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Anjioodem ile Karistirilan Nefrotik Sendrom: Olgu Sunumu
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Ozet: Nefrotik sendrom yaygin 6dem, masif proteiniiri ve hipoalbuminemi ile karakteri-
ze, siklikla 2-6 yaslarinda olusan bir sendromdur. Genellikle giin i¢inde azalan periorbital
6dem nedeniyle bu hastalar yanlislikla alerjik hastalik tanis1 almaktadir. Daha 6nceden
bilinen takipli hastalig1 olmayan, bilateral hidrosel ve inguinal herni nedeniyle ameliyati
planlanan, operasyon 6ncesi degerlendirmede gozlerinde bilateral sislik farkedilen 4 yas
9 aylik erkek hasta, anjioddem 6n tanisi ile gocuk immiinoloji alerji b6liimiine konsiilte
edildi. G6z kapaklar1 6demli, bilateral pretibial gode birakan 6dem ve skrotumda bilateral
transliiminasyon gosteren sislik olan hastanin diger muayeneleri normaldi. Laboratuvar
incelemesinde: Albumin: 1.6g/dl, Sedimentasyon:76 mm/saat, C3:1,23 mg/dl, ve C4: 0,24
mg/dl. Idrarda: dansite: 1051, protein: +++, protein/kreatinin 17,8 mg/mg idi. Hem nefro-
tik sendrom hem de anjio6dem goz kapaklarinda, genital bolgede ciddi 6dem olusturur. Bu
nedenle laboratuvar tetkikleri, klinik bulgular, dikkatli muayene ayirici tani i¢in yeterlidir.
Calismamizda alerjik anjioodem 6n tanili nefrotik sendrom olgusunu sunmay1 amagladik.

Anahtar Kelimeler: Anjioddem, Hipoalbuminemi, Nefrotik sendrom

Abstract: Nephrotic syndrome is characterized by diffuse edema, massive proteinuria and
hypoalbuminemia. It usually occurs between the ages of 2-6. Due to periorbital edema
these patients are mistakenly diagnosed with allergic disease. A 4-year-old 9-month-old
male patient, who had no known disease under follow-up, was admitted to the pediatric
surgery service due to bilateral hydrocele and inguinal hernia, was planned to be operated
on, and bilateral swelling in his eyes was noticed in the preoperative evaluation, was con-
sulted to the pediatric immunology-allergy department. His general condition was good,
his skin turgor was normal, his eyelids were edematous. There was bilateral pretibial pit-
ting edema and bilateral transluminated swelling in the scrotum. In laboratory examina-
tion: Albumin: 1.6g/dl, Sedimentation:76 mm/hr, C3:1.23 mg/dl, and C4: 0.24 mg/dl. In
urine: density: 1051, protein: +++, protein/creatinine was 17.8 mg/mg. Both nephrotic
syndrome and angioedema cause severe edema of the eyelids and genital area. Therefo-
re, laboratory tests, clinical findings and careful examination are sufficient for differential
diagnosis. In our study, we aimed to present a case of nephrotic syndrome with a prediag-
nosis of allergic angioedema.
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EXTENDED ABSTRACT

Background

Angioedema, known as fluid accumulation under
the skin and mucosa, may have many different pat-
hogenesis. Different treatments should be applied
to different pathologies. We present our patient
who was consulted to the pediatric allergy clinic

due to bilateral angioedema around the eyes, but

it evolved into a very different path than allergy.

Purpose

We aim to diversify the differential diagnoses of
clinicians in angioedema cases, which are frequ-
ently encountered in daily practice, to make the
correct diagnosis for the right patient, to prevent

the wrong treatment by making the wrong diag-
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nosis, and to avoid delays in the right treatment.

Case

A 4-year-old and 9-month-old male patient, who
was hospitalized at the pediatric surgery clinic
to be operated on due to hydrocele, was consul-
ted to the pediatric allergy clinic due to bilateral
swelling around the eyes before the operation.
The patient was transferred to the pediatric aller-
gy service. Angioedema was not accompanied by
urticaria, and it was learned from his history that
a similar swelling had occurred around the eyes a
month before. Pheniramine maleate was adminis-
tered intravenously to the patient. It was observed
that there was no response to treatment within 24
hours. It was also noteworthy that pitting edema
occurred in the patient’s legs. When examined to
investigate the etiology of angioedema, the patient
was found to have massive proteinuria and asso-
ciated hypoalbuminemia (Albumin: 1.6 g/dl, Se-
dimentation: 76 mm/hr, C3: 1.23 mg/dl, and C4:
0.24 mg/dLl. In spot urine: density: 1051, protein:
+++, protein/creatinine was 17.8 mg/mg). The pa-
tient was referred to the pediatric nephrology de-
partment. The patient showed a dramatic respon-
se to steroid treatment during follow-up, and his

edema regressed.

Discussions

Swelling caused by fluid accumulation under the
skin or mucosa is called angioedema and may oc-
cur in any body part, including the eyes, lips, and
extremities. These swellings may occur as a result

of different pathogenesis.

The pathophysiology of angioedema may include
allergic (histamine-mediated), acquired (bradyki-
nin-mediated), and systemic diseases. Histaminer-
gic angioedema is the most common type of an-
gioedema. For this reason, the first diagnosis that

comes to the mind of clinicians who encounter a
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case of angioedema is histaminergic angioedema.
It is often accompanied by urticaria and responds
well to antihistamine treatment, and it is not expe-

cted to last for days.

Hereditary angioedema (HAE), one of the other
causes of angioedema, is an autosomal dominant
inherited, bradykinin-mediated angioedema that
progresses with attacks. The disease progresses
with isolated angioedema attacks and can be fatal
if laryngeal involvement occurs. HAE is not accom-
panied by urticaria, does not respond to antihis-
tamine treatment, and regression of angioedema
takes time. Treatment includes disease-specific
agents such as bradykinin receptor antagonists
and C1 esterase inhibitors. It should be kept in
mind in the differential diagnosis of patients pre-

senting with isolated angioedema.

Among systemic diseases, right heart failure and
nephrotic syndrome are the ones that should come
to mind. Treating these diseases, which cause fluid
leakage outside the vessels through different me-
chanisms, should be directed toward the underl-
ying pathology. Bilateral involvement in the eye is
expected, and pitting edema in the extremities is
more suggestive of systemic disease. Angioedema
caused by systemic diseases does not respond to

antihistamine treatment.

In nephrotic syndrome, hypoalbuminemia occurs
as a result of massive protein loss from the kidney.
As a result, fluid leaks out of the vein. It occurs
mainly in the lower extremities and around the
eyes due to gravity. Unlike allergic angioedema, it
is expected to occur bilaterally, causes pitting, and
is not accompanied by urticaria. It causes severe
anxiety in families. These patients primarily app-
ly to the emergency department. It is mistaken for
allergic angioedema, and due to mislabeling, tre-

atment is delayed, or even the wrong treatment is
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applied. When angioedema is encountered, clinici-
ans should also examine the extremities and note
the presence of a pit. Our patient had no edema
in the lower extremities at the first examination,
but it occurred during the follow-up. We think that
this situation is due to deepening hypoalbumine-
mia. Corticosteroids are used in the treatment of
nephrotic syndrome. Our patient also responded

well clinically to steroid treatment.

Conclusions

Our case report emphasizes that the most com-
mon cause should always be in our minds, but
further examination should be performed in cases
of angioedema that do not respond to treatment,
along with other warning signs such as unrespon-
siveness to antihistamine treatment, long-term

continuation, accompanied by systemic findings.

1.GIRIiS

Nefrotik sendrom, yaygin 6dem, masif proteiniiri
ve hipoalbuminemi ile karakterize bir sendrom-
dur! Nefrotik sendrom, ¢ocukluk yas grubunda
etyolojisi ve patogenezisi tam anlami ile bilinme-
yen (idiyopatik) ve yalniz bobrekteki bozukluk-
larla karakterize bir hastaliktir. Siklikla 2-6 yaslari
arasinda baslar.? idiopatik nefrotik sendromun ya-
ninda, etyo-patogenezi net olarak belirlenmis ve
sekonder nefrotik sendrom olarak gruplandirdi-
gimiz (enfeksiyonlara, diyabete, toksinlere, malign
hastaliklara sekonder gibi) ise ¢ocuklarda daha

nadir gozlenir.!

Genellikle giin icinde azalan periorbital 6dem ne-
deniyle bu hastalar yanlislikla alerjik veya diger
nedenlere bagh oldugu disiiniilen anjioddem ta-
nis1 almaktadir®>® Calismamizda alerjik anjioodem
on tanisiyla ¢ocuk allerji poliklinigine yonlendiri-
len fakat nefrotik sendrom tanisi alan olgu sunul-

maktadir.

2.GEREC ve YONTEMLER

2.1.Arastirma ve Yayin Etigi

2.1.1.0lgu

Daha 6nceden bilinen hastalig1 olmayan, bilateral
hidrosel ve inguinal herni nedeniyle cocuk cerra-
hi servisine yatis1 yapilarak ameliyati planlanan,
operasyon oncesi degerlendirmede gozlerinde bi-
lateral sislik fark edilen 4 yas 9 aylik erkek hasta,
anjioddem o6n tanisi ile ¢ocuk immiinoloji alerji

bolimiine konsiilte edildi.

Hastanin anamnezinden 1 ay 6nce de benzer se-
kilde 3-4 giin siiren géz kapaginda sislik sikayeti
oldugu 6grenildi. Ozgegmisinde sik {ist solunum
yolu enfeksiyonu gecirme oykiisii olan hastanin,
soygecmisinde saglam saglikli abi ve kiz kardesi
oldugu, anne babasi arasinda birinci derece kuzen

evliligi oldugu 6grenildi.

Fizik muayenesinde genel durumu iyi, deri turgor
ve tonusu dogal, goz kapaklari 6demli idi (resim 1
a,b). Viicut agirhigr: 27 kg (90-97p) ve boy: 120cm
(90-97p) idi. Solunum sesleri dogal, kalp sesle-
ri ritmik, nabiz 100/dak, tansiyon 90/55 mmHg,
batin yumusak, karaciger 2 cm ele geliyordu. Cilt
muayenesinde iirtiker, purpura ve dokiintii yok-
tu. Bilateral pretibial bolgede gode birakan ddem
ve skrotumda bilateral transliiminasyon gosteren

sislik mevcuttu.

Resim 1a. b.

Bilateral géz kapaklarinda 6dem.

L RN
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Laboratuvar incelemesinde; iire: 24mg/dl, kreati-
nin: 0,19 mg/dl, AST: 31 U/1, ALT: 14 U/], albumin:
1.6g/dl, Na+: 134 mEq/L, K+: 4.1 mEq/L, CRP:<3,3
mg/dl, sedimentasyon: 76 mm/saat, lokosit:
6.890/mm3, notrofil: 1.690/mm3, Hb: 13,1g/dl,
platelet: 379.000/mm3 idi. idrar incelemesinde;
pH:6.0, dansite: 1051, protein: 3+, C3: 1,23 mg/
dl ve C4: 0,24 mg/dl idi. Yasina uygun yapilan deri
prik testi ve alerjene spesifik immiinglobiilin E de-
gerlendirmeleri de normal sinirlar i¢cinde saptan-
di. Batin ultrasonografi: karaciger boyutlar1 artmis
(116 mm), sag subhepatik sag parakolik-retrope-
rineal alanda siv1 kolleksiyonlari izlenmektedir.

3.TARTISMA

Odem, siv1 birikiminin viicut agirhginin %3-5’ini
gectiginde fark edilebilir. ik olarak goz kapakla-
rinda sislik seklindedir. Yercekimine bagl olarak
giin icinde yer degistirir. Odem gdzlerden baslay1p,
bacaklarin 6n yiiziine ve kalgcaya dogru yayilir. Ge-
nellikle giin icinde degisen periorbital 6dem nede-
niyle bu hastalik yanlislikla alerjik hastalik tanisi
alir. Hastamizda da periorbital 6dem saptandi. Al-
lerjik anjio6dem on tanisi ile yatirilip ileri tetkik-
leri alind1. Feniramin intraven6z olarak uygulandu.
Fakat tedaviye beklenen cevap alinamayinca ayiri-

c1 teshise giren diger nedenler diisiiniildi.*’

Allerjik bir nedene bagli olmayan (non-allerjik)
anjioddemler tekrarlayan fakat nedeni acikla-
namayan, 24 saatten uzun siire devam eden, an-
ti-histaminiklere cevap vermeyen, lrtikerin eslik
etmedigi, bazen larenks 6demi veya barsak dde-
mi sonucu kolik tarzinda karin agrisi gelisebilen
odemlerdir.® Bunlar arasinda ilk akla gelen, C1 es-
teraz inhibitor (C1-INH) eksikligine bagh olusan
herediter anjioédem (HAO)’ dir. Cilt, barsak sub-
mukozasi ve st solunum yollarini tutar; kasinti
ve Urtiker olmadan tekrarlayan anjio6dem atakla-
riyla siiren otozomal dominant gecis gosteren bir

hastaliktir. Nadir goriilmesine ragmen acil serviste

atak tedavisinde gecikmeler yasanabilmektedir.

Hastamizda oldugu gibi, non-allerjik 6demlerde
dikkat edilmesi gereken bir diger konu da, 6dem
eger bilateral ise-her iki tarafi tutuyorsa-, gode bi-
rakiyorsa, daha yaygin tutulum gosteriyorsa (ayni
anda goz, pretibial bolge ve sirtin alt kisminda tu-
tulum vb.) ve alerjik anjio6dem tedavisine cevabi
yoksa bu olgularda sistemik bir (bobrek, kalp, ka-
raciger vb.) hastaliga bagli 6dem oldugu diisiiniil-

melidir.>®7

Nefrotik sendrom genellikle min6r enfeksiyonlar,
seyrek olarak da bocek 1siriklari, ar1 sokmasi son-
rasinda gelisir. Cocuklar genellikle hafif 6dem tab-
losundadir. ilk olarak periorbital ve pretibial 6dem
saptanir. Genellikle giin i¢cinde degisen periorbi-
tal 6dem nedeniyle bu hastalik yanlislikla alerjik
hastalik tanisi alir. Zamanla asit, plevral efiizyon,
genital 6dem gelisebilmektedir. Istahsizlik, karin
agrisi, halsizlik en sik rastlanan bulgulardir. Ayi-
rici tanida protein kaybettiren enteropati, karaci-
ger yetmezligi, kalp yetmezligi, akut ya da kronik
glomertlonefrit, hipotiroidizm bagh 6dem, prote-
in malntitrisyonu dusiiniilmektedir. Bu hastaligin
onemli 6zelligi hipertansiyon ve makroskopik he-
matiiri (eslik eden nefritik sendromu) olmama-
sidir? Nefrotik sendromlu cocuk hastalarda kan
basinct siklikla normal sinirlardadir, ancak %5-
15 olguda yiliksek bulunmaktadir. Siddetli 6dem
durumlarinda solunum sikintisi, gébek, kasik fi-
t1g1 ortaya cikabilir. Vakamizda tansiyon normal
sinirda, ama hepatosplenomegali ve batinda ser-
best sivi izlenmisti. Bu hastalarda enfeksiyonlara
egilim artmis olup deri ve akciger enfeksiyonlari
gelisebilir. Arteriyal ve venoz trombozlar goriilebi-
lir. Karinda biriken sivinin (asit) yaptig1 gerginlige

bagh olarak karin agrisi da goriilebilmektedir.'2

Viicut agirligr ve boyu (biiyiimesi) normal olan,

malniitrisyon, hipotiroidizm olmayan ve kardiyak
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patolojisi bulunmayan hasta nefrotik sendrom
acindan ileri tetkikleri alindi. ileri tetkikler de-
gerlendirildiginde, hastamizda da total protein/
albiimin diisiikligti (hipoproteinemi / hipoalbu-
minemi), 3+ proteiniiri (masif proteintiri), allerji
(antihistaminik) tedavisine cevapsizlik, alerjik
testlerin negatif bulunmasiyla hastamizda ¢ocuk-
luk caginda nefrotik sendroma yol agan sistemik
bobrek hastaligi distintliip ileri tetkik ve tedavi
icin uygun merkeze gonderildi. Orada da on ta-
nimiz dogrulanip hastada c¢ocuklarda nefrotik
sendromun en sik nedeni olan minimal change
(degisiklik) hastalig1 diistiniiliip literatiire uygun
sekilde Prednisolon tedavisi baslanilmistir ve te-

davi sonras1 6dem gerilemistir (resim 2).

Resim 2.
Prednizolon tedavi esnasinda bilateral goz kapak-

larinda 6demin azaldigi gériilmektedir.

Kisisel 8 yillik cocuk allerji deneyimimizde, 3 ¢o-
cuk periorbital 6dem nedeniyle alerjik anjio6dem
sliphesi ile bize gonderilmis ya da konsiilte edilmis
fakat tedaviye cevapsizlik ve ileri tetkiklerle mi-
nimal change hastaligi dogrulanmis ve tedavi ve-

rilmistir.®° Nadir de olsa, cocuk uzmani hekimler

118

tarafindan nefrotik sendroma bagl 6dem, alerjik
anjiyoodem ile karistirilabilmektedir. Eriskinlerde
de, akkiz anjiyoodem?!’, ACE (angiotensin conver-
ting enzyme) inhibitori kullammmi®* gibi tablolar
akla gelmelidir. Yine literatiirde idiyopatik memb-
randz glomerulonefrite bagh nefrotik sendrom
tablosunun da, herediter anjioédemli bir hastada

gelistigi bildirilmistir.'?
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