
were able to come to the hospital during the study period and
their parents provided informed consent to participate in the
study. The study was approved by the Ethics Committee of
the Ankara University School of Medicine (Decision number: i8-
484-20, 10.09.2020).

The assessment of developmental risk factors of children
with inherited metabolic disorders was conducted at AUDP,



Developmental Pediatrics Division. All children with inherited
metabolic disorders have appointments in the Developmental
Pediatrics outpatient clinic at the day of their appointments in
Pediatric Metabolism outpatient clinic as per routine patient
follow up procedures. In the Developmental Pediatrics
outpatient clinic, after asking for informed consent for the study,
a semi-structured interview lasting approximately 20 minutes
was conducted with the parents who provided their consent
using questions of the Expanded Guide for Monitoring Child
Development (Expanded GMCD) (13). Sociodemographic data
was also retrieved from the Expanded GMCD. Information
related to the health conditions of the child such as the
diagnoses, medications, and specific diet requirements and
developmental conditions including delays, disabilities and
related disability reports were determined from the hospital
records.

The Expanded GMCD is a written questionnaire based on
the World Health Organization International Classification of
Functioning, Disability and Health (ICF) and Nurturing Care
frameworks (13). The Expanded GMCD provides information
on health conditions, developmental functioning, activities and
participation, as well as the environmental factors including
developmental risk factors. A previous study has shown that
the open-ended questions of the Expanded GMCD were
accepted and responded by the families of children with
inherited metabolic disorders (14).

Developmental risk factors were conceptualized on the
bioecological theory and included child, family and environment
related factors. Child related developmental risk factors
included having diet dependent metabolic disorders, need for
hospitalization during the pandemic, COVID-19 infection in the
child, any regression stated by the families in language, motor,
cognitive or social-emotional domains due to pandemic related
conditions (not due to metabolic decompansations, examples
include seize of special education and/or rehabilitation
services, difficulties in caregiving environment etc.), existence
of sleep, eating/feeding and other behavioral problems (such
as stubbornness, frequent meltdowns, excessive crying etc.)
and increased screen time during the COVID-19 pandemic.
Family related developmental risk factors included low maternal
and paternal education defined as <5 years, change of primary
caregiver in the pandemic, increased maternal fatigue, mother
spending less daily time with her child than the pre-pandemic
period, mother or father having treatment for major depression
as well as diagnosis of depression in other household
members, COVID-19 infection and COVID-19 related death in
the household members. Environment related developmental
risk factors included decrease in monthly household income
compared to pre-pandemic period, loss of job in the household
members, and discontinuation to health care follow up,
intervention and rehabilitation services due to pandemic related
conditions (such as quarantine periods or fear of infection).
Therefore, we have added pandemic-related developmental
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risk factor questions to the “Developmental functioning”,
“Activities and participation in life” and “Environmental factors”
sections of the Expanded GMCD for the purpose of this study.
These were asked as structured questions and coded as
“present” or “absent.” During the assessment these questions
were read to the parents and the answers were recorded by
the developmental pediatrician. The presence of another child
and/or family-environment related developmental risk factor
in the interview was also recorded. Reported developmental
risk factors were addressed when possible and developmental
support was provided at the developmental pediatrics
outpatient clinic.

Sociodemographic data included age, gender, number and age
of siblings, maternal and paternal age and education, monthly
household income, number of family members living together,
the city that the family lives as well as whether the child lives in
a nuclear or an extended family.

Data analyses

Descriptive statistics were used as frequencies for categorical
data; means and standard deviations for normal continuous
distributions; and medians and interquartile ranges (IQR)
otherwise. The Shapiro-Wilk test was used to check whether
there was a normal distribution of the numerical variables.
Statistical analyses were done using IBM SPSS 20.0 (SPSS
Inc., Chicago, IL, USA) package program.

RESULTS

A total of 98 young children younger than 42 months with
inherited metabolic disorders who were seen at AUDP, Pediatric
Metabolism Division in the study period were considered for
eligibility for this study. Of these 3 did not provide consent for
the study and the sample consisted of 95 children with inherited
metabolic disorders.

Sociodemographic and health related characteristics of
the sample

The sociodemographic characteristic of the sample are shown
in Table I. The median age of the sample was 25, IQR: 17-
35 months, 55 children were boys (57.9%). Median maternal
and paternal ages were 30.0 (IQR: 25-35) and 33.0 (IQR: 29-
38) years. Most of the children had at least one sibling and
47 (49.5%) children were born to parents with consanguinity.
Most of the children were residing in Ankara, the capital of
Turkey. Most mothers 89 were homemakers (93.7%) whereas
85 fathers (89.5%) were working on a job.

The diagnoses of the children were as following: 54 children
(56.8%) had amino acid metabolism disorders (29 had
biotinidase deficiency, 10 hyperphenylalaninemia, 9 organic
acidemia, 4 phenylketonuria, 1 tyrosinemia, 1 cystinuria),
15(16.7%) mitochondrial disorders, 7(7.4%) lysosomal and
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Table I: Sociodemographic characteristics and diagnoses
(n=95).

Characteristics of children n (%)
Boys 55 (57.9)
Girls 40 (42.1)
Age (months)

0-12 15 (15.8)
13-24 30 (31.6)
25-42 50 (52.6)
Maternal education
Never went to school 4 (4.2)
Primary school 18 (18.9)
Secondary school 29 (30.5)
High school graduate 26 (27.4)
University education or higher 18 (18.9)
Paternal education
Never went to school 1(1.1)
Primary school 19 (20.0)
Secondary school 18 (18.9)
High school graduate 34 (54.7)
University education or higher 23 (24.2)

Number of siblings

Only child 35 (36.8)

One sibling 30 (31.6)

>2 siblings 30 (31.6)

Nuclear family 75 (78.9)

Residing in Ankara 58 (61.1)
peroxisomal disorders, 4(4.2%) carbohydrate metabolism

disorders, 3 (3.2%) congenital glycosylation disorders, 1 (1.1%)
fatty acid oxidation disorder, 1 (1.1%) urea cycle disorder, and
10 (10.5%) other metabolic disorders. Most of the children
(67.4%) had developmental delay in at least one domain of
development, 33 (34.7%) had disability benefits report and 7
(7.4%) used orthoses.

Developmental risk factors in the COVID-19 pandemic

The developmental risk factors conceptulized on bioecological
theory as child-related and family/environment-related
developmental risk factors are summarized in Table 2. All of the
sample had at least one child related developmental risk factor
due to their metabolic disease, most (69 children, 72.6%) had
two, 46 (48.4%) children had =3 child -related developmental
risk factors. Most of the sample 52 (54.7%) had >3 family and/
or environment related developmental risk factors; 84 children,
(88.4%) had at least one, 77 (81.1%) had two family and/or
environment related developmental risk factors. When child and
family and/or environment related developmental risk factors
are considered 31 (32.6%) children had =6 developmental risk
factors.

Child-related developmental risk factors. When the families
were asked about the tragjctory of their child’s development
including in language, motor, cognitive or social-emotional
development domains; 7 families (7.4%) reported that their
child regressed in developmental functioning in at least one
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Table Il. Developmental risk factors of the sample.

Child related developmental risk factors n (%)
Biomedical risk factors

Having a diet dependent metabolic disease 23 (24.2)

Hospitalization during the pandemic 17 (17.9)

CQOVID-19 infection in the child 0 (0.0
Existence of behavioral problems during the
pandemic

Sleep difficulties (21.1)

Difficult behavior such as meltdowns, excessive 19 (20.0

crying etc.

Eating and/or feeding difficulties 14 (14.7)
Increased screen time 26 (27.3)
Regression in development in at least one

. 6 (6.9)
developmental domain
Family related developmental risk factors

Maternal education < 5 years 22 (23.2)

Paternal education < 5 years 20 (21.1)

Increase in maternal fatigue 34 (35.8)

COVID-19 infection in the family members 23 (25.0)

Diagnosis of depression in the family

Maternal depression 15 (15.8)
Paternal depression 7 (7.4)
Depression in other household members 18 (18.9)

Change of primary caregiver during the 14 (14.7)

pandemic

Mother spending less daily time with her child 5(5.3)

than usual

Death due to COVID-19 in the family members 0 (0.0)

Environment related developmental risk factors

Decrease in monthly household income 41 (43.2)
Loss of job in the household members 21 (22.1)
Delay in their health care follow up visits 17 (17.9)
Discontinuity of intervention and rehabilitation 8 (28.6)
services (N=28)

Getting out from home for leisure activities/ 56 (568.9)

visiting relatives etc. <once a week

domain since the beginnig of the pandemic. The reasons
provided by the parents included discontnuity to rehabilitation
services in 3 families, family members’ COVID-19 infection
in 2, and depression in caregivers in 2 families. Most of the
families (55.8%) reported a behavioral problem in their child that
existed during the pandemic including eating/feeding, sleep or
other daily behaviors. Almost one third of the children (32.6%)
had experienced eating/feeding difficulty in the pandemic
including 14 (14.7%) undereating and 17 (17.9%) overeating
when compared to pre-pandemic period. Sleep schedule and
duration has not changed significantly for most of the children
(68.4%) according to families, while in 20 (21.1%) children the
family reported exitence of sleep problems.

Family related developmental risk factors. Almost one fifth of the
sample maternal (23.2%) and paternal (21.1%) education was
< 5 years. Seventy (73.7%) families stated that the time that
the mother spent with her child to support development (like
playing, reading, talking during daily activities) did not change
and 20 (21.1%) spent more time than usual. Fourty children



(42.1%) were living with a family member diagnosed with major
depression.

Environment related developmental risk factors. Most families’
income (53.5%) was less than minimum wage and almost one
fifth (22.1%) of the families experienced a loss of job during
the pandemic. Loss of job involved fathers in 17 families, other
household members such as uncle or grandfather in 2 families
and one family experienced loss of job in both the mother and
the father. In the participation in life domain, when the families
were asked about the frequency of getting out from their home
with their child for leisure activities, going to parks or visiting
friends/relatives etc.; 42 (44.2%) children did not have a regular
outside activity per week, 14 children (14.7%) were getting
out home for one of these activities once a week, 17 children
(17.9%) 2-3 times a week and 22 children (23.2%) =4 times a
week.

DISCUSSIONS

This study demonstrated the developmental risk factors of
young children with inherited metabolic disorders during
COVID-19 pandemic from a middle-income country, Turkey.
Many developmental risk factors arised during the COVID-19
pandemic. All young children had at least one, one third of
the sample had six or more developmental risk factors based
on bioecological theory. These findings draw attention to
addressing the preventable risk factors that the children with
inherited metabolic disorders carry during crises periods like
a pandemic and imply for clinicians and policy makers in the
COVID-19 pandemic and beyond.

There have been studies including the developmental risk
factors of children with inherited metabolic disorders while
our study is the first study investigating the developmental
risk factors based on bioecological framework for youngest
children with inherited metabolic disorders. Almost one third of
the sample had a cumulation of six or more child and family/
environment related risk factors. Historically, the cumulation of
biomedical and psychosocial risk factors has been referred as
“double jeopardy” to describe the detrimental effect of poverty
on child development (15).

In our study as child related developmental risk factors;
all children had metabolic disorders and most had known
developmental delays. More than half of the families reported
behavioral problems and one fourth increased screen time
parallel to studies showing increased behavioral difficulties
in young children with specific health care needs during the
COVID-19 pandemic (16). Additional to these risk factors,
most common family and/or environment related risk factors
were low maternal and paternal education, depression in
family members, financial difficulties, limited participation in life.
Oge Enver et al. reported difficulties for children with inherited
metabolic disorders (mean age was 7, higher than our study)
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from Turkey in the COVID-19 pandemic. The results included
financial difficulties in most of the sample as an environmental
developmental risk factor which was also evident in our study
(17). A recent qualitative study from Canada highlighted the
experiences of families of children with inherited metabolic
disorders and it was reported that participation in social
life was one of the themes that arised in the interviews (18).
Another important environmental risk factor was discontinuity
to health care and intervention and/or rehabilitation services
due to quarantines and fear of COVID infection which was
evident in many countries around the world (2,11). Evidence
shows that timely interventions addressing developmental risk
factors such as poverty, maternal depression, low maternal
education, restricted learning opportunities and inequities
can improve early childhood development especially in low
and middle countries (19,20). At AUDP the clinicians from
Pediatric Metabolism Division reached the children and their
families via telehealth during the pandemic, provided support
in information, answered the questions of the family. System
related difficulties were suspended with efforts of the clinicians.
Additionally, AUDP Developmental Pediatrics Division provided
early intervention with Guide for Monitoring Child Development
(GMCD) early intervention package with telehealth (21-23).
These may be protective for these vulnerable children and
their families during crises. There is need for research on child
and family related protective factors and resilience for young
children with inherited metabolic disorders during crises.

Our study has some limitations. The cross-sectional design
precludes drawing casual associations. We have provided the
number of risk factors but we don’t know the effect size of
risk factors and the relationship between different risk factors
(such as financial difficulties may cause depression). Our small
sample size is relatively large while the sample was heterogenic
in terms of diagnosis and included both severe (such as urea
cycle disorders) and less severe metabolic diseases (such as
hyperphenylalaninemia). The major strength of this study is the
conceptual framework based on the bioecological theory.

The implications of our study are important for the care
of children with metabolic disorders in this pandemic and
other crises periods. Our results indicate that apart from life
threatening medical problems, children and their families
in Turkey and potentially in other low- and middle-income
countries face multiple child, family and environment related
developmental risk factors that puts further burden in their
developmental trajectory. Preventable or reducible risk factors
such as inappropriate caregiving environment, depression,
financial difficulties, continuum of care in health and intervention
services should be addressed by multisectoral coverage.
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ABSTRACT
Objective: To assess the self-efficacy level and health-related quality of life in pediatric-onset multiple sclerosis (POMS)
patients.

Material and Methods: A cross-sectional study was conducted between January-April 2022 at Hacettepe University
Department of Pediatric Neurology using The Pediatric Rating of Chronic lliness Self-Efficacy (PRCISE) Scale and
Pediatric Quality of Life Inventory (PedsQL).

Results: Twenty-nine POMS patients with a median age of 16.4 years (F/M: 20/9) were included in the study. The
mean PRCISE Scale score was 101.8+22.4 and the mean PedsQL score was 66.5+16.2. Both scores were lower than
previously reported in the literature.

Conclusion: Lower self-efficacy and HRQoL levels might be attributed to fatigue which is common in POMS. The impact
of the COVID-19 pandemic on mental health and quality of life should be addressed in patients with POMS.

Key Words: Childhood, Health-related quality of life, Multiple sclerosis, Self-efficacy
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Amag: Bu c¢alisma ile cocukluk ¢agdi baslangich multipl skleroz (¢MS) hastalarinin 6z yeterlilik ve saglikla ligkili yasam
kalitesi dUzeylerinin degerlendirimesi amaclanmigtir.

Gerec ve Yontemler: Ocak 2022 - Nisan 2022 tarihleri arasinda kesitsel olarak gergeklestirilen bu ¢alismada ¢MS tanili

hastalalar Pediatrik Kronik Hastalik icin Oz Yeterliik Olgegi (PKHOYO) ve Cocuk Cadi Yasam Kalitesi Olcekleri (CCYKO)
ile degerlendirilmistir.

Bulgular: Ortalama yaglari 1 64 yil olan 29 ¢cMS hastasi (K/E:20/9) calismaya katiimistir. PKHOYO ortalamasi 101.8+22.4
puan elde edilmis olup, CCYKO skorlamasinda ortalama 66.5+16.2 puan elde edilmistir. Her iki degerin literatiirde daha
onceki yapilimis olan galismalardan dtsuk oldugu gértimastur.
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Sonug: Pediatrik Kronik Hastalik igin Oz Yeterlilik Olgegi ve CCYKO ortalama skorlarinin diistik olmasi ¢MS hastalarinda yaygin gérilen
kronik yorgunlukla iliskili olabilir. Aynca COVID-19 pandemisinin ¢gMS hastalarinda mental saglik ve yasam kalitesi Uzerindeki etkisi de bu

sonuglar yorunmlanirken géz éntinde bulundurulmalidir.

Anahtar Sézciikler: Cocukluk Cag, Saglikla lliskili Yasam Kalitesi, Multipl Sklerosis, Oz Yeterlilik

INTRODUCTION

Pediatric-onset multiple sclerosis (POMS) defines multiple sclerosis
manifesting before age 18 years. Approximately 90% of POMS
cases present during adolescence, an age group where autonomy;,
individuation, self-efficacy, and self-reliance are in development
(1, 2). Self-efficacy refers to an individual’s confidence in their
own ability for a specific behaviour or achievement. In terms of
health conditions, self-efficacy comprises the belief in one’s ability
to manage the requirements of a disease adequately (3). The
perception of self-efficacy is an important predictor of health-
related behaviour and adherence to treatment in chronic diseases
(4).

The multi-dimensional impact of a health condition and its
treatments on the individual’s physical, mental, emotional, and
social well-being is defined as health-related quality of life (HRQOL)
(5). Adolescents’ and young adults’ mental and emotional health
and quality of life affect their education and career choices, their
parents, and their use of the health care system. Therefore, the
management of their disease often extends beyond the physical
effects of medical treatment. The aim of this study was to evaluate
self-efficacy and HRQOL in patients with POMS.

MATERIALS and METHODS

We conducted a cross-sectional study between January and
April 2022 with patients who had been diagnosed with POMS in
Hacettepe University Faculty of Medicine, Department of Pediatric
Neurology. Patients with POMS lasting more than three months
and were able to read and complete the Turkish version of The
Pediatric Rating of Chronic lliness Self-Efficacy Scale (PRCISE)
and Pediatric Quality of Life Inventory (PedsQL) were included
in the study. After informed consent from patients or parents to
participate in the study, patients were asked to fill out the PRCISE
and PedsQL during their routine clinical visit. Demographic and
clinical data included age, gender, duration of disease, treatments,
and last available expanded disability status scale (EDSS) scores
were recorded from hospital registry. Ethical approval was obtained
from Hacettepe University Clinical Research Ethics Committee
(2022/01-07).

Statistical analyses:

Statistical analyses were performed using a package program
called SPSS (IBM SPSS Statistics 24). The data of the patients
were classified by various parameters. Frequency tables and
descriptive statistics were used to interpret the findings.
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Outcome measures:

Self-efficacy levels were measured with the PRCISE. The scale was
developed by Emerson et al (6). It comprises 15 items and 6 sub-
dimensions: exercise (1 item), obtain help from family, friends and
doctors (4 items), illness management (3 items), chores, hobbies
and recreation (3 items), symptoms (3 items) and mood (1 item).
All items are answered on a Likert scale from O to 10 ranging from
0 for “not at all sure” to 10 for “very sure”. A total PRCISE score
ranges from O to 150, the maximum total score of 150 indicating
the highest self-efficacy level. The Turkish version of the PRCISE
Scale was adapted from the original scale by Gurcan et al (7) with
acceptable validity and reliability for Turkish children.

Health Related Quality of Life (HRQolL) was measured using the
Turkish version of PedsQL. Version 4.0 for 13 -18 years old. The
PedsQL was developed to evaluate child perceptions of HRQOL
in children with various health problems. This 23-item scale based
on child/adolescent self-report consists of four domains: Physical
Functioning (8 items), Emotional Functioning (5 items), Social
Functioning (5 items), and School Functioning (5 items). PedsQL
assesses the frequency of problems that occurred in the last one
month. All items are answered on a Likert scale from O to 5 ranging
from O for “never a problem” to 5 for “almost always a problem”.
All the items are then reverse scored and transformed into a O-to-
100-point scale (0=100; 1=75; 2=50; 3=25; 4=0), where a higher
total score of PedsQL 4.0 indicates a better HRQoL. The validity
and reliability of the Turkish version of PedsQL 4.0 Version for 13-
18 Years Old were proven by Memik et al (8).

RESULTS

Total 29 POMS patients, median age 16.4 years (range: 13.4-17.7),
female/male 20/9, were enrolled in the study. All patients had been
on a disease modifying therapy for more than 3 months. All had an

Table I: Demographic and clinical characteristics of POMS
patients.
F/M n (%)
Age (years) median (25-75%)
Disease duration
Treatments (n)
Interferons
Teriflunomide
Dimethyl fumarate
Ocrelizumab
Fingolimod
POMS: Pediatric Onset Multiple Sclerosis, F: Female, M: Male

20/9 (69/31)
16.4 (13.4-17.7)
26 months (5-64 months)

—
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Expanded Disability Status Scale (EDSS) score of O indicating no
neurological disability, and none had a comorbid disease (Table |).

The mean PRCISE Scale score was 101.8+22.4 (median 103,
101.62 for girls and 102.12 for boys). The mean PedsQL score
was 66.5+16.2 (median 66, 66.7 for girls and 66.2 for boys).

DISCUSSIONS

Self-efficacy measurement is a standardized and practical way to
evaluate a patient’s self-management ability and identify patients
at risk for medical nonadherence. It has been recommended
as a part of chronic care and management (9). In our study we
found the mean PRCISE score of 101.8+22.4 out of 150. In a
previous validation and reliability study of PRCISE Scale on Turkish
adolescents with different chronic illnesses, the mean PRCISE
score was determined as 106+17.9 and no significant relation was
found between self-efficacy level and age, sex and disease duration
(7). The mean PRCISE score of the subgroup including patients
with neurological disease was 104.9+22. In the original study of
PRCISE scale conducted by Emerson et al. (6) the mean PRCISE
score was 114+31.7 in 7- 20-year-old patients with various chronic
diseases, and the subgroup comprising patients with neurological
diseases had a mean PRCISE score of 113.56+32.7. The self-
efficacy level of our patients was lower than those reported.

Self-efficacy is affected by type of illness, multimorbidity and
functional disability (10). In our study, none of the patients
had a chronic comorbid condition and neurological disability.
Nevertheless, the lower self-efficacy level in our patients may be
attributed to several reasons. One s fatigue, the feeling of exhaustion
and tiredness known as one of the most common and disabling
symptoms MS and affecting 9-76% of children and adolescents
with POMS (11). In a recent study of adult MS patients from Turkey,
the frequency of fatigue was reported as 68.2% (12). However,
no available data was found regarding the prevalence of fatigue
in Turkish POMS patients, and fatigue was not questioned in our
study either. MS-related fatigue may impact physical functioning
even in the absence of obvious neurological disability. An inverse
association exists between fatigue and self-efficacy (13).

Both self-efficacy and fatigue have been found to be the major
determinants of quality of life in adult patients with MS, along
with neurological disability (14). The HRQolL evaluated in our
study showed the mean score of 66.5+16.2. In the validation and
reliability study of Turkish PedsQL for adolescents aged 13 to 18
years, the mean PedsQL score of patients with chronic diseases
was 74.82 and a recent systematic review and meta-analysis in
POMS patients using PedsQL, reported mean HRQoL scores as
67.3-82.4 (15). The mean PedsQL score of our POMS patients
was in the lower range of those reported in this meta-analysis. One
possible reason of this result is the COVID-19 pandemic. Social
distancing, self-isolation, and various restrictions that people faced
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in all around the world during the last 2.5 years affected mental
health of people, particularly those in younger age (16). Recent
studies have shown that both self-efficacy and quality of life
declined significantly in individuals due to COVID-19 pandemic (17,
18). Moreover, our study was conducted in a time frame where the
highest COVID-19 cases were reported in Turkey (19). Therefore,
the probable adverse impact of the pandemic on our results cannot
be ignored.

The small number of patients, the inability to apply the scales
according to the treatment subgroups, and the absence of a
control group are the limitations of our study. Besides that, we did
not evaluate our patients for psychiatric and behavioral problems,
including depression or adjustment disorders, which may affect our
results. Further studies with larger cohorts are required to address
these limitations. The fact that PRECISE and PedsQL can be
applied in chronic diseases such as POMS with a low incidence
and prevalence is one of the strengths of our study.

We found both the self-efficacy and HRQoL levels were lower
in POMS patients. These two variables interact in their effect on
the patients’ and parents’ life. Developing strategies to support
the self-management and strengthen the self-efficacy in POMS
patients may help these adolescents to cope with MS and bring a
higher quality of life.
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Or Ig I n a/ Af't/ C/ € OZg U n Aragtlrma Turkiye Cocuk Hastaliklari Dergisi

Evaluation of Pediatric Residents’ Knowledge Levels on
Inhaler Techniques Used in Asthma Treatment and the Effect
of Education on the Level of Knowledge

Pediatri Asistanlarinin Astim Tedavisinde Kullanilan inhaler Tedavi
Teknikleri Konusunda Bilgi Duzeylerinin Degerlendirilmesi
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ABSTRACT

Objective: The use of inhaler drugs results in clinical success only when they are applied using the right technique.
Faulty inhaler application techniques reduce therapeutic efficacy, impair treatment compliance, and lead to inadequate
control of the disease. This study aimed to evaluate the knowledge levels of pediatric residents who play an important
role in the follow-up of patients with pediatric asthma in both inpatient and outpatient services in a tertiary children’s
hospital and to determine the effect of short-term training on the level of knowledge.

Material and Methods: All participants were asked to demonstrate the use of inhaler devices using demo devices.
This assessment was designated as the “Pre-test.” The participants were then given face-to-face inhaler device training
in groups of up to 15 people, which included all application steps. At the end of the training, the steps of inhaler device
use were reassessed.

Results: Pre-training evaluation of inhaler technique on Metered Dose Inhaler and Dry Powder Inhaler devices showed
that none of the 148 participants successfully completed the predetermined mandatory steps of the inhaler technique.
After the training, it was observed that all participants were able to fully apply the steps of the previously determined
checklist.

Conclusion: Medical school curricula and specialty education should include the application training of inhaler devices,
which are extremely important for asthma treatment. Regular repetition of in-service training involving inhaler technique and
application among health professionals can correct application errors and increase awareness regarding the importance of
the right inhaler technique in the treatment of asthma.

Key Words: Asthma, Children, Inhaler, Treatment techniques

oz

Amag: inhaler ilaglanin tedavi basarisi ancak dogru bir teknikle uygulanirsa mimkiin olmaktadir. Hatali inhaler teknik;
terapotik etkinligi azaltir, tedavi uyumunu bozar ve hastalidin yetersiz kontrolline yol acar. Calismamizda; Uglncl
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basamak ¢ocuk hastanesinde hem yatakli servis hem de poliklinik hizmetlerinde astimli gocuk hasta takibinde 6énemili rol Ustlenen pediatri
asistan hekimlerinin uygun inhaler teknik konusundaki bilgi dizeylerini degerlendirmek ve kisa sureli bir egitimin bilgi dizeyine katkisini
belirlemek amaglanmigstir.

Gerec ve Yontemler: TUm katlimcilardan demo cihazlar ve manken kullanarak, inhaler cihaz kullanimini gdstermeleri istendi. Bu
degerlendirme ‘On-Test’ olarak adlandirildi. Daha sonra katlimcilara maksimum 15 kisiden olusan gruplar halinde, tim uygulama
basamaklarini iceren ylz ylze inhaler cihaz kullanim egitimi verildi. EJitim sonunda inhaler cihaz kullanimina ait basamaklar tekrar
degerlendirildi.

Bulgular: Olciilil Doz inhaler ve Kuru Toz inhaler cihazlara ait inhaler teknik ile ilgili egitim éncesi dederlendirme sonucunda 148 katlimcidan
hicbirinin dnceden belilenmis zorunlu basamaklari eksiksiz tamamlayamadidr gérlldu. Egitim sonrasinda tum katilimcilarin énceden
belirlenen kontrol listesinin adimlarini tam olarak uygulayabildikleri gozlemlendi.

Sonug: Tip fakultesi mifredati ve uzmanlik egitim strecine astim tedavisi igin son derece énemli olan inhaler cihazlarin uygulama egitiminin
dahil edilmesi gerektigine dikkat cekmek istiyoruz. Saglik profesyonelleri arasinda, inhaler teknik uygulamalarini iceren hizmet ici egitimlerin
dlzenli araliklarla tekrarlanmasi uygulamadaki hatalan gidermekle birlikte astm tedavisinde dogru inhaler teknigin énemi konusundaki

farkindaligi da arttiracaktir.
Anahtar Sozciikler: Astm, Cocuk, inhaler, Tedavi Teknikleri

INTRODUCTION

Asthma is the most common chronic disease among children,
and its incidence is gradually increasing. Inhaler therapies have
been used for several years and are the most effective asthma
treatment. The most important advantages of inhaler treatment
include the fact that the application is non-invasive, contains
lower doses than oral and parenteral treatments, has fewer
systemic side effects, provides local and fast efficacy, and is
portable in such a way that the patient can carry the inhaler with
him or her at any time (1).

The use of inhaler drugs results in clinical success only when
they are applied using the right technique. Faulty inhaler
application techniques reduce therapeutic efficacy, impair
treatment compliance, and lead to inadequate control of the
disease (2-4).

A technique considered ideal for one device can be completely
faulty when using another device. For this reason, patients and
their parents should be provided with detailed training on the
recommended inhaler device, usage technique, and application
steps. Further, the inhaler techniqgue employed by patients
should be assessed at each doctor visit to prevent possible
errors (5,6).

Presently, a metered-dose inhaler (MDI) and dry powder inhaler
(DPI) devices, which have completely different working principles,
are frequently used in the treatment of childhood asthma. Each
inhaler device has its unique usage technique, advantages,
and disadvantages. This should be taken into account when
choosing the appropriate device for the patient (7-9). The fact
that health professionals who provide education to patients and
their families teach inhaler devices and application steps clearly
and accurately plays a key role in the treatment of asthma.

This study aimed to evaluate the knowledge levels of pediatric
residents who play an important role in the follow-up of patients
with pediatric asthma in both inpatient and outpatient services
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in a tertiary children’s hospital and to determine the effect of
short-term training on the level of knowledge.

MATERIALS and METHODS

The study was conducted between September and December
2021 at Ankara City Hospital Pediatric Allergy and Immunology
Clinic. Ethics committee approval was obtained from the
Ankara City Hospital Clinical Research Committee (decision
number E2-21-846). The study was conducted in accordance
with the principles of the Declaration of Helsinki.

Work experience in pediatric health and diseases, pediatric
allergy and immunology clinics, and pediatric emergency
departments were recorded in addition to demographic
characteristics, such as age and gender. Further, a general
evaluation form was distributed to all participants. This form
comprised whether the participants had previously been trained
in inhaler treatments, whether they provided inhaler training to
any patient, and information on inhaler device preferences by
age group.

A checklist was prepared to assess the use of MDI and DPI
(turbuhaler and diskus) devices, which are often used in the
treatment of childhood asthma. It comprised the mandatory
steps mentioned in the literature and was modified in
accordance with our clinical experience (9-12).

All participants were asked to demonstrate the use of inhaler
devices using demo devices. Meanwhile, the steps were
scored as true or false by the pediatric allergy and immunology
specialist. This assessment was designated as the “Pre-
test.” The participants were then given face-to-face inhaler
device training in groups of up to 15 people, which included
all application steps. The training was provided by the same
specialist and lasted for approximately 30 min. At the end of the
training, the steps of inhaler device use were reassessed. These
data were recorded as the “Post-test.” The steps involved in
the evaluation of the inhaler technique are shown in Table I.



RESULTS

A total of 148 resident doctors working in pediatric clinics were
included in the present study. The mean age of the participants
was 28.0 + 2.1 years (Inter-quartile range [IQR]; 26-29 years),
and 58.8% were female. The participants’ average work
experience in the pediatric health and diseases clinic was
1.7 £ 0.9 (min-max; 0.2-5 years) years. Fifty-seven (38.5%)
participants were actively working in the outpatient clinic during
their residency. Twenty-nine (19.6%) participants were observers
at the pediatric allergy and immunology outpatient clinic for at
least one month. All participants stated that they worked in the
inpatient ward and were actively involved in the follow-up of
the patients hospitalized due to asthma. It was found that 26
(17.6%) participants had previously received training on inhaler
drugs and application techniques at least once. Further, 60.1%
reported that they provided inhaler training for the first time to
a patient who had not received any treatment before. When
participants were asked about the principles of the devices
that they were well aware of, 62.2% responded as MDI, 16.9%
as DPI, and 20.9% responded as both. Only 15.5% of the
participants stated that they had adequate knowledge about
inhaler drugs and application techniques. The characteristics of
the participants are summarized in Table II.

Participants were also asked about the inhaler devices that
they would choose as their first choice according to age
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groups in children with asthma. For the 0-5 years age group,
64.2% of the participants stated that their first choice would
be nebulizer devices. For the 5-12 years age group, spacer
with face mask and spacer with mouthpiece MDI devices were
preferred similarly. For children over the age of 12 years, more
than half of the participants stated that they would prefer DPI.
Inhaler devices preferred by pediatric residents according to
age groups are summarized in Table Il

For MDI devices, the steps that were frequently forgotten in
the pre-test were “the inhaler device is shaken for 5 sec before
application,” “the mask part of the spacer is placed on the
face to fully cover the nose and mouth,” and “inhaler device is
reshaken before the second dose is applied”.

Among DPI (turbuhaler and diskus) devices, most erroneous
applications were observed in turbuhaler devices. When
application steps were evaluated, the steps that were incorrectly
applied by the participants included “keep turbuhaler upright,”
“exhale before application,” and “wait for 1 min before the second
inhalation”. For diskus, the incorrectly applied steps were “hold
diskus in a horizontal position,” “exhale before application,” and
“hold your breath for 5-10 sec after application.”

After the training, it was observed that all participants were able
to fully apply the steps of the previously determined checklist.
The correct response rates of participants to the required steps
in pre-test and post-test applications are shown in Figure 1 (A,
B, C).

Table I: Check-list containing all application steps of proper inhalation technique

Metered dose inhaler with spacer

Dry Powder inhaler
(Turbuhaler)

Dry Powder inhaler
(Diskus)

Step 1. Remove the protective cap and
shake the inhaler for 5 s

Step 2. Hold the inhaler in the upright
position, put it into the hole of the spacer.
Place your fingers to support the inhaler and
spacer.

Step 3. Place the mouthpiece between
your teeth and lips or cover the nose and
mouth with the mask of spacer

Step 4. Press down the inhaler once and
breathe in deeply and slowly 5-6 times from
the spacer (approximately 10 seconds)

Step 5. Shake the inhaler again before the
second dose

Step 6. Close cap after use

Step 1. Remove the turbuhaler cap
and hold it upright

Step 2. urn the base part first to the
right and then to the left to hear the
‘click’ sound

Step 3. Exhale to
(away from inhaler)

residual volume

Step 4. Place mouthpiece between
teeth and lips

Step 5. Take a forcefully and deeply
breath

Step 6. Remove the device from the
mouth before breathing out and hold
your breath for 10 s

Step 7. Wait one minute before second
inhalation

Step 8. Turn the base again and
prepare for the second inhalation

Step 9. Close cap after use

Step 1.0pen the diskus with one hand
and push the notch forward with the
thumb of the other hand.

Step 2.Pull the latch to hear the ‘click’
sound

Step 3.Hold diskus in horizontal position

Step 4.Exhale to residual volume (away
from inhaler)

Step 5.Place mouthpiece between teeth
and lips

Step 6. Take a forcefully and deeply breath

Step 7.Remove the device from the
mouth before breathing out and hold your
breath for 10 s

Step 8.Wait one minute before second
inhalation

Step 9. Pull the latch again for the second
dose

Step 10. Close cap after use
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Table ll: Characteristics of the participants.

Characteristics of the participants n (%)
Age (year) 28.0 £ 2.1
(IQR;26-29)
Gender Male 87 (568.8)
Resident duration (years) Mean 1.7+0.9
0-12 month 23 (15.5)
12-24 month 41 (27.7)
24-36 month 51 (34.5)
36-48 month 33 (22.3)
Rotated departments
Child health and diseases out-patient clinic 57 (38.5)
Pediatric Allergy and Immunology out-patient clinic 29 (19.6)
Pediatric emergency outpatient clinic 94 (63.5)
Have you received any training on inhaler devices and administration techniques? Yes
From whom did you receive the training? 26 (17.6)
Pediatric Allergy and Immunology specialist 10 (38.4)
Child health and diseases specialist 6 (23.0)
Senior doctors 10 (38.4)
Have you ever started inhaler treatment for the first time to a patient who has not

. 89 (60.1)
received any treatment before? Yes
How many patients/parents have you trained inhalers so far?

<10 82 (55.4)
10-50 46 (31.1)
> 50 20 (18.5)
Which of the inhaler devices do you think you know the principles of use correctly?
Metered dose inhaler 92 (62.2)
Dry powder inhaler 25 (16.9)
Both of them 31 (20.9)
Do you consider your level of knowledge about inhaler drugs and administration
: - 23 (15.5)
techniques sufficient? Yes
Table lllI: Inhaler device preferences of participants according to age groups in patients.

. . . MDI MDI .
Which would be your first choice? (Spacer with face mask) (Spacer with mouthpiece) DPI Nebulizers
0-5 years 44 (29.7) 8 (5.4) 1(0.7) 95 (64.2)
6-12 years 50 (33.8) 58 (39.2) 12 (8.1) 28 (18.9)
> 13 years 9 (6.1) 38 (25.7) 86 (58.1) 15 (10.1)

MDI: Metered dose inhaler, DPI: Dry powder inhaler

DISCUSSION

The study aimed to evaluate the level of knowledge regarding
inhaler technique among pediatric residents, who are frequently
involved in the treatment of childhood asthma. Pre-training
evaluation of inhaler technique on MDI and DPI devices showed
that none of the 148 participants successfully completed the
predetermined mandatory steps of the inhaler technique. It
was shown that the inhaler technique could be improved post-
training.

There are many studies in the literature evaluating inhaler
technigue and skills in patients with pediatric asthma and
their parents. Although there are differences in the age group,
asthma control levels, treatment compliance of patients, and
definition of correct inhaler technique among these studies,
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it can be concluded that there are flaws in the correct
application of inhaler devices in the pediatric patient group in
general (8,13-16). However, studies that evaluate the level of
knowledge of health professionals, especially pediatricians,
who provide training to patients, are limited (17). Resnick et al.
(18) evaluated the MDI application technique by pediatricians
and reported that only 1/4th of the pediatricians were able to
complete the steps without errors. Owayed et al. (16) reported
that only 15.5% of pediatricians were able to apply MDI devices
without any errors. Another study involving nurses and doctors
responsible for pediatric patient follow-up found that only <50%
of the participants could perform the MDI application steps
without any errors. In this study, inhaler technique scores of
nurses were higher than that of doctors and no difference was
found between residents and senior doctors, which are notable
results (19). In the present study, inhaler technique scores of the
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C) Dry Powder inhaler-Diskus

participants were lower than those reported in previous studies,
which may be due to the fact that the study sample comprised
residents of different seniority, lack of experience due to the
short periods of active work in outpatient clinics, and the fact
that the technique was evaluated via face-to-face supervision
instead of multiple-choice questions.

In the present study, the most frequently made mistakes during
inhaler treatment were consistent with the mistakes identified
in previous studies involving patients with asthma and their
caregivers (8,9,20,21). This suggests that educators and
doctors also need training, and a few steps should be further
emphasized during training. Various training methods related
to inhaler techniques have been examined in several different
clinical settings. Some studies have reported that group training
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is the most effective training method among these methods,
whereas other studies argue that better results can be achieved
with one-to-one training (22,23). The use of visual materials,
models, and standard checklists during training can act as
reminders for both patients and medical personnel, and the use
of these aids has been found to be more effective than oral or
written information alone (22).

In the present study, evaluations after group training using demo
inhaler devices and models showed that inhaler technique skills
can be improved even with short training programs. Kellman
et al. applied a short training program to emergency room
doctors and nurses and reported that the training increased
the success scores from 34% (before the training) to 91% (24).
Plaza et al. (25) evaluated the level of knowledge of doctors
regarding inhaler technique and determined that the participants
mostly obtained their current knowledge via scientific meetings,
articles on the subject, personal experiences, and emphasized
that the subject was not given the necessary importance in
medical school curricula, which should be the primary place
of obtaining such knowledge. Timothy et al. (23) outlined their
recommendations for improving the skills of health professionals
in inhalation therapies as follows: raising awareness, providing
training, assessing the impact of training, repeating training,
and promoting patient education with reimbursement.

In the present study, pediatric residents were also asked about
inhaler device preferences according to pediatric age groups,
and it was determined that there were incorrect applications
in this regard. It is noteworthy that nebulizer devices are
recommended more frequently than MDI devices by health
professionals, especially in the 0-5 years age group. Due to the
limited side effects, no external power supply, shorter application
time, portability, lower cost, and similar efficacy, the use of
Spacer and MDI devices is the first choice of recommendation
in the current guidelines (26). Nebulizer devices are offered as
an alternative method for a small group of patients who cannot
use inhaler devices effectively (27).

Although it was determined that training increased success in
inhaler application skills in the present study, it was not possible
to evaluate how long the effect of a single training lasted due
to the fact that the post-test was applied immediately after the
training