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occur in two stages. At that time, most doctors who were doing specialization
in the Turkish university hospitals were not paid, so apart from a few hours doing
rounds each day, they spend the rest of their. time working in schools or on
construction sites or as salesman for pharmaceutical firms. And at the end of
the prescribed time period they were certified as specialists. With the
establishment of Hacettepe, it was our intention to start a residency program as
practiced in the United States. | invited Dr. Joe Wray, whom | had met in the
United States, to help set up the program and serve as chief resident. He
remained for four and a half years. By that time | had been back from the United
States for six or seven years. During that time | had been so involved with setting
up an institution that 1 had not had the time to do any research. For this reason,
| at once thought of inviting Dr. Gene Klingberg to come and help train the
residents. At first he hesitated and said, *Aren't you the best person for this task?"
| replied that if | had thought so, | would not have asked him to come. So he
agreed to come for six months. When he got to Ankara and sensed our excitement
in establishing Hacettepe, he became equally enthused and stayed for a year
and a half. He put his stamp on every area of pediatrics, in particular pediatric
hematology. And he said at the inauguration of the hospital, "This institution will
be on a level with the best in the United States”.

Gene Klingberg has passed away, but his memory will live on in our hearts as
one of the founders of Hacettepe.
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examination. Hand-washing became routine after the examination of each patient.
With his patience, every resident began to operate the Beckman
spectrophotometer, and the Van Slyke for gas analysis. Determination of bilirubin,
glucose, calcium, etc., became a routine part of the pediatric residency program
in this new hospital. Some patients were visited at home since inpatient care
was not yet available. These visits were helpful for detection of the source of
some infections and for evaluation of our patients' living conditions.

Through Journal Club discussions we learned to criticize our so-called classical
knowledge. Although Dr. Kiingberg did not know Turkish, under his guidance and
questioning, history-taking became the most important part of patient evaluation.

On Sunday, July 8, 1957, | had a call about the admission of a premature baby
(Levent) with hyperbilirubinemia. On my arrival at the hospital | found Dr. Klingberg
busy opening boxes to take out an incubator. With the improvement of this very
first premature baby, several premature infants were brought to the hospital. For
that reason our hospital began to operate by opening a premature nursery. In a
short period of time the "Observation Ward" had to be opened because of some
referrals from other hospitals. Dr. Klingberg used to change diapers during rounds
because of the shortage of nurses, which was a good example to all of us.

Since Dr. Dogramacl was extremely busy with administrative work, including
funding of the hospital, teaching was basically dependent on Dr. Klingberg's
effort. He also established biochemistry and hematology laboratories as well as
the first blood bank in a hospital in Turkey. Dr. Klingberg and Dr. Wray were
available to the residents virtually 24 hours a day, seven days a week, except
for 7:30 to 9:30 P.M. every Thursday when Dr. Klingberg went to church.

Dr. Klingberg's ward rounds were an exceptional experience for all residents.
Following inpatient admissions, mortality conferences, patient discussions and

X-ray meetings were started under his guidance. He was a one-man army for
the success of a new hospital.

Dr. Klingberg came to Turkey for six months, but fortunately stayed in this hospital
17 months until September 1, 1958. Four years after his return to St-Louis Children's
Hospital he was appointed as Professor.and Head of the Department of Pediatrics
at the West Virginia School of Medicine at Morgantown. He dedicated himself to
his children and wife (Mrs. Gene Klingberg) because of her chronic disabling disease.
He served as Professor Emeritus following his retirement in 1986 from Morgantown.

After marrying his second wife Rita, he moved to Tulsa, Oklahoma, where he
helped with the education of medical students until his death on May 20, 1995.

Dr. Klingberg kept his interest in Ihsan Dogramaci Children's hospital and in his
former residents. He visited lhsan Dogramaci Children's Hospital in 1974, 1983
and 1989 and followed his former residents in Turkey as well as abroad.
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THE PREVALENCE OF ASTHMA AND OTHER ALLERGIC
DISEASES'IN A PBOVINCE OF{TURKEY

Sukri Kupukoduk MD Murat Aydln MD Feyzullah Cet/nka ya mMpD™"
Hiseyin Ding MD™" Nuran Girses MD Yildiz Saraglar V7o 3

- SUMMARY: Kicakoduk $, Aydin M, Cetinkaya F, Dlng H, Glrses N, Saraclar Y.
- - (Department of Pediatrics, Ondokuz Mayis University Faculty of Medicine, Samsun,
Turkey). The prevalence of asthma and other allerglc dlseases ina provlnce of Turkey.

' Turk J Pediatr 1996; 38: 149-153.

To document the prevalence of asthma and other allergic dlsorders among children,
a questionnaire study involving 3,118 children aged six to 14 years was done. The
overall prevalence of allergic diseases was 27.4 percent and the prevalence of each - |
disorder was as follows: rhinitis 11 percent, asthma 10.2 percent, conjunctivitis
7.1 percent, and skin diseases 6.3 percent. Atopic diseases were reported most
commonly among the families of children with allergic rhinitis. When compared with
Internal regions of Turkey, the prevalence of allergic diseases was found to be very
high. it was concluded that allergic diseases are an important health problem among
- children in our region. Key words: allergic diseases, asthma, childhood, prevalence.

Asthma and other allergic disorders are a leading cause of morbidity in children
all over the world!3, The prevalence of asthma and other allergic diseases is
increasing in industrialized countnes“’6 but the sntuatlon in developmg countries

is not known.” - ) -

In this report the prevalence of asthma and other allerglc diseases in Samsun,
a province of Turkey in the Black Sea region, was investigated with an
mternatlonally standardlzed questlonnaire

Materlal and Methods

A total of 3, 500 children aged six to 14 years were chosen for the survey. The
study was done in seven elementary schools located in districts with different
socioeconomic levels, A standard questionnaire, which was modified from three
worldwide known questionnaires’®, was distributed to the students for completion
by their parents. The questionnaire included questions related to demographic
data, symptoms of bronchial hyperreactivity and asthma, allergic rhinitis, allergic
conjunctivitis, skin allergies and any atopic disease in a first-degree relative. In

- * From the Department of Pediatrics, Ondokuz Mayis University Faculty of Medicine, Samsun.
** Professor of Pediatrics, Ondokuz Mayis University Faculty of Medicine.
*** Assistant Professor of Pediatrics, Ondokuz Mayis University Faculty of Medicine.
**** Pediatrician, Ondokuz Mayis University Faculty of Medicine.
***** Professor of Pediatrics, Hacettepe University Faculty of Medicine, Ankara.
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.the questionnaire, hay fever or seasonal allergic rhinitis was defined as itchy, runny
nose associated with paroxysms of sneezing, and itchy, allergic conjunctivitis as
runny eyes in the spring and summer. Skin allergies were likened to any itchy, red
rash in the crease of elbows and knees and on the cheeks. The presence of asthma
was indicated by an affirmative response to the following questions: 1. Has your
child been diagnosed with asthma by a doctor? 2. Do any of the following make
your child start to wheeze or cough: flowers or trees, animals, exercise, smoke, cold
or foggy air? 3. Does your child cough frequently during the night? 4. Does your
child use any anti-asthmatic drug? 5. Does your child produce sputum in the
morning? Associations between the reported symptoms and the putative risk factors-
age, sex, atopy, parental allergic symptoms, skin allergies and asthma were assessed
using chi-square test with SPSS (The Statistical Package for the Social Sciences)
statistical program. A p level < 0.05 was considered to be statistically significant.

Results

A total of 3,118 replies from 1,514 females and 1,604 males were received from
the 3,500 questionnaires sent, representing an overall response rate of 89 percent.
The mean age of the subjects was 9.3 + 1.5 years (range 6-14 years). The age and
sex distribution of the subjects are shown in Table |. The overall prevalence of allergic
diseases was 27.4 percent, and the prevalence of each diseases was as follow:
rhinitis 11 percent, asthma 10.2 percent, conjunctivitis 7.1 percent and skin allergies
6.3 percent (Table II). In one-third of children with rhinitis, other disease were present
as well. The disease associations were as follows: skin allergies plus rhinitis was
diagnosed in 138 subjects (4.4%). rhinitis plus conjunctivitis in 135 subjects (4.3%),
rhinitis plus asthma in 110 subjects (3.5%), skin allergies plus asthma in 79 subjects
(2.5%) and skin allergies plus conjunctivitis in 115 subjects (3.7%). No significant
difference in age or gender was found among either asthmatic or healthy subjects
(X2 test, p > 0.05). The children with rhinitis had the highest rate of parental histories
of allergic symptoms percent (Table Ill). A positive family history of the same atopic
disease was reported in 40.6 percent of asthmatic children, in 38 percent of children

with rhinitis, in 41.6 percent of children with skin allergies and in 35.6 percent of
children with conjunctivitis (Table lif).

Table I: Age and Sex Distribution of the Subjects

Age Group Girls (%) Boys (%) Total (%)

6-7 years 219 (14.6) 274 (17.0) 493 (15.8)
8-9 years 545 (36.2) 566 (35.0) 1,111 (35.6)
10-11 years 651 (43.3) 659 (40.8) 1,310 (42.2)
12-14 years 88 (5.9) 116 (7.2) 204 (6.5)

Total 1,503 (100) 1,615 (100) 3,118 (100)
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Table |l: Distribution of Disorders According to Age and Sex

Diagnosis Girls (%) Boys (%) Total (%)
Asthma . 118 (45.9) 138 (54.1) 256 (8.2)
Rhinitis 197 (46.5) 227 (53.5) - 424 (13.6)
Conjunctivitis 154 (49.2) 158 (50.8) 312 (10.0)
Skin allergies 198 (49.5) 201 (50.5) 399 (12.8)
Table Ill: Parental Allergic Symptoms and Reported
Allergic Diseases in Subjects
Parental Allergic Symptoms
Clinical Diagnosis in Subjects Asthma Rhinitis Skin Allergies

95 (22.2%)
107 (26.8%)
72 (23%)

54 (21.1%)

159 (37.2%)
130 (32.6%)
131 (42%)
86 (33.6%)

162 (38%)
166 (41.6%)
111 (35.6%)
104 (40.6%)

Rhinitis (n: 427)

Skin allergies (n: 399)
Conjunctivitis (n: 312)
Asthma (n: 256)

Discussion

The lack of a gold standard for the diagnosis of asthma and other allergic diseases
makes accurate assessment and comparison of prevalence rates between
populations difficult'® 1!, Some studies have used similar survey methods in
different areas and found evidence that developed countries and communities
seem to have more asthma than those that are underdeveloped'? 13,

Studies have recently been done in an attempt to document the prevalence of
asthma and other allergic diseases in Turkey'* 15,

A study with the same questionnaire done by Saraglar et al.' in Ankara including
3,024 primary school children revealed the prevalence of asthma as 6.9 percent,
allergic rhinitis as 11.7 percent, allergic conjunctivitis as 4.6 percent and allergic
skin diseases as 2.6 percent. Another study with a different questionnaire by
Kalyoncu et al.' reported higher prevalence. In the present study the overall
prevalence of allergic diseases was 27.4%; allergic rhinitis was the most common
clinical diagnosis and was usually associated with other allergic diseases.
However, it is possible that none of these studies reflects the current prevalence
of allergic diseases in our country, due to the geographic and socioeconomic
differences in various regions of Turkey. It has been reported that the prevalence
of asthma varies in different geographic locations' 7, but evidence is sparse
owing to the lack of multicenter surveys using common protocols. Burr et al',
conducted a survey with the same questionnaire in 4,353 children living in defined
areas of New Zealand, Wales, South Africa and Sweden and found the prevalence
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EFFICACY OF OXYBUTYNIN, PSEUDOEPHEDRINE AND
INDOMETHACIN IN THE TREATMENT OF
PRIMARY NOCTURNAL ENURESIS

L4 L 14

Birgiil Varan MD"", Umit Saatgi MD"", Seza Ozen MD
Aysin Bakkaloglu MDm, Nesrin Begbag MD™"

SUMMARY: Varan B, Saatgl U, Ozen S, Bakkaloglu A, Besbag N. (Nephrology Unit,
Department of Pediatrics, Hacettepe University Faculty of Medicine, Ankara, Turkey).
Efficacy of oxybutynin, pseudoephedrine and indomethacin in the treatment of primary
nocturnal enuresis. Turk J Pediatr 1996; 38: 155-159.

The efficacy of oxybutynin, pseudoephedrine and indomethacin treatment was
investigated in 29 patients with primary nocturnal enuresis. Patients were randomly
assigned to either oxybutynin (1*' group, n = 9), pseudoephedrine (2" group, n=11)
or indomethacin (3"’ group, n=9) treatments.

Oxybutynin and indomethacin did not cause a statistically significant difference in the

number of dry nights (p > 0.05), but patients treated with pseudoephedrine had a

significant increase in the number of dry nights (p < 0.05). Five patients in the oxybutynin

and one patient In the indomethacin group experienced side effects. None of the patients

in the pseudoephedrine group had any complaints with the drug. We therefore conclude

that pseudoephedrine can be an alternative in the treatment of primary nocturnal enuresis.

Key words: enuresis, oxybulynin, pseudoephedrine, indomethacin.
Enuresis is a troublesome condition in childhood, affecting as many as
15-20 percent, five percent and one percent of five-year-olds, 10-year-olds and
15-year-olds, respectively'. The benign nature and high spontaneous cure rate
of 15 percent annually necessitates a careful assessment of the risk-benefit ratio
of therapy?. Tricyclic antidepressants and desmopressin are the most widely
used and investigated drugs. The dangerous side effects of imipramine and the
high cost and relapse rate of desmopressin led us to investigate alternative drugs.
There are limited reports and controversial results regarding the drugs acting
on the function of the urinary bladder. Thus, in this study the efficacies of
oxybutynin, pseudoephedrine and indomethacin in children with primary nocturnal

enuresis were evaluated.

* From the Nephrology Unit, Department of Pediatrics, Hacettepe University Facully of
Medicine, Ankara.

** Pediatrician, Hacettepe University Faculty of Medicine.
™ Professor of Pediatrics and Pediatric Nephrologist, Hacettepe University Faculty of Medicine.

**** Associate Professor of Pediatrics and Pediatric Nephrologist, Hacettepe University Faculty
of Medicine.









158 Varan B, et al The Turkish Journal of Pediatrics
April - June 1996

Side Effects: Three patients in the oxybutynin group had epistaxis that could
not be explained by other causes. Epistaxis recurred in two of these patients
and ceased only after the dose of oxybutynin was reduced. Another patient on
oxybutynin therapy complained of flushing, vertigo and dryness of the hands

and also required reduction of the dose. One patient had urinary hesitancy and
incomplete evacuation of the bladder.

Indomethacin caused gastrointestinal irritation in one patient. There were no side
effects in the pseudoephedrine group.

Discussion

The pathophysiology of nocturnal enuresis remains unclear. Many studies highlight
the importance of urodynamic factors (bladder-urethra dysfunction)®®. Enuretic
children are known to void more frequently, and to have functionally small
bladders®. Detrussor dysfunction has been observed in 82 percent of these
patients with cystometric and micturition studies, whereas sphincter dysfunction
has been detected in 20 percent with sphincter electromyographic studies’.

We attempted to test the efficacies of an anticholinergic drug (oxybutynin), an
alpha-adrenergic agonist (pseudoephedrine) and a prostaglandin inhibitor
(indomethacin) in enuretic children. Oxybutynin decreases the uninhibited
contractions of the bladder and has a direct spasmolytic effect®'%. The results
of oxybutynin in enuretic children have been controversial. Although it was
reported to be effective in 31 out of 39 enuretics, this was not confirmed in a
double-blind, placebo-controlled trial’* 12, In this study oxybutynin was not
effective in primary enuretics. Furthermore, side effects were common. Among
these side effects this is the first report of epistaxis, which we suggest is related
to drying of the nasal mucosa due to the anticholinergic effect.

Prostaglandin inhibitors decrease the tonus of the detrussor muscle'3. Prostaglandins
are known to inhibit secretion of antidiuretic hormone'. Prostaglandin inhibitors are
used in partial diabetes insipidus and nephrogenic diabetes insipidus because of
their potentiating effect on antidiuretic hormone'®, On the limited number of studies
with diclofenac sodium and indomethacin in patients with nocturnal enuresis, both
were found to be effective'® 8, In this study, however, indomethacin was not effective.

Alpha-adrenergic agonists relax the detrussor muscle while contracting the trigon
and sphincter muscles'®. The limited number of studies with these agents have
disclosed different results®: 2!, We used pseudoephedrine as an alpha-adrenergic
agonist and obtained encouraging results in our enuretic patients with no side
effects. These children experienced a significant increase in the number of dry
nights. We thus suggest that pseudoephedrine can be used safely as an
alternative drug in nocturnal enuretic patients. Further cystometric studies may
reveal the exact mechanism of its effect.
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THE FREQUENCY OF IgG SUBCLASS DEFICIENCY IN
CHILDREN WITH RECURRENT RESPIRATORY INFECTIONS

Seval Guneger MD Bulent Antmen MD Derya Altlnta,s‘ mMD"”

eetee

Mustafa Yllmaz MD - ,--,;_ Ca e e

SUMMARY: Gi‘meser S, Antmen B, Altintag D, Yilmaz M. (Allergy and Immunology Unit,
Department of Pediatrics, Gukurova University Facuity of Medicine, Adana, Turkey).
The frequency of 1gG subclass deficlency In children with recurrent respiratory
Infections. Turk J Pediatr 1996; 38: 161-168. R .- .

- We studied the frequency of IgG subclass deficlency In 61 children (ages 1-7 years,

mean 3.8 years) with recurrent respliratory tract infections by using the radial

"7 Immunodiffusion method. The overall frequency of IgG subclass deficiency was found

to be 39.3 percent (24 patients). Among 26 children who had major immunoglobulin

abnormalities, we found IgG subclass deficiency in 11 patients (42.3%). In children

with normal immunoglobulin levels, the frequency of IgG subclass deficiency was
37.1 percent (13 patients). Key words: IgG subclass deliciency, recurrent infections.

Recurrent infections have been associated with agammaglobulmemla
hypogammaglobulinemia and IgG-subclass deficiencies'. IgG-subclass
deficiencies have been described in patients with common variable
hypogammaglobulinemia, ataxia telangiectasia®, the Wiscott-Aldrich syndrome?
and IgA deficiency?. More recently 1gG-subclass deficiencies have also been
reported in patients with hypergammaglobulinemia®, recurrent bronchitis®, acute
myeloid leukemia’, corticosteroid-dependent reversible airway obstruction®, and
obtructive lung disease®. In addition, impairment of the antibody response to
specific microbial antigens predlsposes patlents with selective IgG-subclass
deficiencies to recurrent infections® .

The incidence of IgG-subclass deficiency has been reported in few studies among
pediatric patients.- In this study, we determined the frequency of IgG-subclass
deficiency in pedlatnc patlents with recurrent respiratory infections.

Material and Methods ) _ )
Patients : This study included 61 children with recurrent respiratory tract infections.
The mean age of the patients was mean 3.8 + 2.0 (1-7) years. Of the 61 patients,
43 (70 4%) were male and 18 (29 5%) were female.

i From the Allergy and Immunology Unit, Department of Pediatrics, Cukurova University Faculty
of Medicine, Adana. )
* Professor of Pediatrics and Pediatric Allergist, Cukurova University Faculty of Medicine.

=+ Pediatrician and Fellow in Hematology, Gukurova University Faculty of Medicine.
*==* Assistant Professor of Pediatrics and Pediatric Allergist, Cukurova University Faculty of Medicine.
«+*** Research Assistant in Pediatrics, Cukurova University Faculty of Medicine.
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All of the patients had been referred to the Pediatric Allergy and Immunology
Department because of recurrent respiratory tract infections. Fourteen patients
had had at least four episodes of otitis media, and 25 patients had experienced
three episodes of upper respiratory infections including sinusitis. Seven patients
had had at least four episodes of otitis media together with pneumonia. Twelve
patients had suffered from at least three episodes of recurrent pneumonia.
Recurrent sinopulmonary infections were associated with bronchiectasia in three
patients. Thirty-two patients (52.4%) were found to be atopic (Table I). All patients
had been seen by their pediatricians, and many had also been examined by
an otolaryngologist before being referred to our department. Fifteen patients had
undergone at least one surgical procedure, including placement of a middle ear
tube, sinus surgery, tonsillectomy or adenoidectomy. :

Table |: Clinical Characteristics of Patients with Recurrent Infections (n = 61)

Mean age + SD (yr) . 3.8+20"
Range (yr) 1-7
Sex : B
Male 43 (70.4%)
Female : 18 (29.5%)
Infections Patients (n) (%)
— Recurrent otitis* 14 . 22.9
— Recurrent upper respiratory infections** 25 : 40.9
- Recurrent pneumonia** 12 19.6
— Recurrent otitis with pneumonia* 7 11.4
— Bronchiectasia with sinopuimonary infection 3 4.9
Patients; :
-~ Non-atopic : 29 (47.5%)
— Atopic 32 (52.4%)

* at least four episodes in a year.
** at least three episodes in a year.

Immunologic Studies : Serum total IgG, IgA and IgM levels were measured using
an auto-analyzer fluoronephelometer (Technicon Instruments Corp., Tarrytown, N.Y.).
Serum total IgE levels were measured using Phadebas IgE Prist kit (Pharmacia
Diagnostics, Uppsala, Sweden). Serm IgG-subclass levels were determined by radial
immunodiffusion technique (The Binding Site LimitedR-UK). If the serum IgG-subclass
levels were greater than two standard deviations below the mean value of normal,
healthy, age-matched controls (Table ), it was considered IgG-subclass deficiency.
None of our patients had total absence of any immunoglobulin (Table Ill).
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Table Il: Serum IgG Subclass Levels (mg/dL) in Normal Healthy Children
(Mean and Ranges)

Age (Year) n 1gG1 IgG2 1gG3 IgG4
1-2 12 510 140 45 22
~ (280-890) (30-330) (18-80) (1-65)
3-4 13 605 190 58 7
(385-890) (70-445) (17-95) (0-20)
5-6 25 695 210 64 5
(390-840) (80-515) (8-110) (0-12)
7-8 23 710 275 80 4
- (400-895) (110-485) (15-135) (0-7)

Table llla: Serum Immunoglobulin and IgG Subclass Levels in Children with
Recurrent Respiratory Infections

Serum Immunoglobulin Levels (mg/dL)

Age . .
Patients (Year) Sex - IgG IgA igM  IgE (iwmL) IgG1 1gG2 1gG3 1gG4
1-0.G. 4 F 1130 42 243* 15 530 ub 305 47
2S.C. 2 M 990 45 79 9 750 ub 485 >1°
3-EY. 25 M 963 48 87 8 670 90 62 >1°
4-EY. 2 F 3170* 444* 275° 104 1100 uD 115 33
S5-H.T. 7 F 900 41 89 12 660 120 242 uD
6-LK. 7 M 1615* 51 90 23 600 190 40 uD
7-E.B. 7 M 1062 165 96 42 1230 ub 1700 >1°
8-C.A. 2 M 1070 48 243* 13 1230 ub 1820 >1°
9-M.G. 7 M 1740* 135 147 300* 530 300 85 45
10-E.K. 3 M 1250 126 243" 76 8360 uo 789 50
11-AC.Y. 15 M 892 86 126 51 5130 90 28 >1°
12-E.D. 7 M 1051 134 204 155 440 250 45 30
13-U.S. 6 M 713 61 143 200 320 uD 24 35
14-Y K. 7 M 1970* 163 192 300* 431 uD 23 40
15-M.AA. 1 M 822 sb 121 42 . 300 100 30 uo
16-E.B. 1 M 570 4> 149 5 325 90 22 uD
17-AK. 1 M 707 4® 163 77 1670 90 886 30
18-0.B. 1 M 680 105 20° 29 800 450 100 25
19-G.A. 7 M 878 59 - 81 324* 520 900 30 4
20-0.U. 5 F 912 112 125 17 325 200 28 40
21-G.N. 7 F 1234 105 176 56 430 uo 25 20
22-S K. 2.5 F 1140 uoD 220 10 640 250 40 50
23-Z.S. ) F 2370° 135 120 54 648 300 85 45
24-Y K. 3 M 2974* 61 178 78 1100 230 242 41
25-AA. - 3 M 1175 75 105 67 500 200 90 >1°
26-E.C.G. 4 F 1194 153 152 533* 600 200 29 22
27-B.A. 5 M 978 80 115 69 450 250 40 30
28-F.S. 7 M 785 97 98 77 600 180 35 18
29-1.G. 3 M 1100 85 89 89 450 200 25 35
30-Y.D. 6 F 980 124 90 15 325 290 45 35
31-B.B. 5 M 890 125 77 78 449 700 30 7
32-N.G. 7 F 1450 76 123 82 740 700 35 21







Volume 38 : . . . IgG Subclass Deficiency in Recurrent Respiratory Infections 165
Number 2

Table IV: The Fréquency of IgG Subclass Deficiency in Patients with
Normal and Abnormal Immunoglobulin Levels

T TS Patients (n =39)

with Normal o with Normal =~~~ Total
" Ig Levels* (n=35) : Ig Levels** (n=26) - (n=61)
IgG2 deficiency .. .. 7 . .. - . . . 5. . 12
IgG4 deficiency - ", 4 7 . T4 "7 T . .8
IgG2-IgG4 defumency . .2 . T2 4
Total ~ - .- .0 T e o vog T 24
(%) .- TETe (371%) T (42.3%) 0 (39.3%)

*-lg levels were normal the mean values of the age matched controls.
** Ig levels were more than 2 SD below or above the mean values of the age-matched controls.

. An increased serum IgM level was found in three patients, including one patient
with IgG2 deficiency and one with combined IgG2-lgG4 deficiency. An increased
serum IgG level was found in six patients, including two patients with 1gG4
deficiency, one with IgG2 deficiency and one with combined IgG2-IgG4 deficiency.
An increased IgE level was found in five patients, including one patient who had
selective IgG4 deficiency. The other major immunoglobulin abnormalities are shown
in Table V. In addition, the frequency of IgG-subclass deficiency was found to be
31.2 percent (10 of 32 patlents) among atoplc patlents with recurrent infections.

Table V Dlstnbutlons of Patlents Who Had Abnormal Ig Levels Associated with
' lgG Subclass Deficiency .

: R IgG2 © IgG4 - - 1gG2-lgG4
Major Ig Abnormalltles n : . Deficiency Deficiency - Deficiency
Increased IgM . 3 1 - 1
“Increased IgG . 6 -1 2 1
Increased IgE - - .%: .- - 5- 2. = -1 -
Increased IgG, lgE R I - - -
Increased IgA, IgE-. - 1 - - -
Increased IgA, IgG, IgE . . 1 - - - -
Increased IgA, IgG, IgM - .1 - - -
Increased IgA, IgM, IgG 1 =1 - -
IgA Deficiency 1. -1 - -
Low IgA Level** 3 - 1 -
Low IgM level - 1 - - -

* Ig levels were more than 2 SD below or above the mean values of the age-matched controls.
** Partial IgA deficiency.
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Discussion

Human IgG immunoglobulins are divided into four subclasses: IgG1, 1gG2,
IgG3 and IgG4. Recent improvements in measuring IgG subclasses have led
to numerous reports of patients with recurrent infections'® 416, The association
between |gG subclass deficiency and recurrent pyogenic infections was first
reported by Schur et al.’® in 1970. The actual incidence of 1gG-subclass
deficiency is unknown, especially in pediatric patients. Shackelford et al.!!
reported low IgG2 concentrations in seven of 30 children with recurrent
infections. In their patient group, immunologic abnormalities were
heterogenous, as in our patients. They reported isolated IgG2 deficiency in
two patients, combined IgG2-IgG4 deficiency in two patients, IgG2-1gG4-IgA
deficiency in one, IgG2-IgGA deficiency in one and severe 1gG1-1gG2
deficiency in one patient. Gross et al.'? reported the incidence of IgG-subclass
or major immunoglobulin isotype deficiency as 58 percent in a highly selected
population. Twenty-six of 267 patients with recurrent infection had partial
IgG-subclass deficiency. Moss et al.'3 reported that isolated IgG4 deficiency
had a significantly higher prevalence among patients with recurrent infections
(17%). However, they found the prevalence of isolated IgG4 deficiency to be
only seven percent among atopic patients. In our study, we found isolated
IgG4 deficiency in four of 35 patients (11.4%) with recurrent infections. In
addition, we found both IgG4 deficiency and major immunoglobulin
abnormalities in four of 26 patients (15.3%). Nevertheless, IgG4 levels could
not be detected in 20 percent of normal healthy children by RIA method™.
Berkel et al.?? also reported that IgG4 levels had a non-homogenous
distribution in Turkish children. Tezcan et al.'7' 18 found IgG-subclass
deficiency in five of 11 symptomatic IgA-deficient patients and in two of
12 patients (16.6%) with recurrent infections.

DeBaets et al.® studied the incidence of IgG subclass deficiency in 53 children
with recurrent bronchitis. They reported the incidence of IgG-subclass deficiency
to be 57 percent. In their study, nine patients (17%) were deficient for IgG2, nine
(17%) for 1IgG3, and 20 (38%) for IgG4. None of their patients had IgG1 deficiency,
as in our study. We found 12 patients (19.6%) were deficient for IgG2, eight
(13.1%) for IgG4 and four (6.5%) for combined 1gG2-IgG4. In the children with
IgG2 deficiency, Umetsu et al.'® reported that serum antibody concentrations
to the capsular polysaccharide of Haemophilus influenzae type B (Hib) were
significantly lower than those in age-matched controls, both before and after
immunization with the Hib capsular polysaccharide antigen. Also, IgG2 may be
present in normal amounts but non-functional. Thus, serum antibody titers to the
tetanus and diphtheria toxoid proteins and Hib capsular polysaccharide antigens
should be evaluated in children with recurrent infections* 1221,
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INHALATION THERAPY WITH MAGNESIUM SULFATE AND
SALBUTAMOL SULFATE IN BRONCHIAL ASTHMA - '

Adalet Meral MD™; Mahmut Cokel; MD':', Remziye Tanag mMp™
LSUMMARY: Meeal A, éoker M. Tanag R. (All.e;gy and Ct?est Dlhxeese Unit, Department

of Pediatrics, Ege University Faculty of Medicine, izmir, Turkey). Inhalation therapy
with magnesium sulfate and salbutamol sulfate in bronchial asthma. Turk J Pediatr

1996; 38: 169-175. - -., ... - - - L.

Inhalation therapy with magnesium sulfate and salbutamol sulfate was applied to two
groups, each consisting of 20 patients with acute asthma. The effects of inhaled
magnesium sulfate and salbutamol sulfate were compared. The evaluation of patients
was done using respiratory score, peak expiratory flow rate with a Wright peak flow
meter, respiration rate, heart rate and blood pressure. Although magnesium sulfate's
bronchodilating effect continued for approximately one hour, treatment of acute asthma
using salbutamol sulfate Inhalation was found to be more successful and its effect
contnnued for six hours. Key words ch/ldhood asthma, magnesiurn sulfate, inhalation lhe(apy

Asthma is one of the most common chronrc dlseases of childhood. new treatment
protocols have been developed due to improvement of our knowledge of asthma
pathogenesis. Recent studies have proved that the magnesium (Mg*?) ion inhibitis
contraction of smooth muscle, - acetylcholine release from cholinergic nerve
terminals and histamine release from mast cells’. Thus, magnesium sulfate
(MgSO ) administration has become one of the treatment modalities for

. symptomatlc asthmatic patients.

This study was desugned to evaluate the effect of MgSO inhalation on
bronchoconstriction in bronchial asthma and compare its possble usefulness as
a bronchodilating agent with salbutamol sulfate inhalation.

Material and Methods

Forty patients who had previously been diagnosed according to the American
Thoracic Society's definitions® of asthma at the Department of Pediatric Allergy
of Ege University Hospital, [zmir, Turkey were randomly selected for the study.
All patients gave voluntary consent. Patients were divided into two groups; the
first group received MgSO, inhalation and the second received salbutamol sulfate
during asthma attacks. All patients had received maintenance therapy consisting

* From the Allergy and Chest Disease Unit, Department of Pediatrics. Ege University Facuity of
Medicine, lzmir. - -
** Pediatrician, Ege University Faculty of Medicine.
*** Professor of Pediatrics, Ege University Faculty of Medicine.
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of beta-2 adrenoreceptor stimulants and/or theophylline derivatives, but none of
them had taken medication within 12 hours before the attack. They had neither
cardiac nor renal dysfunctions.

The mean age was 10 years (10.55 + 2.37) for the first group receiving MgSO,
inhalation, and 11 years (10.95 + 2.45) for the second group receiving salbutamol
sulfate inhalation. They were all evaluated and found to be in the normal range
according to Neyzi et al's® Growth and Development Chart for Turkish Children.

In each subject, a respiratory distress score according to Davis-Leffert-Dabbous'
scoring system’® (Table 1), heart rate, respiratory rate, blood pressure and peak
expiratory flow rate (PEFR) were measured before MgSO, or salbutamol sulfate
inhalations. PEFRs were measured by using the Wright peak flow meter'®, and
the increase observed in PEFR values was compared with the height-adjusted
predicted PEFR values of normal children as determined by Suren et al.'! The
patients whose PEFR values had decreased 25 percent or more were considered
to have acute asthma. Salbutamol sulfate solution (commercially available as
Ventolin Nebules 2.5 mg in 2.5 ml) or MgSO, solution 2 ml (280 mmolL,
258 mOsm, pH: 6.7) was inhaled by an ultrasonic inhaler in 10 to 15 minutes.
The same parameters were again determined after 5, 15, 30, 60, 180, 240, and
360 minutes of MgSO, or salbutamol sulfate inhalations. The subjects were also
evaluated for possible adverse effects of the drugs.

Table I: Respiratory Score Standardization was Accomplished by
Taking 5 Points or More Into Consideration

Nasal flaring Absent

Present

Absent
Present

Absent

Mild (Subcostal + inferior costal)
Moderate (1 + supraciavicular)
Severe (2 + superior intercostal)

Absent

Sibilation with stethoscope

1 + mild wheezing

2 + severe wheezing

3 + prolongation of expirium
Decreased or absent breath sounds

Cyanosis

Retractions

Wheezing

ORWN—LO WOWN—20 -0 —+0

The paired t test, student's t test and correlation analysis were used to analyze

differences between the two groups. Statistical significance was considered to
be at p < 0.05.
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Results

The parameters measured in each group before the treatment had no statistical
differences (Table 1l). PEFR began to increase five minutes after MgSO 4 inhalation,

Table II: Physical Examination Signs at the Beginning of the Therapy

MgSO4 Salbutamol Sulfate
Respiratory score 5.50 + 0.60 6.40 + 0.90
Decrease in PEFR 40.23 + 13.27 45.94 = 12.95
Respiration rate 29.40 = 5.62 33.40 £ 8.80
Heart rate 107.60 £ 20.60 11.80 £ 17.95
Systolic blood pressure 105.00 £ 10.50 103.20 £ 9.65
Diestolic blood pressure 66.00 + 8.20 68.75 + 10.49

reaching its maximum value at the end of one hour. By six hours, it decreased
to a value which was not statistically different from the PEFR measured before
MgSO, inhalation. In the second group receiving salbutamol sulfate inhalation,
PEFR values were found to be significantly higher at five minutes, at the time
of maximal response, and at six hours than the values of the MgSO,-inhaling
group (Table Ili, Fig. 1).

Table Ill: PEFR Values with MgSO, and Salbutamol Sulfate Inhalation
Ratio of Increase in PEFR (%)

b-c: p < 0.01

b-c: p < 0.01

MgSoO, Salbutamol Sulfate
Increase (I) Increase (ll) Statistical Analysis
5" min. (a) 16.31 + 6.43 42,19 + 23.18 I-ll: p < 0.01
Maximum response
~ (1% hour) (b) 42.63 + 20.21 79.40 + 52.09 I-ll: p < 0.05
6" hour (c) 14.54 + 23.42 75.10 £ 56.72 I-1l: p < 0.01
Statistical analysis a-b: p < 0.01 a-b p <0.01
a-c:p > 0.05 a-c: p < 0.05
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Although the respiratory distress score improved in both groups, the most
significant decrease in the fifth minute and the sixth hour were found in the second
group (p < 0.01). There was no statistically significant difference in the decrease
in respiratory distress scores between the two groups. The respiratory distress
score was increased at six hours in the first group parallel to the decrease of
PEFR values in the same group (r = 0.5, p < 0.05). The respiratory distress score
decreased and was maintained until the end of the sixth hour only in the
salbutamol sulfate inhaling group (Table IV Fig. 2). :

Table IV: The Improvement of Respiratory Scores with MgSO and
- Salbutamol Sulfate 'Inhalation '

Ratio of Decrease in Respiratory Score (%)

.. Mgso, .. Salbutamol Sulfate - :
o . ol Inhalatlon m - _ Inhalation (I1) Statistical Analysis
8" min. (@) ... . '23,331 17.70- . 43.14x2212  |l:p<0.01
Maximum response - - o o o - con
(1 hour) (b) - °~  ~79.97+19.18 - 83172673 - IHI:p>0.05
6" hour (c) 808043479 804143032  Hip<001
Statistical analysis. - a-b: p <0.01 - a-b p < 0.01 . .
: ’ a-c:p>005_  ac:p<001
- b-c: p < 0.01 - b-c:p>0.05

Respiratory rate, heart rate éﬁd blood"pfessures were in the normal range in
both groups, and no statistical differences in the parameters were found between
the two groups (p> 0.05). - ‘

Discussion

There have. been ne\)v“appro'éches related to the pathogenesis of asthma in
recent years. Mg*? itself as a physiologic antagonist of calcium (Ca*?) induces
an inhibitory action on smooth muscle contractlon by blocking the intracellular

influx of Ca*21215, -

In this study, we investigated the bronch'odilating effect of Mg*? in acute asthma
" crisis and compared it with a beta-2 adrenoreceptor agonist, salbutamol sulfate.
In both groups, PEFR increased at five minutes. However, the increase in the
salbutamol sulfate-inhaling group was more significant (p < 0.01). The maximum
effect of MgSO , was reached by one hour. However, its effect was short-term
compared to that with salbutamol sulfate inhalation, since the PEFR values were
still high by six hours in the salbutamol sulfate-inhaling group and was decreased
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"ACQUIRED". SUBVALVULAR AORTIC STENOSIS AFTER
REPAIR OF SEVERAL CONGENITAL CARDIAC DEFECTS

[ 244
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SUMMARY: Tokel K, Ozme S, Gl E, Ozkutlu S, Celiker A, Saraclar M, Bilgi¢ A, Ozer
. 8. (Cardiology Unit, Department of Pediatrics, Hacettepe University Faculty of Medicine,

Ankara, Turkey). "Acquired” subvalvular aortic stenosis after repair of several

congenital cardiac defects. Turk J Pediatr 1996; 38: 177-182. ’ .

Discrete subvalvular aortic stenosis Is a progressive lesion. in this report we presented
nine patients who had no significant left ventricular-aortic obstruction at initial cardiac
catheterization or echocardiographic examination, but later developed significant

- .. shvalvular aortic stenosis. Associated lesions Included ventricular septal defect in three, -
patent ductus arteriosus in two, aorticopuimonary window in one, tetralogy of Fallot :
in one, supramitral membrane in one, and ventrlcular septal defect and patent ductus

arteriosus in one case.

- Nine patients were diagnosed with subvalvular aortlc stenosis 18 months to eight years
after surglcal correction. Eight of the patients required surgery for subvalvular obstruction.

In conclusion, discrete subaortic stenosis is a rare, late complication of the surgical -
: repair of several congenital heart defects. It Is a progressive lesion after surgery; therefore
= these patients require careful follow-up. Key words: subaortic stenosis, surgery, follow-up.

Discrete subaortic stenosis accounts for approximately 10 percent all cases of
congenital aortic stenosis'. It is frequently associated with congenital heart
defects, including ventricular septal defect, patent ductus arteriosus, tetralogy
of Fallot and coarctation of the aorta®*. Although the development of "acquired"
subaortic stenosis (SAS) after surgical repair of ventricular septal defect, tetralogy
of Fallot, double outlet right ventricle and common atrioventricular canal defects
has been described previously, there is little data about the relatlve mcndence

of post—surglcal subaortic stenosis.

* From the Cardlology Unit, Department of Pednatncs. Hacettepe University Faculty of

Medicine, Ankara. ..

** Pediatrician and Fellow in Pediatric Cardiology, Hacettepe University Faculty of Medicine.

** Professor of Pediatrics and Pediatric Cardiologst, Hacettepe University Faculty of Medicine.
**** Pediatrician and Pediatric Cardiologist, Uludag University Facully of Medicine, Bursa.

***** Associate Professor of Pediatrics and Pediatric Cardiologist, Hacettepe University Faculty
of Medicine.
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The purpose of this report was to present the development of subaortic stenosis
after surgical treatment in patients who had no subaortic obstruction at initial
echocardiography or cardiac catheterization.

Material and Methbds :

Nine patients who had undergone cardiovascular surgery for congenital heart
defects between 1982 and 1989, and who later developed subaortic stenosis
as shown by two-dimensional echocardiography during follow-up, were reviewed
retrospectively. Patients who had subaortic stenosis preoperatively were excluded.

Two-dimensional and Doppler echocardiographic examination was performed
with Toshiba SSH 60 equipment with 2.5, 3.75 and 5.0 MHz transducers pre-

and postoperatively. The standard subcostal, parasternal, aplcal and supra-sternal
views were used.

Seven patients underwent left cardiac catheterization. Left ventricular angiography
was performed by ‘using long-axis (60° left anterior oblique with 30° cranial
angulation) and four-chamber (45° left anterior oblique with 30° cranial angulation)
wiews. The diagnosis of acquired subaortic stenosis was made in all patients
by two-dimensional and Doppler echocardiography. The last two patients
underwent surgery without cardiac catheterization.

The indications for surgery included a subaortic gradient > 25 mmHg or a
subaortic gradient < 25 mmHg with aortic regurgitation on echocardiography or
cardiac catheterization.

Results

We studied nine patients (six boys and three girls). The median age on admission
was 10 months (range six months to five years). The mean age at first operation
was 3.6 + 1.4 years (range 2-6.5 years). The mean age at diagnosis of subvalvular
aortic stenosis was 7.8 + 1.8 years (range 4.9-11 years). The diagnosis of SAS was
made at a mean interval of 4.26 x 1.7 years (range 1.5-8 years) after the operation.

Table | shows the age at operation, type of surgical repair and follow-up of the
nine patients. Before surgery we did not demonstrate a subaortic membrane in
any patient on echocardiographic examination. In three patients there was no
pressure gradient between the left ventricle and the aorta. We diagnosed a
ventricular septal defect in three patients, patent ductus arteriosus in two patients,
aorticopulmonary window, supramitral membrane, tetralogy of Fallot, ventricular
septal defect and patent ductus arteriosus in one patient each.

Two patients underwent surgery for subaortic stenosis after echocardiographic
examination only. Table Il shows the results of the cardiac catheterization in seven
patients together with Doppler gradients. The subaortic gradient on Doppler
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examination was 3.5 + 9.5 mmHg. The mean gradient between the left ventricle
and the aorta was much higher (mean 58.8 + 32 mmHg, range 0-90 mmHg). The
difference between data related to gradients gathered by Doppler versus cardiac
catheterization was statistically significant. This difference may be related to the
time between Doppler examination and catheterization. (i.e., in one patient admitted
with the complaint of chest pain four years after Doppler examination, an 82 mmHg
left ventricle to aortic gradient was detected on cardiac catheterization).

The subaortic membrane was resected in five patients. Three patients were

awaiting surgery as of this writing.

Table I: Age at Operation, Type of Surgical Repair and Follow-up in 9 Patients

Period Before
Age on Age at Operation and Procedure Subaortic Stenosis
Admission Type of Surgical Repair Before Operation Occurence Follow-up
7 moths 2 Y PDA ligation E+C 8 years Operation
3 Y VSD closure
5 years 5 Y BT Shunt E 1.5 years Membrane
6.5 Y Total correction resection
2.5 years 3 Y APW closure C+E 3 years Clinical
follow-up
7 months - 10 months Pulmonary banding E 4 years Operation
22 months Depanding + VSD
closure + patch for RVOT
7 months 3 Y Supramitral memb. resection E+C 3.5 years Operation
6 months 4 Y VSD closure E+C 4.5 years Membrane
resection
5 years 5 Y PDA ligation E 5 years Membrane
resection
16 months 2 Y PDA ligation E+C 4 years Membrane
resection
10 months 4 Y VSD closure E+C 4 years + 9 month
Y :Years. VSD :Ventricular septal defect,
E  :Echocardiography. APW : Aorticopulmonary window.
C :Catheterization. BT : Blalock-Taussing.

PDA :Patent ductus arteriosus. RVOT : Right ventricular outflow tract.
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Table II: Catheterization Results and Doppler Echocardiography Gradients

~ Echo . Lv . Subaortic ) ~ Subaortic

Number Gradient* "~ Pressure* Pressure* Aortic Pressure* ~ ~ Gradient*

1 28 . 177 . 95 . 95/71 Mean: 81 = . 82
.2 24 . 195 ... 115 = . 100/62 Mean:79 . 80
"3 .20 . ...120.. .- 120 . 120/66 Mean:90 -- O

4 31 Underwent Operatlon wnth Echocardiography ' _
=5 40 165 .- 120 - - 115/78 Mean: 98 - 45

6 40 180 140 - -120/80 Mean: 100 -~ - 40

7 45 200 . .~ -110 - -95/60 Mean:71 90"

8 "= 40"- - Underwent Operation with Echocardiography - = -~

9 . 47 . :-.200 - - -125 . .125/75 Mean: 92 - - 75
Mean 35+ 9.5 S ST T . .58.8+ 32

* mmHg. |

** Mean Doppler gradlent in patnents who have a catheterlzatnon subaomc graduent
LV Leftventncle - L . . ) B

Discussion ~~ - - - 4 - |

The development and incidence of subaortic stenosis after surgical repair of
several congenital heart defects have been documented previously®”. Although
the number of patients in the series was small, Ciccini et al. reported that the
incidences of subaortic stenosis in ventricular septal defect, tetralogy of Fallot
and double outlet right ventricle were 3.2, 2.1 and 21.4 percent, respectively.
In the presence of a ventricular septal defect, hemodynamic diagnosis of a
subaortic obstruction may be difficult to make using Doppler echocardiography
or peak-to-peak catheterization gradient. A ventricular septal defect
decompresses the left ventricle and minimizes the left ventricular outflow tract
pressure gradient until it is closed. The other factor masking the presence of
the membrane is shunting of the contrast material through the ventricular septal
defect at angiocardiography®?®. Therefore, the diagnosis of subaortic obstruction
is usually made on the basis of morphologic data obtained by two-dimensional
echocardiography rather than on the basis of the hemodynamic gradient®. In our
cases, there was no evidence of obstruction on angiocardiographic
(in seven patients) and two-dimensional echocardiographic (in nine patients)
examination obtained before surgical correction of the cardiac defects. . -

The occurrence of a subaortic membrane post-operatively has been reported
in cases of tetralogy of Fallot, ventricular septal defect, common atrioventricular
canal, double outlet right ventricle and patent ductus arteriosus. The etiology
and pathogenesis of subaortic stenosis are still not completely understood.
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Possible mechanisms have been proposed. Pathogenesis as suggested by Keith°
may be caused by malamalgamation of the subaortic conus with the ventricular
septum, followed by incomplete absorption of the aortic infundibulum. Van Praagh
et al.'! suggested that maldevelopment of the atrioventricular canal and subsequent
constriction of the left ventricular outflow tract by abnormal migration of the
endocardial cushion tissue into the subaortic region could be responsible. Pyle
et al.'? hypothesized that the fibrocartilagenous ring of subaortic stenosis is derived
from persistent embryonal endocardial cushion tissue that retains its proliferative
capacity. They also suggested that subaortic stenosis was not a true congenital
defect but developed postnatally. Recently Gewillig et al.'® suggested that the
turbulent blood flow that may be created by the patch sewn on the right ventricular
side of the interventricular septum may damage the endothelium and thereby initiate
the formation of a subaortic ridge. Sommerville'* postulated the idea of turbulence
which stimulates the formatlon of discrete subaortic stenosis.

In one of our cases, the cause of the discrete subaortic membrane may have :
been a malalignment-type ventricular septal defect. Zielinsky et al.'® demonstrated
that a malalignment-type ventricular septal defect is a constant feature in patients
who develop preoperative or postoperative discrete subaortic stenosis with
ventricular septal defect'. In the other cases with ventricular septal defect,
turbulence originating from an abnormally contracting myocardium and patch
may have been the reason for a discrete subaortic membrane.

In two patients with patent ductus arteriosus and one patient with an
aorticopulmonary window, it is impossible to explain the mechanism of formation
of the subaortic membrane after surgery. However, there are reports in the
literature about the formation of a membrane after patent ductus arteriosus ligation.
Leichter et al.® reported 12 cases with patent ductus arteriosus either alone or
in combination with other cardiac defects, such as ventricular septal defect,
aorticopulmonary window, atrioventricular canal defect and pulmonary stenosis.
Two of our cases underwent surgery after only echocardiographic examination.
In one patient with aorticopulmonary window we did not find any gradient between
the left ventricle and the aorta in the pullback of the left ventricle to aorta before
surgery. However, three years after the operation we demonstrated a subaortic
membrane with 31 mmHg instantaneous peak gradlent by two-dimensional and

Doppler echocardiographic examination.

In previous reports the time lapse between surgery and development of the
subaortic membrane was reported as three months to 18 years, with a mean
of two years and nine months® 68, In our study this period averaged 4.2 + 1.7
years (range 18 months to eight years). Five patients were operated on for
resection of membranes. Three patients were awaiting surgery as of this writing.
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In conclusion we believe that discrete subaortic stenosis is a rare, late
complication of several congenital heart defects and that it is an acquired
condition. Because of its progressive nature after surgery, these patients must
be followed carefully. If the patient has a significant heart murmur or
electrocardiographic findings, two-dimensional echocardiography and
catheterization must be performed. Because two-dimensional echocardiography
is useful in demonstrating the subaortic membrane, we recommend

echocardiography for patients with subaortic stenosis to assure accurate
diagnosis and proper management.
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CONVULSIONS IN CHILDHOOD SHIGELLOSIS AND
ANTIMICROBIAL RESISTANCE PATTERNS OF
SHIGELLA ISOLATES
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SUMMARY: Oztirk MK, Gaksen H, Simerkan B. (Departments of Pediatrics and
Microbiology, Erciyes University Faculty of Medicine, Kayseri, Turkey). Convulsions
in childhood shigellosis and antimicroblal resistance patterns of shigella isolates.
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Drug resistance patterns of 68 shigella strains were investigated prospectively in Kayseri
during a period of approximately two years. The resistance was highest with amplcillin
(58.8%) followed by co-trimoxazole (50%) and ampicillin-sulbactam (13%). Only 2.8 percent
of cases were resistant to gentamicin, and all serogroups were sensitive to cefiriaxone.
We conclude that in children with severe shigellosis, treatment with ceftriaxone Is effective
and better than amplcillin and co-trimoxazole for obtalning a clinical cure.

We followed 18 children who experlenced convulsions assocliated with shigellosis.
. Only one child had a history of febrile convulsions, and two children had histories
of convuisive disorders. The majority of the children had generalized, self-limited
convulsions which lasted less than ten minutes. Due to the benign and self-limited
nature of most of the convulsions, neither dlagnostic procedures nor drug therapy
are usually necessary. These measures should, however, be considered in complicated
cases characterized by focal or prolonged seizures. Key words: childhood shigellosis,
convulsions, antibiolic resistance.
The shigella species remains a major cause of enteral diarrhea in developing
countries. Shigellosis is an acute inflammatory disease of the colon characterized
by fever, general toxicity, crampy abdominal pain, and frequent loose stools
which contain pus, mucus, and blood. Convulsions occur in 12 to 45 percent
of children with shigellosis and are more frequent than in other common febrile
infections. Other neurologic findings include headache, lethargy, confusion,
nuchal rigidity and hallucination. All of these findings may be present before
or after the onset of diarrhea. Although these symptoms have been attributed
to the neurotoxicity of shigatoxin in the past, the cause of these neurologic

findings has not yet been identified" 2.

In this study, drug resistance patterns of shigella strains were investigated
prospectively in Kayseri between January 1992 and December 1993. Here we
reviewed the clinical features of children with shigellosis-associated convulsions
and offered guidelines for diagnosis and treatment.
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Material and Methods

We examined the medical records of 68 children who had been admitted to the
Department of Pediatrics of the University Hospital in Kayseri with culture-proven
shigellosis between January 1992 and December 1993. Each patient’'s medical
and family history as well as clinical and laboratory data were analyzed. All of
the 68 isolated serogroups were tested for their susceptibility to ampicillin,

ampicillin-sulbactam, co-tnmoxazole gentamucun and ceftnaxone by the agar
dilution method?, _ - : : -

Encephalopathy was deflned asa complex of at Ieast two of the followmg symptoms
on admission: severe headache, jitteriness, lethargy, hallucination, confusion, stupor
or coma. Convulsions were diagnosed either on the basis of the history taken on
admission or if observed during the hospital course. Laboratory investigations
included routine hematologic and biochemical examinations, stool cultures,
cerebrospinal fluid (CSF) and electroencephalographic (EEG) examination in most

of the patients with neurological lnvolvement and ant|b|ot|c treatment was apphed
accordlng to the antrblogram coa e o

Results el o Ao T " 5

Shigella gastroenteritis was diagnosed by bacteriologic studies in all 68 children.
Of the 24 children (35%) who had neurologic symptoms,”six (9%) had
encephalopathy alone, two (3%) had convulsions and encephalopathy, and
16 (23%) had convulsions alone. EEG tracings were epileptic in three children
who did not have a history of convisive disorders, and lumbar punctures were
performed in" 14 children. In all of them the CSF ¢hemistry was normal and

cultures were negative. Mild lymphocytic pleocytosrs up to 12 cells/mm3 was
noted |n onIy one child. '

The mean age was 5.27 years and ranged from one month to 15 years only
two patients were younger than six moths of age, those being one and three
months old. Thirty-eight (55.8%) children were between one and five years of
age, while 22 (32.3%) children were six to 15 years of age. Forty-seven (69%)
of the cases presented during summer and fall. The male to female ratio was
1.22 (41/27).

During clinical follow-up, convulsions were seen in 18 (26.4%) patients and
electrolyte imbalances were noted in 14 (20.5%) patients. The distribution of
patients according to clinical presentation is summarized in Table |. Mortality
was not recorded. The mean hospitalization period was 4.75 days (2-14 days)
in 26 children, while the remaining 42 children out of 68 were outpatients.
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Table I: Patient Population According to Clinical and Laboratory Presentation

) Patients with
Patients Without .
Neurologic Convulsions  Encephalopathy Conwulsions and
~ Symptoms Alone Alone Encephalopathy - Total

No. (%) . No. (%) No. (%) .No. (%) No. (%)

Total no. of patients 44 - 66 . 16 23 6 9 2 3 68 100
History of febrile ' =

conwulsions - .. O .0 -1 6 1 17 =~ 0O 0 2 3
History of o S - SR
convulsive disorders 0. 0.-2 13 O 0. 0 0 -2 83
Sex - o - )

Male -~ = -~ 25 57 13 8 3 50 1 580 42 62
‘Female ~ .19 43 _ 3 19 3 50 1 50 26 38
Age L T T
1-1imonths -~~~ 6 14 ~ 2°13 0 "0 0 8 12

1-5years ~~ 7 26 59 . 8 50 83 50 1 5 3 56

6-15 =~ ‘;"’i_;‘__‘, 12 277 6 37 .3 50 50 22 32
Fever . . . . = e S :

Lower than 38°C 28°64 ° 4 25-1 17 .. 1 5 34 .50

Higher than 38°C 16 36. :12 75 '5 83 1 5 .3 50
Vomiting < 23 52 6-38 4 67 - 1 50 34 50
Blood/mucus instool 23 52° 10 63 5 83 2 100 40 59
Leukocytosis . 9 20. 5 3 3 _ 50 1. 50 18 26
Leukopenia 4 9 3. 19 0 O 0 0 7 10
Shift to the left 8 18 10 63 2 33 1 5 21 31
Hyponatremia 3 7 4 25 2 33 1 50 10 15
Hypernatremia 1 2 0O 0.0 O 0 0 1 15
Hypokalemia . 0O- 0 2 183 O 0 0 0 2 3
Hyperkalemia *~ 0 O 1 6 0 0 0 0 1 15

it was observed that S.sonnei was the most common cause of bacillary dysentery
(50%). S.flexneri was second in frequency (44%), three patients had S.boydii
(4%) and one patient had S.dysenteriae (1%). Table || summarizes the bacterial

serogroups of shigelia by neurological status.
Co-trimoxazole resistance ranged from 63.3 percent among isolates of S.flexneri

to 44.1 percent among S.sonnei strains. Ampicillin-Sulbactam resistances ranged
from 26.6-83.3 percent among S.flexneri and 2.9-42.3 percent among isolates
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of S.sonnei strains. Gentamicin resistance was found in 5.8 percent of cases
with S.sonnei, and no resistance was observed among S.flexneri. All shigella
organisms isolated were susceptable to ceftriaxone. Antimicrobial resistance
among shigella isolates is summarized in Table lIl.

Table II: Bacterial Serogroup of Shigella By neurological Status

Patients With

Patients Without Conwvulsions  Encephalopathy Conwulsions and

Neurologic Symptoms  Alone Alone Encephalopathy Total

No. (%) No. (%) No. (%) No. (%) No. (%)
Total patients 44 65 16 238 6 9 2 3 68 100
Shigella sonnei 25 57 7 4 2 33 0O . 0 - 3 80
Shigella flexneri 17 39 8 80 3 &0 2 10 30 44
Shigella boydii 1 2 1 6 1 17 0O O 3 45
Shigella dysenteriae 1 2 O 0 O O 0O O 1 15

Table lll: Antimicrobial Resistance Among Shigella Isolates

No. and (%) of Resistant Isolates

S.sonnei S.flexneri S.boydii  S.dysenteriae Total
Antimicrobial Agent (n: 34) (n: 30) (n: 3) (n: 1) (n: 68)
Ampicillin 14 (41) 25 (83.3) 1 (33.3) - None 40 (58.8)
Ampicillin/Sulbactam 1 (2.9) 8 (26.6) None None 9 (13)
Co-trimoxazole 15 (44) 19 (63.3) None None 34 (50)
Gentamicin 2 (5.8) None None None 2 (2.9)
Ceftriaxone None None None None None

Discussion

Convulsions-associated shigellosis has been widely reported in the literature;
however, the incidence ranges in different reviews between 12 and
45 percent*®, The overall frequency of convulsions in our study was
26.4 percent, but the frequency of convulsions in hospitalized children was
56.7 percent, not similar to other series. The true incidence of convulsions
in shigellosis is probably lower, if children with mild cases who are not
hospitalized are included. Among patients with convulsions and
encephalopathy only one child was noted to have mild lymphocytic
pleocytosis. In all of them CSF chemistry and cultures were found to be normal.

The majority of convulsions were generalized, tonic-clonic and self-limited. The
convulsions lasted less than ten minutes, and none of the patlents required
anticonvulsive therapy.
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Shigella sonnei and S.flexneri currently account for most cases of
shigella-associated seizures®, although these species do not usually produce
Shiga toxin as demonstrated by toxin neutralization’. In fact, in vivo production
of shiga toxin in patients with shigella-associated neurologic manifestations or
the presence of toxin in their CSF has not been reported, nor has shiga toxin
production in vitro by shigella strains been isolated from these patients. In
26 percent of our patients, convulsions were noted. Convulsions have been
described in 12-45 percent of hospitalized patients with culture-proven shigellosis,
an incidence four times higher than that in other causes of acute gastroenteritis®;
thus, neurological symptoms are among the most frequent extraintestinal
manifestation of shigellosis. However, children may develop seizures during
shigellosis even if they do not experience seizures during other febrile infections®,
and shigella-associated convulsions occur in children older than the usual age

for febrile seizures®1°,

The mechanism for the increased frequency of convulsions in shigellosis is
. unclear. The cell-free neurotoxin secreted by the bacteria Shiga-toxin is not
related” 1. Disturbances of electrolyte and glucose blood levels are not usually
mentioned as a possible contributing factor in the development of seizures in
shigellosis. High fever, hypocalcemia and hypoglycemia, most likely in
" combination with other factors, may contribute to the occurrence of seizures.
Because the convulsions in sihgellosis are usually benign and self-limited, we
do not recommend the routine use of diagnostic procedures such as EEG,
roentgenography of the skull or computed tomography. In complicated cases,
both diagnostic procedures and drug therapy should be considered.

The traditionally used therapeutic agents, ampicillin and co-trimoxazole, have
lost much of their effectiveness over the last decade because of increasing
multiple antibiotic resistance of shigella due to conjugative resistance to
plasmids'® These agents are safe for use in children; however, in our study
58.8 percent of shigella organisms were resistant to ampicillin.

Resistance to co-trimoxazole was found in 63.3 percent and 44 percent of
S.flexneri and S.sonnei isolates, respectively. A high resistance to streptomycin
(80%), co-trimoxazole (53%) and ampicillin (43%) has previously been
demonstrated among shigella isolates in Turkey3. Resistance to newer quinolones
is rare among Shigella species, but their use is not approved in children’.

All strains isolated from our patients were susceptible to ceftriaxone. Varsano
et al.’ also reported that all shigella organisms isolated were susceptible to
ceftriaxone. Shigella remain was almost uniformly susceptible to gentamicin. It
is possible that parenterally administered gentamicin might be useful, but it would
be appropriate only for seriously ill patients'®.
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JUVENILE RHEUMATOID ARTHRITIS: CERVICAL SPINE
INVOLVEMENT AND MRI IN EARLY DIAGNOSIS

Bahattm Oren MD Hale Oren MD Emine Osma MD™"
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SUMMARY: Oren B; Oren H, Osma E, Gevik N. (Departments of Pediatrics and
Radiology, Dokuz Eylil Unliversity Faculty of Medicine, izmir, Turkey). Juvenile
rheumatoid arthritis: cervical spine lnvolvement and MRI In early dlagnosls Turk J
Pedlatr 1996; 38: 189-194.

- Magnetic resonance imaging (MRI) of the cervical spine was performed on 20 patients

(mean age 10 years) with a preliminary diagnosis of juvenile rheumatoid arthritis (JRA).

In all patients conventional x-rays of the cervical spine were obtained, and the relationship

between clinical status and MRI findings were evaluated. Two patients with clinical

" manifestations, including neck pain and diminished range of motion, exhibited significant
pathologic features on radiogram and MRI, the latter providing more detalied information. SR

Among 18 patients who had no complaints about their cervical spines, 3 patlents (65%)

had either soft tissue involvement, pannus formation or erosions on the surface of

.= atlantoaxial joints; only four patients (20%) had erosions on plain x-ray views. Since the

_early diagnostic abllity of MRI in JRA allows early therapeutic intervention, every patient

with a probable diagnosis of JRA would benefit from MRI. Key words: cerwcal spine,

;uvemle rheumatoid anhrilis, magnelic resonance imaging.

Juvenlle rheumatoid arthritis (JRA) is a chronic synovms of childhood associated
with a number of extra-articular manifestations. The cervical spine is frequently
affected in patients with JRA, a finding that can be of diagnostic value if its
involvement can be exhibited properly!4. Chronic synovitis and synovial
proliferation, consequent erosion of articular cartilage and pannus formation can
best be demonstrated by magnetic resonance imaging (MRI), even in cases
without apparent clinical manifestations®”.

Although there are several articles in the hterature presenting MRI findings of
cervical spine involvement in rheumatoid arthritis, they mostly concern
adults 57, In this study we presented the MRI findings of the cervical spine
in a series of 20 young patients with JRA and compared the results with plam
x-ray vuews and clmlcal features

* From the Departments of Pediatrics and Radiology, Dokuz EylUl University Faculty of
Medicine, |zmir.
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Material and Methods

The cervical spines of 20 patients with different types of JRA were examined by
MRI over a period of 32 months, beginning in 1991. The patients consisted of
seven females and 13 males between the ages of three and 16 years (mean age
10 years). We reviewed the medical records of all patients and noted the presence
or absence of neck pain, reduced range of motion, neurological symptoms and
signs attributable to neck involvement. Anteroposterior and lateral x-ray views of
the neck were obtained in all cases, including flexion-extension views.

All patients were examined with a Siemens 1.0-T Magnetom MR imager.
T1-weighted spin-echo 500/15 msec (TR/TE) pulse sequences were performed,
as were T2-weighted 2500/22.9 msec sequences with the multiplanar guide
imaging technique. A head coil was used for evaluation of the craniocervical
junction, and a neck coil was used for the middle and distal parts of the cervical
spine. The slice thickness was 4 mm with an interval of 0.4 mm. Sagittal, coronal
and axial images were obtained with the head in the neutral position. Anterior
atlantoaxial subluxation was considered to be present if the distance from the
posterior margin of the corpus of C1 to the anterior margin of the odontoid process
was greater than 2.5 mm®. In reviewing the MR images, abnormalities of the
spinal cord, bones, disc-vertebral joints and soft tissue were noted.

Resulits

Table | lists the data for the 20 patients studied. Two patients were seropositive
for the rheumatoid factor and the others were seronegative. The average duration
of disease was 21 months, with a range of one month to eight years. Two patients
(10%) had neck pain and diminished range of motion, and none had neurologic
deficits attributable to cervical involvement. They had erosions and atlantoaxial
subluxation both on plain films and MRI (Fig. 1). Eighteen patients (90%) were
free of complaints related to their cervical spines, and no positive physical findings
could be detected. Even though they had no complaints, 13 patients (65%) had
soft tissue involvement and pannus formation on the MR images; six of them
(30%) also demonstrated erosions (Figs. 2-4). On the plain radiographs only
four patients (20%) showed erosion of the atlantoaxial joint.

There was no correlation between age and duration of disease in our cases;
however, the cases with systemic and polyarticular types of JRA revealed more
advanced erosions and soft tissue involvement on cervical MR images than did
patients with oligoarticular JRA. Comparisons between groups could not be
analyzed statistically because of the small number of cases.
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tissue involvement were present. Relying on these findings, cervical spine
involvement in cases of systemic and polyarticular-type JRA should always be
taken into consideration, especially for early diagnosis of the disease.

The early diagnostic abjlity of MRI in JRA is very valuable in preventing severe
deformities and neuroloogical sequelae and in facilitating early therapeutic
intervention. In conclusion, MRI has much to offer in the evaluation of the
rheumatoid cervical spine. Every patient with a probable diagnosis of JRA will
certainly benefit from MRI in given its ability to confirm the diagnosis and allow
for early intervention. However, further cases must be evaluated through MRI in
order to make definite conclusions in this regard.
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PLASMA PLASMINOGEN LEVELS IN EARLY
RESPIRATORY DISTRESS SYNDROME
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SUMMARY: Yurdakok M, Yigit §, Grakan B, Dindar S, Kirazli §, (Department of Pediatrics,
Hacettepe University Faculty of Medicine, Ankara, Turkey). Plasma plasminogen levels in
early respiratory distress syndrome. Turk J Pediatr 1996; 38: 195-197.

The serum plasminogen status In 35 preterm infants with or without respiratory distress
syndrome (RDS) was determined in the first few hours of life. Blood smaples for
plasminogen testing (Synthetic chromogenic substrate method; Stachorm PLG.
Diagnostica Stago) were obtained from a peripheral vein within six hours after birth.
Among 35 Infants, 20 Infants who were in stable clinical condition served as the control
group. Fifteen developed RDS with clinical, laboratory and radlological findings. The
mean plasma plasminogen levels were found to be similiar in the two groups (p > 0.05
by Mann-Whitney U test). These findings are discussed along with our previous findings
showing normal tissue plasminogen activator (tPA) but lower D-dimer and higher
plasminogen activator inhibitor (PAl) levels within the first few hours of life in preterm
infants who later developed RDS compared to the control group. Key words: newborn
infant, plasma, plasminogen, respiratory distress syndrome,

Disseminated intravascular coagulation (DIC) is frequently encountered in preterm
neonates with advanced respiratory distress syndrome (RDS)!. However, e
previously reported normal plasma fibrinogen, antithrombin Il (AT-Ill), protein C
and tissue plasminogen activator (tPA), but lower D-dimer and higher plasminogen
activator inhibitor (PAIl) levels within the first few hours of life in preterm infants
who later developed RDS compared to the control group?.

The assays commonly used in the diagnosis of DIC, i.e., prothrombin time,
activated partial thromboplastin time, fibrinogen or fibrin degradation products
(FDP), are insensitive and nonspecific. Evaluation of the plasminogen level is
also important in the biological interpretation of the serum level of FDP including
D-dimers in cases of DIC. If the concentration of plasminogen is very low in
these patients, the degradation of fibrin will be deficient; thus a low level of FDP

cannot rule out DIC3.
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Therefore, we studied the serum plasminogen status in 35 preterm infants with
or without RDS in the first few hours of life in an effort to determine the etiology
of reduced D-dimer levels.

Material and Methods

All neonates received vitamin K1 1 mg intramuscularly upon delivery. Blood
samples for plasminogen testing (Synthetic chromogenic substrate method;
Stachorm PLG, Diagnostica Stago, Asnieres-Sur-Seine, France)* were obtained
from a peripheral vein within six hours after birth, and were mixed with 3.8 percent
trisodium citrate in an amount selected according to the hematocrit levels. The
tubes were centrifuged at 3.000 rpm for 10 minutes within 30 minutes of collection.
The plasma was stored at -20 °C for less than one month before the procedure.
Results  ~. . . = S T

Among 35 infants, 20 infants who were in stable clinical condition served as the
control group. Fifteen developed RDS, which was considered to be present if
all of the following diagnostic criteria were fulifiled: symptoms of respiratory
distress within one hour after birth and present for at least 24 hours, respiratory
support including mechanical ventilation, and typical findings on lung x-ray and
arterial blood gas analysis. None of the infants with RDS had any other disease.

The mean plasma plasmlnogen levels were found to be srmllar |n the two groups
(p > O 05 by Mann-Whltney U test; Tabel I). )

Table l: Plasma Plasminogen Levels in Preterm Infants wnth or wrthout RDS

(mean + SD).. o
.- : Controls (n:20) - - - Infants with RDS (n: 15)
Gestational age (weeks) o321 x21 e 32417
Birth weight (g) -~ 1614 £ 439 o 7 1851 £ 602

Plasminogen (%) . 55.28 £33.12 =~ - - "41.43+ 19.24

Plasminogen levels are expressed as a percentage of control.
in all comparisons, p > 0.05 by Mann-Whitney U test.

. Discussion

D-dimers are the end-products of fibrinolysis which results from the conversion
of an inert plasma proenzyme (plasminogen) into a proteolytic enzyme (plasmin)®.
Reduced D-dimer levels found in the previous study? within six hours after delivery
in preterm infants who developed RDS could not be explained by the normal
plasminogen levels found in this study. However, reduced D-dimer levels may
be due to an increase in the clearance of FDP or over-consumption in DIC. FDPs,
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even large FDPs containing the D domain, are removed from the circulation by
clearance mechanisms in the liver, kidney, and reticuloendothelial system. In
addition, FDP products and their complexes profoundly impair the hemostatic
process and are presumably a major cause of hemorrhage in DIC and fibrinolysis
by inhibiton of coagulation and impairment of platelet functions®.

Normal plasminogen levels in the early stages of RDS could be explained by
normal levels tPA, of which converts plasminogen into plasmin2. However, the
presence of increased PAI levels without any increase in tPA levels remains to
be elucidated. Both tPA and PAI are isolated from many cells, including the
endothelium®. The increased levels of PAI in the previous study may be related
to endothelial damage during RDS, because increased von Willebrand antigen
levels, which is a reliable marker for systemic and/or lung endothelial damage
were found in the early stages of RDSE. :

- These abnormalities seen in the early stages of RDS are presumably different from
those found in the later stages of the disease. Further studies are needed to clarify
the changes in the hemostatic system in earlier and later stages of RDS.
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THE RISK OF BILIRUBIN ENCEPHALOPATHY IN
NEONATAL HYPERBILIRUBINEMIA

Remzi Oktay MD", Mehmet Satar MD'", Aytug Atici mMD""

SUMMARY: Oktay R, Satar M, Atict A. (Neonatology Unit, Department of Pedlatrics,
Gukurova University Faculty of Medicine, Adana, Turkey). The risk of bilirubin
encephalopathy in neonatal hyperbilirubinemia. Turk J Pedlatr 1996; 38: 199-204.

Jaundice Is the most common and one of the most annoying problems that can occur
in the newborn. Although most jaundiced infants recover without any serious problem,
there is always a risk of bilirubin encephalopathy during the period of hyperbilirubinemia.

The relationship between encephalopathy and serum free bilirubin levels was
investigated in 83 newborn infants (40 premature, 43 mature) with unconjugated
hyperbilirubinemia. A complete physical examination was done in all patients, and
signs of bilirubin encephalopathy were noted if present. The serum free bilirubin level
exceeded 0.1 mg/dl in 13 infants, and 12 of them showed signs of encephalopathy.
On the other hand, none of the infants whose serum free bilirubin levels were below
0.1 mg/dl showed signs of encephalopathy.

Although there is a significant positive correlation between serum total and free bilirubin
levels, it is not clear at what total bilirubin level free bllirubin will appear. Serial
determinations of free bilirubin appear to be more helpful in the management of
hyperbilirubinemia in infants with an increased risk of bilirubin toxicity. Key words:
encephalopathy, free bilirubin, jaundice, neonatal hyperbilirubinemia.

Hyperbilirubinemia is one of the most common problems during the neonatal period,
and the risk of bilirubin encephalopathy was first recognized many years ago.
Bilirubin encephalopathy is a neurologic syndrome resulting from the deposition
of bilirubin in brain cells. The precise blood level above which indirect-reacting
bilirubin or free bilirubin will be toxic for an individual infant is unpredictable’,

Several studies have suggested that there is a relationship between bilirubin
encephalopathy and serum free bilirubin levels, but it has also been reported
that albumin-bound bilirubin may cause bilirubin encephalopathy in cases of acute
blood-brain barrier damage. Many of the biochemical and physiological factors
involved in the pathogenesis of bilirubin encephalopathy have been identified
during recent years, but their relative importance remains unclear*®.

The aim of this prospective study was to investigate the relationship between bilirubin
encephalopathy and serum free bilirubin levels in neonatal hyperbilirubinemia.

* From the Neonatology Unit, Department of Pediatrics, Cukurova University Faculty of Medicine, Adana.
** Pediatrician, Gukurova University Faculty of Medicine.

*** Associate Professor of Pediatrics, Cukurova University Faculty of Medicine.

**** Assistant Professor of Pediatrics, Gukurova University Faculty of Medicine.
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Material and Methods . .

Cukurova University Medical Faculty Research Hospital is one of the main referral
centers in south and southeast Turkey for the management of neonatal
hyperbilirubinemia. A total of 83 newborns who were referred to us with
unconjugated hyperbilirubinemia formed the study group.

A detailed. history was obtained in all cases, and a complete physical
examination was done by an experienced pediatrician working in the field of
neonatology. Signs of bilirubin encephalopathy, such as lethargy, irritability,
poor sucking, hypertonia and high-pitched cry were noted if present* &, Other
possible reasons for.these symptoms (hypoglycemia, system|o mfectron
mtracramal hemorrhage etc.) were carefully evaluated.

The gestational age of each patient was calculated from the mother S Iast normal
menstrual period or by using the Dubowitz method’. Forty of the 83 infants were
premature, and the remainder were term, with a mean gestatlonal age of 349 + 2 0
and 39.3 = 1.2 weeks, respectively. S

Total and direct bilirubin concentrations and serum albumih Ievels were
determined by using Technicon RA-XT (England). Sephadex G-25 gel filtration
method, which was modified by Blondheum et aI 8, was used to determlne the
patients’ serum free bilirubin levels. =~ -

The collected data was evaluated usnng the SPSS-X (Rel 4, 1) paokage program
The statistical analyses were done thh Student t Mann Whltney U and
correlation ooefﬂcnent tests :

Results - . - 5 . o~ L. oo eellooo el _
The characteristics of the mature and premature lnfants are shown in Table l.
The mean albumin and total, direct and free bilirubin levels were not dlfferent
in the premature and mature groups (p >.0.05) (Table ). - .-

Table |: Selected characteristics of the Infants EEEA

Premature - Mature

Sex - .. Female . _— . .13 S a2
‘ Male . 27 .22
‘ ‘Total 40 T 43
Gestational age (weeks) - 30-37 _ '38-42
(Mean + SD) (34.9 £ 2.0) : (39.3 + 1.2)
Birth weight (grams) N 1330-4000 o 2455-4850
(Mean % SD) (2515 £ 579) o . (3292 + 459)
Postnatal age (days) . 120 ' . 1-11

(Mean + SD) (6.5 + 4.5) | (5.5 + 2.3)
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Table [I: Mean Albumin; Total, Direct and Free Bilirubin Levels in
) Premature and Mature Infants

R Premature _ ’ Mature o]
Number of infants ' - 40 - - i 43 -
Total bilirubin (mg/dl) - . 7.2-336 - - - 3.4-40.4
(Mean £ SD) - (20254 7 (20.7x7.8) > 0.05
Direct bilirubin (mg/dl) -~ 0.420 .~ 0.4-2.0 o
(Mean+SD) - _  (1.06 x 0.39) © (0.95 + 0.35) " >0.05 -
Albumin (g/dl) w0 1983 - - 2050 - |
(Mean + SD) . (3.7+0.7) . -~ - (8.9+0.5) > 0.05
Free bilirubin (mg/dl) 0.000-0.270 .  --.-- 0.000-0.660 )
(Mean+SD) - - - (0.043) £ 0.044) - (o 045+0.122) . >0.05

Free bilirubin was found in the sera of 27 premature (67.5%) and 15 mature
(34.8%) infants. However, only six infants in the premature (15%) and six infants
in the mature (13.9%) groups showed signs of encephalopathy on admission,
and none of them subsequently developed encephalopathy. A significant positive
correlation was- found between serum total and free bilirubin levels
(r=0.70, p< 0.01). The mean total and free bilirubin levels were not different
- in premature and mature infants who showed signs of encephalopathy (Table Ili).

Table Ill: Mean Total and Free Bilirubin Levels in Infants with Encephalopathy

Premature : Mature p

Number of infants - . -~ 6 - . 8

Total bilirubin (mg/dl) -~ 19.9-336 = 185-40.4 -
(Mean+SD) * ©. - - - (27.1%57) - (32.7£8.4) > 0.05
Free bilirubin (mg/dl) .  0.104-0.270 - - . 0.108-0.660
(Meari+SD) = - - (0.173£0.062) ~ = (0.278 £ 0.220) > 0.05

Serum free bilirubin was greater than 0.1 mg/d! in all of the infants who showed
signs of encephalopathy, while only one of the normal infants had serum free
bilirubin greater than this level. The serum total and free bilirubin levels of the
patients are shown in Table 1V, and these levels were significantly higher among
patients with signs of encephalopathy.
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Table IV: Serum Total and Free Bilirubin Levels in Patients
with and without Encephalopathy

Encephalopathy (+) Encephalopathy (-) p
Number of infants 12 71
Free bilirubin (mg/dl) 0.104-0.660 0.000-0.112
(Mean + SD) (0.225 + 0.164) (0.013 + 0.022) < 0.001
Total bilirubin (mg/dl) 18.5-40.4 3.4-29.9
(Mean = SD) (29.9 £ 7.4) (18.9 £ 5.1) < 0.001

Discussion

The present study reviews our experience with neonatal hyperbilirubinemia and
bilirubin encephalopathy. It is a well-known fact that free bilirubin has toxic effects
on the brain, and that the amount of bilirubin entering the brain increases
dramatically when total serum bilirubin levels exceed 20 mg/dl' %1,
The management of hyperbilirubinemia is usually based on serum total bilirubin
levels in many centers. Although a significant positive correlation was found between
serum total and free bilirubin levels, it is almost impossible to predict when free
bilirubin which is directly toxic to the brain, will appear in the serum® 1213,

In general, prematurely born infants appear to be more susceptible than mature
neonates to the development of bilirubin encephalopathy4. In the present study,
premature infants seemed to have free bilirubin in their sera more frequently
than term infants, although there were no differences between their serum total
bilirubin and albumin levels. The lower binding capacity of albumin in premature
infants may play a role in the increase in free bilirubin levels'S. However,
unexpectedly, the number of infants with signs of kernicterus was the same in
the premature and mature groups.

It is well known that free bilirubin is not the only factor in the pathogenesis of
bilirubin encephalopathy. Many of the biochemical, physiological, environmental
and genetic factors that may play a role in the pathogenesis of bilirubin -
encephalopathy have been defined recently*. These include the binding of bilirubin
to albumin, which increases with postnatal age, the transport and passage of
bilirubin across the blood-brain barrier, and the susceptibility of the target
neurons*®, The role of free fatty acids in altered bilirubin binding is still
controversial'®. Although the development of hyperbilirubinemia is reported to be
more probable in neonates with high alpha-fetoprotein levels in the umbilical cord",
the relationship between alpha-fetoprotein, the transferrin/alpha-fetoprotein ratio
and hyperbilirubinemia is still under investigation'® ', The duration of exposure
to high concentrations of free bilirubin may also play a role in bilirubin
encephalopathy, but it was impossible to predict this duration in the present study.
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Makamura et al.'? and Zamet et al.’® reported that all the kernicteric infants in
their study groups had serum free bilirubin levels greater than 0.1 mg/dl. Similarly,
in the present study, we found 13 infants with serum free bilirubin levels exceeding
0.1 mg/dl, and 12 of them subsequently showed signs of encephalopathy. On the
other hand, none of the infants whose serum free bilirubin levels were below
0.1 mg/dl showed signs of encephalopathy. A serum free bilirubin level exceeding
0.1 mg/dl seems to be a good indicator of a high risk for bilirubin encephalopathy.

Thus, we believe that serial free bilirubin measurements, in addition to assessment
of the other risk factors mentioned above, would be helpful in the management
of jaundiced infants at risk for bilirubin encephalopathy.
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PUBLICATION POTENTIAL IN PEDIATRICS IN TURKEY *

Keriman Tinaztepe MD"#

SUMMARY: Tinaztepe K. (Nephropathology Unit, Department of Pediatrics, Hacettepe
University Facuity of Medicine, Ankara, Turkey). Publlcalion potential in pediatrics In
Turkey. Turk J Pediatr 1996; 38: 205-216.

In this artlcle, the publication potential in pediatrics In Turkey was investigated. In this
context, native pediatric journals, publication activities of medical facuities as the main
“*: source of scientific publication and certain data obtained from some of the international _ -
Indexes' sources were analyzed. The Turkish Journal of Pediatrics (Turk J Pediatr)
- 77 and Qocuk Saghg: ve Hastaliklari Dergisi are two native pediatric journals which have -
" . been published without interruption for 36 and 37 years, respectively. Both are indexed
In BIOSIS (Bloscience Information Service) and Excerpta Medica. In addition, Turk J
Pediatr Is indexed in Index Medicus and Current Contents, and is the only Turkish
medical journal Indexed In Index Medicus at present. Eighty percent of papers submitted
to both journals are from medical faculties all over the country (60% of these from
" Hacettepe Faculty of Medicine), while 15% are from the teaching hospitals of the Ministry -
" of Health and 5% from outside the country. In 1994, Hacettepe University School of
Medicine was the leader with 244 (21%) of the 1165 articles published in the health
sclences from 22 medical facuities in Turkey. in the same year, 32 percent of all
International medical publications by Hacettepe Faculty of Medicine were in the field
of pediatrics. In addition, of 353 papers by Turkish authors appearing In Current
Contents during the three-month period July-September 1993, 70 (20%) were pediatric
articles, All of these findings may indicate that publications in the fleld of pediatrics
- have increasing potential and an important impact on the scientific medical publication's
platform In our country. Key words: scienlific publication potentials, pediatrics, Turkish
Journal of Pedialrics, GCocuk Saghdi ve Hastalikian Dergisi, Turkey.

The universities are the main source of the scientific publication potential in a
given country."In the case of Turkey, medical faculties will be of great importance
in assessing this potential in the field of pediatrics. In this respect, governmental
teaching hospitals with a small impact on the publication potential will also be
considered worthy of evaluation. During the last ten years, scientific publications
in Turkey have steadily increased and reached a peak in 19942, The increment
rate in this period was one-fold per year until 1993, but threefold in the last year,

* From the Nephropathology Unit, Department of Pediatrics, Hacettepe University Faculty of
Medicine, Ankara. .

“* Professor of Pediatrics and Pediatric Pathologlst Hacettepe Umversnty Facuilty of Medncme

+ This study was partly presented as a conference in ‘Scientific writing, editing and auditing in
medicine® held by TUBITAK, November 18, 1994, Ankara.

# Editor:
The Turkish Journal of Pediatrics
Cocuk Sagligi ve Hastaliklar Dergisi
1981-1993
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indicating rapid progress as compared with the uniform, slow rate per year in
the previous seven years?. This improvement has certainly been affected by the
developments in medical faculties that have existed for more than 30 years and
by the additional publication activities of newly established medical faculties.
It is possible to evaluate the publication potential in pediatrics to a certain degree
by noting pediatric papers published in international journals and also by
reviewing the native journals in which all or the majority of the articles are in the
field of pediatrics. In this article, | will introduce two native pediatric journals
entitled, "The Turkish Journal of Pediatrics" and "Cocuk Saglig ve Hastalklar
Dergisi* for which | acted as a scientific and managing editor during the 12 year
period from 1981 through 1993. | will also mention the experience of the managing
team of these journals in terms of the publication potential in pediatrics. Finally,
the summary of available data obtained from national and international
documentation sources about this subject will be given'3.

As noted in Table |, under the list of "Current Pediatric Journals® there are
approximately 10 native pediatric journals registered in Turkey's National Library'.
The native pediatrics periodicals occupying the first two ranks in the list and entitled
The Turkish Journal of Pediatrics (Turk J Pediatr) and Cocuk Sadlidi ve . Hastaliklari
Dergisi (CSHD) were founded by Professor lhsan Dogramact and have been
published for 36 and 37 years, respectively. These two periodicals have been
supported both scientifically and financially by him since their first appearance.

Table I: Current Pediatric Journals in Turkey*

Language
Title ’ Volume (yrs) English Turkish
Turkish Journal of Pediatrics 36 Full-text -
Cocuk Saglidi ve Hastaliklan Dergisi 37 Abstr. Full-text
Istanbul Cocuk Klinigi Dergisi 29 Abstr. Full-text

Yeni Tip Dergisi 11 Abstr. ~  Full-text
Pediatrik Cerrahi Dergisi 7 Full-text mixed

Turkiye Klinikleri Pediatri 3 Abstr. Full-text
Jinekoloji Obstetrik Pediatri 1 Abstr. Full-text
Journal of Neonatology 1 Full-text -

Pediatride Yoneligler 1 Abstr. Full-text
Katki Pediatri Dergisi (Review in Ped.) 15 - Full-text

Others

* Registered periodicals in National Library, 1994.
All have editorial board.
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The Turkish Journal of Pediatrics (Turk J Pediatr): Turk J Pediatr is an English-
language quarterly journal which has been published since 1958 without
interruption* S, Some specifications of this journal given in Ulrich's International
Periodicals Directory* are seen in Table lla. This periodical was published by
the Turkish National Pediatric Society and the Turkish and International Children's
Center (TICC) between 1981 and 1993. After September 1993, Hacettepe
University Institute of Child Health replaced TICC. Turk J Pediatr has been indexed
in Index Medicus since 1962 (32 years without interruption). It has also been
indexed in Excerpta Medica and has been appearing in Current Contents since
1990%. Therefore, this journal with its English abstracts is readily seen in a Medline-
DATABASE search. The medical journals indexed in Index Medicus in our country
are shown in Table lil. As seen here, Turk J Pediatr was the only medical journal
listed in Index Medicus as of 1994%. As seen in Tables IV and V, Turk J Pediatr
received several citations in the periodicals listed in the Science Citation Index
(SCI) shortly after it was published in 1958. | should mention right here that these
figures represent random and individual sampling. Similarly, Turk J Pediatr has
also appeared as a cited reference in some international textbooks (Table VI).
In summary, Turk J Pediatr is a continuously cited journal, even though the number
of citations is limited. In this context, Figure 1 indicates the rising "impact factor*
of The Turkish Journal of Pediatrics during the last four years of my editorship’.

Table lla: Some Specifications of Turk Journal Pediatr Reported in
Ulrich's International Periodicals Directory

Reference: Ulrich's International Periodicals Directory 1994-1995, 33" ed, Vol: 3,
618.92 TU ISSN 0041-4301

Turkish Journal of Pediatrics

(Text in English)

1958.q. Turkish and International
Children's Center, P.O. Box 66,
Samanpazari, 06240 Ankara - Turkey.
(Co-sponsor: Turkish National

Pediatric Society).bk. rev.; abstr.;

bibl.; charts; illus.; index: circ. 1500.
Indexed: Biol. Abstr., Curr. Adv. Ecol. Sci.
Dent. Ind., Nutr. Abstr. (CAB), Abstr. Hygiene
Commun. Dis. Tropical Dis. Bull.,
Excerpta Medica,

Index Medicus, Current Contents.
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Table lll: Turkish Journals Included in Index Medicus* - -

Names of Journals . Years of Indexed - Duration
Turk Tip Cemiyeti Bilteni _ - - . - - 1960 . - - . 1yr
Turk Tip Encumeni Argivi - .- 1963 - . o - tyr
Tip Fakiltesi Mecmuas (Ist) . -.--1962-1984 - -- .. - .- 22 yrs
Tark Hijyen Tecrlbi Biyoloji Der.  -. - .~ 1974 - = . -~ o 1yr
Mikrobiyoloji Bulteni . . - .. 1976-1993 © ... . - 17 yrs
Turkish Journal of Pediatrics*™ .. ~--.- 1962-1995- . - -~ . 33 yrs
EE - Continuing

* Data were renewed in 1995%. . ' L
- Only Medlcal Journal present in Index Medlcus Llst in 1995 from Turkey = -

""" Table IV: Some Journals Citing Turkish Journal of 'Pe'diatrics"' ;
(Random and lndeual Sampllng) (Part ) .

Turk J Pedlatr 1958; 1: 173. w e =T
Cited in: British Journal of Urology 1960 32 269 272
TurkJPedlatr1959260 e
Cited in: Lancet 1961; i. 20-22., Arch D|s Ch|ld 1961 36 137 . A
Turk J Pediatr 1966; 8: 206-215. ... . ST
Cited in: Ann NY Acad 1970 174: 592, and multlple journals

Turk J Pediatr 1973; 15: 82.

Cited in: Cancer 1977;- 40: 1519. } |

© Turk J Pediatr 1976; 18: 53. Rt
Cited in: Am J Dis Child 1979; 133: 1160.

Turk J Pediatr 1966; 8: 216. - SR
Cited in: Laryngoscope 1980; 90: 635. EERE -
Turk J Pediatr 1973; 15: 129. '

Cited in: Int J Cancer 1981; 15: 129., Br J Cancer 1984 49: 508.

Turk J Pediatr 1969; 11: 146. -
Cited in: J Neurosurgery 1984; 61: 167.

Turk J Pediatr 1982; 24: 211.
Cited in: The Pediatric Clinics of North America 1987; 34: 626
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Table V: Some Journals Citing Turkish Journal of Pediatrics
(Random and Individual Sampling) (Part Il)

Turk J Pedlatr 1983; 25: 91.
Cited in: Ultrasound MR 1987; 9: 13.

Turk J Pediatr 1978; 20: 133.-
Cited in: J Pediatr 1988; 133:; 30.

Turk J Pediatr 1981; 23: 269.
Cited in: Arch Neurology 1989; 46: 510. -

Turk J Pediatr 1981; 23: 37.
Cited in: N Engl J Med 1990; 323: 315.

Turk J Pediatr 1986; 28: 165. ,
Cited |n Am J Trop Pedlatr 1991 37 240.

Turk J Pedratr 1987; 29: 187 :
Cited in: Int J Cardlology 1992; 37: 329.

Turk J Pediatr 1981; 283: 269,
Cited in: J Neurosurgery 1992; 76: 696

Turk J Pedlatr 1987; 29: 171.
Clted in: Acta Paediatr 1993; 82 327

Turk J Pediatr 1986; 28: 219. S
Cited in: Ped Hematol Oncol 1994; 11: 223,

Table VI Some of the lnternatronal Textbooks Cmng Turkish Journal of Pedlatncs
(Random Sampling)

Recognizable Patterns of Human Malformation _
Smith DW (ed). Philadelphia: W.B. Saunders Co; 1976.

Otolaryngology - :
Paparella and Shumrick (eds) W.B. Saunders Co; 1980.

Current Pediatric Dmgnosns and Treatment
Hathaway WE, Groothuis JR, Hay WW, Paisley JW (eds) New Jersey:

Appleton and Lange; 1991.

Effective Care of The Newborn infant
Sinclair JC and Bracken MB (eds). Oxford University Press; 1992.
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Table llb: Some Specifications of Cocuk Saghg ve Hastaliklari Dergisi
Reported in Ulrich's International Periodicals Directory

Reference: Ulrich's International Periodicals Directory 1994-1995, 33 ed, Vol: 3,
618.92 TU ISSN 0010-0161 Coden: CHSDAO

Cocuk Saghgl ve Hastaliklari Dergisi
(Text in Turkish; summaries in English)
1968.q. Turkish and International
Children's Center-Turkiye ve Uluslararasi Cocuk
Saghgi Merkezi, P.O. Box 66,
Samanpazari, 06240 Ankara - Turkey.
(Co-sponsor: Turkish National
Pediatric Society).bk. rev.; abstr.;

bibl.; charts; illus.; index: circ. 1500.
Indexed: Biological Abstracts,
Excerpta Medica (1992- )

Table VII: Some of the Journals, International Registry Books and International
Conferences' Proceedings Citing Cocuk Saglig ve Hastaliklari Dergisi*
(Random Sampling)

Cocuk Saglig ve Hastaliklar Dergisi 1979; 22: 52.
Cited in: Acta Haematol 1984; 71: 69. :

Cocuk Saghgr ve Hastaliklart Dergisi 1982; 25: 365.
Cited in: Hemoglobin 1985; 9: 209.

Cocuk Saglig ve Hastalklarn Dergisi 1972; 14: 155.
Cited in: Human and Experimental Toxicology 1990; 9: 273.

Cocuk Sagligi ve Hastaliklari Dergisi 1990; 33: 3-13.
Cited in: Register of Tetrahydrobiopterin Deficiencies. Dhont JL (Ed), 1991, p. 69.

Cocuk Sagligi ve Hastaliklan Dergisi Special issue 1991; 34: 247-379.
Title: Anne sutlu (Breast feeding) Copied and distributed for Proceedings of

UNICEF/WHO/IPA International Conference 1992, Ankara.

* Quarterly Journal of Child Health and Diseases: Full-text in Turkish with English abstracts.

In order to establish an opinion about the scientific pediatric publication potential
in our country, | will give three informative examples. In the first example, the
contents of Turk J Pediatr and CSHD are evaluated. The sort and number of
the articles submitted to Turk J Pediatr and CSHD in the period 1988-1993 are
summarized in Tables VIl and IX (Figs. 2-4). In this five-year period, of 588 articles
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TREATMENT OF X - LINKED LYMPHOPROLIFERATIVE
DISEASE (DUNCAN DISEASE) WITH HIGH - DOSE
METHYLPREDNISOLONE AND ETOPOSIDE (VP - 16)

Aytemiz Glirgey MD Tulin $ayll MD Abdurrahman Kara MD™
Giilsev Kale MD", Izzet Berkel MD - ) '

- SUMMARY: Girgey A, Sayl T, Kara A, Kale G, Berkel I. (Department of Pediatrics,
Hacettepe University Faculty of Medicine, Ankara, Turkey). Treatment of X-linked
lymphoproliferative disease (Duncan disease) with high-dose methylprednlsolone and

. etoposide (VP-16). Turk J Pediatr 1996; 38: 217-222.

A five-year-old boy in the acute phase of X-linked lymphoprollferatlve (XLP) syndrome
{Duncan disease) with high fever and hepatosplenomegaly was treated successfully
with high-dose methylprednisolone and VP-16 for 15 months. He had been alive for
four years after diagnosis as of this writing. We recommend high-dose
methylprednisolone and VP-16 in patients with XLP who have to walit for a suitable
donor before bone marrow transplantation. Key words: X-linked lymphoproliferative
disease, hlgh -dose melhylpredmsolone VP-16, treatment.

Purtilo et al.! described a fatal X linked condition whnch affected 18 males in
four generations in 1975. This condition is known as X-linked lymphoproliferative
disease (XLP) or Duncan disease. XLP is a lethal disease associated with a
lack of effective immune response to Epstein-Barr virus (EBV). One half of the
patients with XLP have developed infectious mononucleosis (IM). Unfortunately
most of the cases with infectious mononucleosis died'3. Various therapeutic
agents have been tried unsuccessfully in XLP patients experiencing acute EBV
infection* 5, Here we report a patient with XLP treated with high-dose
methylprednlsolone and etoposide (VP-16), and we comment on two of his
relatives who were also affected by XLP. '

Case Reports_ T
Case 1 A

In 1991, a two-year-old boy was admitted to Hacettepe Children's Hospital with
a three-week history of fever. He was the third product of a marriage between
first cousins. Six boys in the family, including his brother had died between the
ages of 1.5 and four years with similar clinical pictures (Fig. 1).

* From the Department of Pediatrics, Hacettepe University Faculty of Medicine, Ankara.
** Professor of Pediatrics, Hacettepe University Faculty of Medicine.
*** Pediatric Hematologist, Dr. Sami Ulus Children's Hospital, Ankara.
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In the treatment of our patient, high-dose methylprednisolone and VP-16 was
used successfully. Similar therapy has also been used successfully in the
treatment of some patients with hemophagocytic lymphohistiocytosis and Griscelli
syndrome® 7. It is probable that glucocorticoid hormones inhibit the production
of tumor necrosis factor, which is an inflammatory cytokine in the inflammatory
response®. Good responses with high-dose methylprednisolone have been
reported in hematologic disorders®. VP-16 has also been used successfully in
the treatment of the acute phase of hemophagocytic lymphohistiocytosis
syndromes. A boy with XLP and acute infectious mononucleosis reportedly
underwent clinical remission with VP-16 and subsequent allogeneic bone morrow
transplantation from a sibling®. Recently four boys with XLP received allogeneic
bone marrow transplants, but only one of them is alive and well up to 24 months
after transplantation®. Williams et al.® showed that allogeneic bone marrow
transplantation can correct the lethal immune deficits in a patient with XLP and
non-Hodgkin's lymphoma. Another child is alive and well more than one year
after having received a transfusion of umbilical cord blood from his newborn
brother©. Our patlent is domg well four years after the diagnosis.

Note Added in Proof

Our personel communication with Dr. Gross revealed some unpublished long-
term surwvals accordmg to thelr retrospectlve review of XLP registry cases.
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SEVERE ACUTE THINNER INTOXICATION

Mete Akisii MD", Sevgi Mir MD'", Berhan Geng MD"™
Alphan Cura MD™" ‘

SUMMARY: Akisa M, Mir S, Geng B, Cura A. (Department of Pediatrics, Ege University .
Faculty of Medicine, Bornova-izmir, Turkey). Severe acute thinner intoxication.
Turk J Pediatr 1996; 38: 223-225.

Thinner which contains aromatic hydrocarbons such as xylene, toluene and N-hexane
Is widely used in industrial plants manufacturing dyes, plastic, varnishes and glues.
Chronic intoxication due to abuse of solvents, including thinner, by workers who inhale
the solvent vapor Is frequently encountered. Acute intoxication with ingestion of
excessive amounts Is relatively rare and usually fatal. It is reported that 45-50 ml of
orally ingested thinner is enough to cause severe complications.

The case reported here was forced to drink 200 mi of thinner by an older friend, and

presented with severe complications such as rhabdomyolysis, polyneuropathy,

chemical pneumonia and coma. To the best of our knowledge this is the first case

reported In the literature to survive acute thinner intoxication with such complications.

Key words: aromatic hydrocarbons, loxic polyneuropathy, toluene intoxication.
Thinner which contains aromatic hydrocarbons, such as toluene, xylene and
N-hexane, is widely used in the industrial manufacturing of plastics, varnishes, paints
and glues. Chronic intoxication due to abuse of solvents, including thinner, and among
industrial workers who inhale solvent vapor is frequently observed'®. However, acute
intoxication due to ingestion of excessive amounts is unusual and often fatal. This
patient, who was forced to drink approximately 200 ml of thinner by his friends,
presented with severe complications related to aromatic hydrocarbons. Although
the estimated lethal, oral dose of thinner is reported to be 45-50 ml, this patient

survived after one month in intensive care?

Case Report _

A 14-year-old male patient presented with severe muscle weakness, difficulty
in walking, edema of the extremities and neck, and accompaning oral ulcerations.
The initial examination findings were as follows: heart rate 130 bpm, blood
pressure 110/70 mmHg, respiratory distress and rales on auscultation, severe
muscle weakness, flaccid quadriplegia, absence of deep tendon reflexes and
stupor. Fasciculation and Babinski sign positivity were not observed. Two hours
after he was admitted to the hospital, he experienced a cardiopulmonary arrest.
He was resuscitated and put on mechanical ventilation, since spontaneous

* From the Department of Pediatrics, Ege University Faculty of Medicine, Bornova, Izmir.
** Research Assistant in Pediatrics, Ege University Faculty of Medicine.
*** Professor of Pediatrics, Ege University Faculty of Medicine.
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SPONTANEOUS COMPLETE REMISSION IN A CHILD WITH
ACUTE LYMPHOBLASTIC LEUKEMIA

Sevgi Yetgin MD", A. Murat Tuncer MD™, Ertugrul Giler MD™
Namik Ozbek MD™

SUMMARY: Yetgin S, Tuncer AM, Giler E, Ozbek N. (Hematology Unit, Department
of Pediatrics, Hacettepe Unlversity Faculty of Medicine, Ankara, Turkey). Spontaneous
complete remission in a child with acute lymphoblastic leukemla. Turk J Pediatr

1996; 38: 227-229.

A five-year-old girl was admitted to the hospital with fever and tender lymphadenopathy.
She was diagnosed with acute lymphoblastic leukemia (ALL-L,). Because of infection
she was given antiblotics and a blood transfusion. Her bone marrow was In remission
after 15 days without chemotherapy. This case emphazes the role of transfusion and/
or infection In obtaining complete remission without chemotherapy. Key words: leukemia,
spontaneous complete remission, blood transfusion, infection.

Spontaneous complete remission (SCR) has been reported in a few cases of
acute leukemia'3, The definite cause of this very rare event is nearly always
vague because of overlapping factors which are believed to be responsible for
SCR. We report a case of acute lymphoblastic leukemia (ALL) who developed
SCR probably as a result of blood transfusion and/or infection.

Case Report

A five-year-old girl was admitted to our hospital with a four-month history of
asthenia, fever and poor appetite. On physical examination, high fever (38.5 °C)
and tender cervical lymphadenopathy as large as 2 x 2 cm were observed. The
liver was palpable 2 cm below the costal margin. Laboratory findings were as
follows: hemoglobin (Hb) 5.68 g/dL, white blood cell count (WBC) 1 x 10%/L with
95 percent lymphoblasts and thrombocytopenia (200 x 10%L). Bone marrow
aspiration revealed mild hypoceliularity with 80 percent lymphoblasts. According
to the FAB classification, 83 percent of the bone marrow blasts were L, and 17
percent were L, subtype (Fig. 1). Immunohistochemical and immunophenotyping
studies of blasts with sudanblack, periodic-acid Schiff stain and CD,, CD,,, CD,,,

* From the Hematology Unit, Department of Pediatrics Hacettepe University Faculty of
Medicine, Ankara.
** Professor of Pediatrics and Pediatric Hematologist, Hacettepe University Faculty of Medicine.
*** Associate Professor of Pediatrics and Pediatric Hematologist, Hacettepe University Faculty
of Medicine.
"*** Pediatrician, Hacettepe University Faculty of Medicine.









The Turkish Journal of Pediatrics 1996; 38: 231-234

SYSTEMIC LUPUS ERYTHEMATOSUS .
PRESENTING WITH THROMBOCYTOPENIA
Report of a Child with Positive Anticardiolipin Antibodies

[ {444

Giiler Kanra MD™, Giiliz Erdem MD"", Seza Ozen MD
F. Yagsar Anlar MD™™, Nesrin Begbags MD™", Mehmet Ceyhan mMD™"

SUMMARY: Kanra G, Erdem G, Ozen S, Anlar FY, Begbag N, Ceyhan M. (Infectious
Diseases and Nephrology Units, Department of Pediatrics, Hacettepe University Faculty
of Medicine, Ankara, Turkey). Systemic lupus erythematosus presenting with
thrombocytopenia: report of a child with positive anticardiolipin antibodies. Turk J
Pediatr 1996; 38: 231-234.

We report a case of systemic lupus erythematosus Initially presenting with
thrombocytopenia and diagnosed as immune thrombocytopenic purpura. The patient
subsequently developed lymphadenopathy, arthritis and cardiac involvement along
with anticardiolipin antibodies. We would like to emphasize the fact that these
autoantibodies have a role in the pathogenesis of thrombocyte destruction, and that
patients with immune thrombocytopenic purpura should be followed for signs of
systemic lupus erythematosus. Key words: systemic lupus erythematosus,
thrombocytopenia, anticardiolipin antibodies.

Systemic lupus erythematosus (SLE) is a multisystem disease manifesting with
a wide range of autoantibodies. Among these, anticardiolipin antibodies are
gaining popularity in the pathogenesis of a number of systemic manifestations.

Thrombocytopenia is a well recognized feature of SLE and may be the initial
presentation. We report a boy with thrombocytopenia as the initial manifestation
of the disease. We also discuss the relevant role of anticardiolipin antibodies.

Case Report

An 11-year-old boy was admitted with a one-week history of left-sided neck
swelling and a three-week history of fever and arthritis of the knees and ankles.
Seven months previously he had epistaxis and easy bruising. At that time his
thrombocyte counts were 100,000-150,000/mm3, and a diagnosis of immune
thrombocytopenic purpura was made after bone marrow examination. The patient
was treated with intravenous immunoglobulin, and the thrombocytopenia remitted.
His family and personal histories were otherwise unremarkable.

* From the Infectious Diseases and Nephrology Units, Department of Pediatrics, Hacettepe
University Faculty of Medicine, Ankara.

" Professor of Pediatrics, Hacettepe University Faculty of Medicine.
** Research Assistant in Pediatrics, Hacettepe University Faculty of Medicine.
**** Associate Professor of Pediatrics, Hacettepe University Faculty of Medicine.
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The physical examination revealed a temperature of 39.3 °C, and there was tender
erythematous lymph node enlargement in the left submandibular region. A
low-grade systolic murmur was heard in the mitral area, and the liver and spleen
. were palpable one and two centimeters below the respective costal margins.

Pertinent Iaborgtory studies demonstrated a white blood cell count of 2,000/mm3
and hemoglobm of 7.8 g/dl. Thrombocyte counts and biochemical tests including
transaminases, creatinine and blood urea nitrogen were normal. The serum iron
level was low, and the direct Coombs test was negative. Other findings included
a raised erythrocyte. sedimentation rate of 110 mm/hour, decreased early
. complement components including C3: 26.3 mg/dl (normal: 60-120 mg/dl) and
C4: 7 mg/dl (normal: 20-55 mg/dl); increased antinuclear antibodies of 1/160
. and anti-dsDNA titers of 1/163. Both immunoglobulin G and immunoglobulin
M type anticardiolipin antibodies were increased. Echocardiography revealed a
slight pericardial effusion and mitral insufficiency. Lymphadenitis was treated with
ampicillin, and subsequently prednisolone 2 mg/kg/day was started. The lymph
nodes had diminished dramatically in size and the fever had subsided when the
patient was discharged within nine days after the start' of steroid therapy. -

Discussion : _ o 7 _ ‘
- Mild thromboqytopenia such as in our pafieht'has been reborted in 25—50 befdent
of SLE patients. Thrombocytopenia is mainly attributed to the autoantibodies observed
in SLE. Other causes are myeloproliferative disorders, ineffective thrombopoiesis,
abnormal platelet distribution, dilutional effect and abnormal platelet destruction’.

There are several reports of an association between thrombocytopenia and lupus
" anticoagulant in patients with SLE2. Anticardiolipin antibodies including
immunoglobulins of IgG, IgM and IgA classes correlate with the activity of lupus
anticoagulants®. Most, but not all, lupus anticoagulants are anticardiolipin
antibodies. Lupus anticoagulants and anticardiolipin antibodies may mediate
" platelet destruction in some SLE patients by binding and ipteraf:ting with the
phospholipid moiety of platelet membranes®. The true antigenic epitope for lupus
anticoagulant may be an altered lipid structure, guch as the hexagonal phase
of phosphatidyl ethanolamine. Altered phospholipid structures and subsequept
antibody formation to this neoantigen may bg responsuplfa for the th.rorgboembohc
complications observed in patients with antiphospholipid gntlb.od.lejs . Hc?we\{er.
there is minimal evidence that lupus anticoagul_ant apd anticardiolipin antlbc?d.les
(aCL) are able to bind platelet, and their interaction with membre}ne phosphol.lpfds

. nossible because of steric hindrance from glycoprotein anq glycolipids
seems IMp anionic phospholipids are confined to the cytosolic surface®.
:nd bue;a:jfictor was therefore sought and identified as beta-2-glycoprotein |

ser

( lipoprotein H). This cofactor has an affinity for anionic phospholipids and
apoli .
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behaves as a natural anticoagulant?. In patients with SLE, the average prevalence
of the lupus anticoagulant is 34 percent and the prevalence of anticardiolipin
antibodies is 44 percent®8, '

Moderate thrombocytopema is noted in nearly 50 percent of patlents with lupus
anticoagulants, but in many cases it apparently is the result of an underlying
disorder’. It may be the result of platelet sensitization by antibodies attached
to surface phospholipids3. IgM class anticardiolipin antibodies are usually
associated with thrombocytopenia and central nervous system manifestations,
whereas thromboses are most frequently associated with IgG class
antibodies 37, Both IgM and IgG type antibodies were increased in our case.

The triad of antiphospholipid antibodies, thrombosis and fetal loss and other
manifestations, such as thrombocytopenia, autoimmune hemolytic anemia, non-
thrombotic neurological findings and skin findings, left heart valvulopathy and
pulmonary hypertension, have all been considered as a part of antiphospholipid
_ (aPL) syndrome™ 3, Our patient is a secondary aPL syndrome case, since findings
such as thrombocytopenia, left heart valvulopathy and pleural effusion occurred
in the setting of SLE. Thrombocytopenia may also be found without any associated
- autoimmune disease as in primary aPL syndrome; thus, patients presenting with
thrombocytopenia such as our patient must be screened for aPL antibodies,
including anticardiolipin antibodies’. There have also been occasional cases with
a clinical picture of aPL syndrome followed by the development of clinical and
immunological features of SLE8. A history-of immune thrombocytopenic purpura
is usually related to the persistence of IgG class anticardiolipin antibodies. These
patients have milder disease activity when compared with the anncardlohpm
antibody-positive cases in the acute phase of the disease®.

This case is yet another example reinforcing the fact that thrombocytopenia may
be the initial manifestation of SLE; early symptoms of SLE should be looked for
in these cases. Each case with thrombocytopenia of obscure etiology shouid
also be screened for antiphospholipid antibodies. The correlation of anticardiolipin
antibodies and thrombocytopenia suggests that these autoantibodies are indeed
effective in thrombocyte destruction. :
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CONGENITAL CHLORIDE DIARRHEA IN A TURKISH BOY"

Hasan Ozen MD", Nihal Tanriéger MD™

SUMMARY: Ozen H, Tanndger N. (Gastroenterology Unit, Department of Pediatrics,
Hacettepe University Faculty of Medicine, Ankara, Turkey). Congenital chloride diarrhea
‘ in a Turkish boy. Turk J Pediatr 1996; 38: 235-238.

Congenital chloride diarrhea (CCD), first described in 1945, is a rare, autosomal-
recessively inherited disease. It is characterized by chronic, watery diarrhea with a
high fecal chloride concentration, hyponatremia, hypokalemla, and hypochloremic
metabolic alkalosis. In this report, a 7.5-year-old boy with CCD diagnosed by high
fecal chloride concentration is presented. Until now CCD had not been reported from
Turkey, although consanguineous marriages are common. Key words: congenital chioride
diarrhea, stool chloride.

Congenital chloride diarrhea (CCD) was first described by Gamble et al.! and
Darrow? in 1945, when each reported a child with "congenital alkalosis with
diarrhea". CCD is a rare disease with autosomal recessive inheritance3, and is
characterized by life-long secretory diarrhea with a high fecal chioride (CI)
concentration, retarded growth and development and biochemical findings of
hyponatremia, hypokalemia, and hypochloremic metabolic alkalosis®. Watery
diarrhea is present from birth but often goes unnoticed because the fluid in the
diaper is thought to be urine. Thus, many patients may go unrecognized.

Diarrhea in CCD is a consequence of the selective malabsorption of CI, probably
situated at the CI/HCQOj; exchange transport system in the epithelium of the ileum
and colon®8. The effect of this defect is watery diarrhea with a high CI" and a
low HCO; concentration as well as a low pH.

Since its first description, fewer than 100 patients have been reported’. Although
patients have been reported from various countries*”:8, to the best of our
knowledge this is the first case reported from Turkey.

Case Report

The patient was seven years and five months old when the diagnosis of CCD
was made. He was referred to us because of chronic watery diarrhea since birth.
His weight (18.5 kg) and height (117 cm) were both below the 5™ percentile.
At that time, the diagnosis was made by estimating stool electrolytes
(volume 1500 ml/day; Na*: 101 mEg/L; K*: 15.3 mEg/L; and CI: 166 mEq/L).

* From the Gastroenterology Unit, Department of Pediatrics, Hacettepe University Faculty of
Medicine, Ankara.

** Pediatrician, Hacettepe University Faculty of Medicine.
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Reducing substances were absent from the stool, and no pathogens were isolated
on stool culture. The stool pH was 5. The serum aldosterone concentration was
at the upper limit of normal (310 pg/ml; normal 40-310 pg/ml), while the renin
concentration was six times higher than the upper limit of normal (34.3 ng/mi/hour;
normal 1.5-5.7 ng/mi/hour). He had been taking KCI supplements since the age
of six months, and salicylate (25 mg/kg per day) since six years of age.

His history revealed that he was born as a dizygotic twin at 35 weeks of gestation
by cesarean section. His parents were cousins. Prenatal ultrasonographic examination
had revealed distended loops of intestines. His birth weight was 2000 g, appropriate
with his gestational age. His abdomen was large and distended. -He developed
diarrhea during his first day of life, and intravenous electrolyte therapy was initiated.
A plain x-ray of the abdomen showed dilated and distended loops_of intestines.
He had hyperbilirubinemia, and an exchange transfusion was performed. Serum
electrolytes on the fourth day of life were Na*: 128 mEg/L; K*: 5.4 mEq/L; CI': 96
mEg/L; and CO, content 30 mEg/L. Table | demonstrates the biochemical findings
during follow-up until this writing. He was discharged after a two-week hospitalization.
Diarrhea was thought to be due to gastroenteritis, and distended intestinal loops

possibly due to Hirschsprung's disease. o : o

Table It Electrofyte Concentrations (mEq/L) of Serum, Feces and Urine -:

_ Serum - : ' Feces* = = - - Urine

Age - -Na K- C CO, ~-Na-K C -Na K--C
4days. - 128 54 9 30 - - -..- .76 05 _ -
7days 181 26 102 - - .- = .- - =T
6mos. 127 23 62 42 18 25 112 - - 5 °°
85mos.” 118 ~ 3 86 38 - oo oot o o7
3yrs-4mos. 126 2 90 - - =TTl

6 yrs. . 188 37 99 - = = =T el

7 yrs-5 mos. 137 3 .98 - 101 15.3 166 - = very low

* Normal volume and ionic composition of feces in infancy: volume 5-10 ml/kg/day.; Na 22 mEQL;
K 54 mEg/L; Cl 21 mEqL'2, o : )

He was hospitalized two more times during the first three years of life at six and
- 8.5 months of age because of episodes including dehydration, hypoelectrolytemia
including hypochloremia, and metabolic alkalosis. At six months of age, the
diagnosis of Bartter syndrome was made because of high aldosterone
(1800 pg/ml, normal 20-200 pg/ml) and renin (> 25 ng/mi/hour, normal
0.4-3.2 ng/mi/hour) concentrations. During this admission, stool electrolytes were
studied and revealed a high chloride concentration which exceeded the sum of
fecal sodium and potassium. Although it was thought that the patient might have
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CCD at that time, stool electrolyte concentrations were disregarded because of
unreliable laboratory methods. Potassium supplementation was started. The sweat
chloride test was done three times and found to be within normal limits. Electrolytes
studies were not done between hospitalizations. At the age of six years, salicylate
therapy was initiated at a dose of 25 mg/kg per day asa prostaglandm synthetase
inhibitor W|th the dlagnOSIS of Bartter syndrome .

Discussion L e R . :
CCD is characterized by watery diarrhea of intrauterine onset, and the clinical
features of the disease vary with the age of the child* 7. Diarrhea sometimes
cannot be noticed during the neonatal period because the stools in diapers may
be mistaken for urine. Prenatal diagnosis by ultrasonography is possible®. it shows
~ maternal polyhydramnios and distended loops of ileum filled with fluid. Although
polyhydramnlos was not mentioned, our pauent had dilated intestinal loops.

Almost all patients with CCD are born preterm with normal weights and lengths
for gestational age. The prematurity is presumably a consequence of
polyhydramnios’, The abdomen ‘is usually distended. Loops of ileum and colon
are dilated with air and fluid. The distended abdomen may lead to a misdiagnosis
of Hirschsprung's disease“, Our patient was also premature with appropriate weight
for gestational age, and Hirschsprung's disease was the initial diagnosis because
. of the dilated intestinal loops with air. Hyperbilirubinemia has been reported in
68 to 100 percent of patients with CCD* 7. Our patient also had hyperbilirubinemia,
and an exchange transfusion was performed. The cause of hyperbilirubinemia is
not known, although the dehydration may partly contribute to it.

The correct dlagn03|s of CCD can be made when fecal chloride is measured
and exceeds 100 mEg/L in stools and the sum of the Na* and K*
concentrations® 7. Bartter syndrome and cystic fibrosis were ruled out due to the
presence of chronic watery diarrhea and repeated normal sweat chloride
concentrations, respectively. The severity of the electrolyte disturbance depends
on salt intake and the effectiveness of the activation of the renin-aldosterone
system, which invariably occurs, as in our patient>”’.

There is no specific treatment for CCD. Acute attacks should be treated with
intravenous fluid therapy. Oral NaCl (8-10 mEqg/kg per day) and KCI
(2-3 mEq/kg per day) should be prescribed as maintenance therapy* 7- 19, Our
patient was administered 10 mEq/kg per day of NaCl and 3 mEq/kg per day
of KCI. Prostaglandin synthetase inhibitor therapy has been given with the
suggestion that prostaglandins may be involved in stimulating the
renin-aldosterone system in CCD, but the results have been unsuccessful” ',
Although a decline in the plasma renin and aldosterone concentrations was
obtained, the watery diarrhea persisted, similar to our patient.
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The estimated incidences of CCD in Kuwait and Finland are 7.6 and 10 per
100.000 live births, respectively* 7. We can suppose that the incidence of CCD
in Turkey is at least at this level because of the high frequency of consanguineous
marriages. In addition to testing reducing substances in stool, stool electrolytes
must be studied in every neonate with watery diarrhea to rule out CCD. Special
attention should be given to neonates with distended abdomens and dilated
intestinal loops. The morbidity and mortality are highest during the neonatal and
infancy periods, in which the patient cannot regulate water and salt intake. After
the neonatal period, hypokalemia, hypochloremia and metabolic alkalosis are
common but not inevitable. The final diagnostic criterion is the high fecal
concentration of CI" 4. Adequate growth and development depends on adequate
flund and CI supplementation.
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SUMMARY: Ugsel R, Coban A, Metin F, Yiicer G, Ziylan O, Tongug¢ E, Bilge |,

Rouzbeksalah K, Can G. (Department of Pediatrics, istanbul University Faculty of

Medicine, Capa-istanbul, Turkey). The management of renal candidiasis in the newborn.
* Turk J Pediatr 1996; 38: 239-243.

Renal candidiasis in the neonate Is encountered infrequently. We report a newborn
with ichthyosis, who during the hospital course had five episodes of culture-proven
sepsis, probably due to skin lesions. For these infections various antibiotic
combinations were used. During the therapy of the last sepsis attack, unilateral
hydronephrosis developed secondary to renal candidiasis. Percutaneous nephrostomy
with amphotericin B irrigation, coupled with five weeks of intravenous amphotericin
B therapy was successful. We believe that with this approach the mortality and
morblidity of renal candidiasis could be reduced. Key words: renal candidiasis,

percutaneous nephrostomy, ampholericin B.

Candidal infection of the urinary tract is a well-known entity in aduits, but it has
been less well recognized in infants and children. However, with the improved
survival of neonates and the widespread use of broad-spectrum antibiotics and
intravascular catheters, the incidence of systemic and renal candidiasis has
increased’. Involvement of the kidney is usually secondary to generalized systemic
disease, but on occasion the kidney may be the only organ affected?. Herein
we report a case of isolated, obstructive, upper urinary tract candidiasis in which
percutaneous nephrostomy had a major role in the successful management.

Case Report

A 2700 g infant was born vaginally to a 23-year-old woman (gravida 2, para 2)
at 35 weeks of gestation. He was brought to the neonatology unit on day 15
of life with poor sucking. It was reported that the pregnancy and labor had been
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cultures, but candiduria is quite common. Examination of the urinary sediment
revealing yeast as well as candida may be an indication for agressive antifungal
therapy. Urine cultures with colony counts > 15,000/ml reveal significant candida
growth'®. However, despite the severity of renal involvement, only 37 percent of
the infants in one study had positive urine cultures3. This emphasizes the importance
of direct renal access for culture in suspected cases of candidiasis. The simplest
method of obtaining it is by percutaneous puncture. With the widespread availability
of real-time ultrasound, renal candidiasis can be diagnosed and managed earlier'.
Two sonographic patterns may be seen: a dilated collecting system with echogenic
masses (snowballs) within the renal pelvis and/or bladder, or enlarged kidneys
with homogenous echogenity and loss of architecture'?.

The diagnosis is made from the patient's history, the typical ultrasound appearance,
the microscopic finding of mycelium in the urine and appropriate cultures. Therapy
consists of antifungal treatment and percutaneous nephrostomy under sonographic
guidance'. This may not be sufficiently effective in removing the fungal masses,
and surgical revision may be necessary to relieve the obstruction.

Medical therapy presents a difficult problem. It usually includes i.v. amphotericin
B combined with p.o. 5-fluorocytosine, and local irrigation with amphotericin B
(1 mg of amphotericin B per deciliter of normal saline) via percutaneous
nephrostomy tube? 3, Bartone at al.'® suggested that prompt irrigation and guide-
wire manipulation to disintegrate obstructing mycelia may prevent the need for
surgery in some cases. The combination of amphotericin B and 5-fluorocytosine
reduces the development of resistence, and the drugs are believed to act
synergistically. The duration of treatment is usually approximately six weeks, but
no objective data exist regarding the appropriate length of therapy. Another
possible therapy in pelviureteric candidal bezoars is placement of a nephrostomy
tube, shot-term irrigation with amphotericin B and later oral administration of
fluconazole, which is an antifungal agent of triazole class’.

In our patient, the scaling skin lesions led to recurrent infections, and renal
candidiasis probably developed due to long-term antibiotic treatment during these
infections. A nine-day course of drainage and irrigation, and five weeks of i.v.
amphotericin B therapy were successful. This case emphasizes the fact that in
any neonate with a clinical suspicion of renal candidiasis, renal ultrasonography
should be performed to facilitate early diagnosis and treatment of renal fungal
disease. In the presence of obstructive uropathy due to secondary renal
candidiasis, percutaneous nephrostomy drainage should be the initial
management of choice. This provides for renal decompression and amphotericin
B irrigation. Intravenous and local amphotericin B are sufficient in treating renal
candididasis. With this approach, the morbidity and mortality associated with
renal candidiasis will be reduced.
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SUMMARY: Aydogan U, Dindar A, Ayhan Yi, Tanman B, Ertugrul T, Omeroglu R, Cantez
T. (Cardiology Unit, Department of Pediatrics, istanbul University Faculty of Medicine,

_ Gapa, istanbul, Turkey). Transcatheter embolization of a residual congenital coronary
arteriovenous fistula with a detachable balloon, superiority of interventional cardlology?
Turk J Pediatr 1996; 38: 245-251. . .

A ten-year-old girl who presented with a continuous murmur was dlagnosed with a
right coronary to right ventricular fistula with colored Doppler echocardiography and
selective arterlography. She underwent traditional treatment-ligation of the fistula by
sternotomy. Afterwards, the systolic component of the murmur persisted and repeat
arteriography showed a residual shunt through the fistula, with no change In the
diameter of the right coronary artery. We describe the first case in which a residual
fistula was treated with a detachable balloon embolization. Key words: interventional
card/ology. arteriovenous fistula, fistula, coronary fistula.

- Congenital arterlovenous flstulas are uncommon coronary arterial anomalies that
usually cause no symptoms in young patients but are associated with symptoms
and complications in older patients’-2. Early elective ligation is therefore indicated
because of the high incidence of late symptoms and complications. We report
a case in whom a residual fistula between the right coronary artery and the right
ventricle was completely occluded with a detachable balloon after an unsuccessful
surgical ligation procedure.

Case Report

A ten-year-old girl was initially referred at eight years of age for evaluation of
a cardiac murmur. The murmur was continuous and was best heard at the lower
left sternal border. Otherwise she was symptom-free, active and thriving. The
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multichannel fistula can be occluded with one balloon since it assumes an
elongated shape as it expands. An improperly placed balloon, unlike all other
forms of embolization, can be repositioned; test occlusions can be performed
before the final release. In fistulous vascular connections and malformations with
large vessels and high flow, the risk of distal embolism is avoided. Another
advantage of using Haps Emballoon is that it has almost no tail, unlike other
detachable balloons, so the predisposition for thrombosis formation in the feeding
coronary artery itself can be avoided.

There are also disadvantages to the detachable balloon technique, including the
need for a large guiding catheter, the risk of early deflation of the balloon and
inadvertent embolization to other sites. Detachable balloons can be inflated with
either silicone or contrast medium. When a balloon is inflated with silicone,
permanent occlusion results once polymerization has occurred, and this process
is irreversible. Inflating the balloon with contrast medium is safer and reversible,
but there is always a possibility of early deflation, as was seen by direct
radioscopy of our case. Contrast medium must not be used in the coronary fistulas
draining into the left side of the heart. Finally, since this is the first reported case
of successful embolization of a residual coronary fistula after unsuccessful surgical
intervention, this form of therapy must still be regarded as experimental until
more cases are collected before saying that it is superior to surgical ligation.
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" SUMMARY: Hasanoglu A, Biberoglu G, Tamer L. (Department of Pediatrics, Gazi
University Faculty of Medicine, Ankara, Turkey). Gyrate atrophy of the chorold and
retina. Turk J Pediatr 1996; 38: 253-256.

" Gyrate atrophy of the choroid and retina Is characterized by autosomal recessive .
inheritance, progressive chorioretinal atrophy beginning in late childhood, and -
hyperornithinemia with ornithinuria caused by deficient ornithine aminotransferase
activity. In this paper, four patients with gyrate atrophy are described. All patients had
visual impairment, mental retardation, hyperornithinemia, hypolysinemia, ornithinuria
-and lysinuria. The first case had hypermetropic astigmatism In contrast to other
reported gyrate atrophles. :

- These are the first reported cases from Turkey, but gyrate atrophy may not be rare
in Turkey since the frequency of some other metabolic disorders has also been reported
to be high. It is suggested that gyrate atrophy must be considered In all patients with

} chorloretlnal atrophy. Key words: gyrate atrophy, hyperornithinemia.

Gyrate atrophy of the choroid and retina is a rare, autosomal -recessive mhented
form of progressive chorioretinal degeneration beginning in late childhood™®,
A relationship between this disease and increased plasma ornithine levels was
. first reported in 1973, and then it was considered an inborn error of metabolism’,

The major clinical feature is a slowly progressive loss of vision leading to
blindness, usually by the fourth decade of life'. Myopia and decreased night
vision are early symptoms, usually already present in childhood'®. The earliest
ophthalmologic finding is small, yellowish ‘dots’ in the midperiphery of the ocular
fundus, which gradually enlarge to .circular areas of chorioretinal degeneration.
These lesions enlarge and extend toward the posterior pole of the fundus. This
is associated with constriction of visual fields, usually in the second decade of
life. Virtually all patnents develop cataracts ln the late second or third decade

and need surgery'®

More than 100 blochemlcally confirmed cases of gyrate atrophy have been
reported!. Here we report four patients with gyrate atrophy, the first reported
cases in our country.
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SUMMARY: Uc;sel R, Savasgan S, coban A, Metin F, Can G. (Department of Pedlatrlcs,
istanbul University Faculty of Medicine, Capa-istanbul Turkey). Fatal intracranial
hemorrhage in a newborn with factor Vil deficiency. Turk J Pediatr 1996; 38: 257-260.

Factor VIl deficlency Is a rare congenital coagulopathy. Prolonged prothrombin time
with normal partial thromboplastin time indicates factor Vil deficiency. For the definitive
diagnosis, the specific factor Vil level should be investigated. We report a seven-day-
old, male, fuli-term newborn who was admitted with the diagnosis of sepsis.
Hematological tests revealed prolonged prothrombin time and a factor Vil level of five
percent. After antiblotic therapy and fresh frozen plasma replacement his clin_lcal status
improved but the prothrombin time continued to be prolonged. On the 14" day, just
- before the end of antibiotic therapy, the infant died of sudden intracerebral hemorrhage.
in this article, the clinical features and management of factor Vil deficlency are
discussed Key words: factor Vii def iciency, newborn, mlracerebral hemorrhage )

Factor Vil (F VIl) is a vitamin K-dependent glycoprotein, Wthh is essential for
coagulation activation by the extrinsic pathway. Its deficiency is expressed in
different ways and leads to various clinical pictures'3. F VII deficiency, along
.with hemophilia, vitamin K deficiency, disseminated intravascular coagulation and
protein C deficiency, is one of the rare causes for intracranial hemorrhage during
the newborn period*®. Here we report a newborn with F VIl deficiency who
developed fatal mtracramal hemorrhage after therapy for sepsns

Case Report

. A seven-day-old baby boy was brought to the neonatology unit with the complaints
of jaundice, bloody stool and bloody vomiting. He was born vaginally to a
24-year-old mother (gravida 1, para 1) at 38 weeks of gestation. The parents
were wirst cousins. His birth weight was 3100 g (50" - 90" percentile); Apgar
scores were 8 and 10 at 1 and 5 minutes, respectively. The jaundice started
on day three of life, but the baby was brought to the hospital after bloody stool
and vomiting began. The physical examination revealed hypotonia and jaundice.

Laboratory results were as follows: hematocrit 27 percent, white bood cells
8,200/mm?3 (72% neutrophils, 14% band forms, 14% lymphocytes), and
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ASSOCIATION OF XERODERMA PIGMENTOSUM
WITH THROMBASTHENIA
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SUMMARY: Hasanoglu A, Giiciyener K, Tamer L, Garsel T. (Department of Pediatrics,
Gazi University Faculty of Medicine, Ankara, Turkey). Association of xeroderma
pigmentosum with thrombasthenia. Turk J Pediatr 1996; 38: 261-264,

Xeroderma pigmentosum (XP) Is an autosomal recessive disorder characterized by
severe sun-sensitivity, early skin cancers and abnormal DNA repair. XP has a worldwide
distribution with an approximate frequency of 1/250,000. It is classified into nine
complementation groups, and distribution of patients among the varlous groups is
related to ethnic origin.

- . To our knowledge, the association of XP with thrombasthenia has not been reported
perviously; here a 12-year-old girl with this combination is reported. She was first
noted to have skin erythema on exposure to sunlight at the age of six months and
was diagnosed with XP. At the age of one she had the complaints of easy bruising
and epistaxis. A diagnosis of thrombasthenia was made based on the absence of
platelet aggregation response to ADP, collagen and adrenaline and reduced clot
- retraction. In clinical management, oral isotretinoin was given in order to supress tumor -
" formation. Key words: xeroderma pigmentosum, Glanzmann's thrombasthenia.

Xerode}ma pigmentosum (XP) and Glanzmann's thrombasthenia (GT) are two rare,
autosomal-recessive hereditary disorders'®, The typical clinical findings of both
disorders are reported in a 12-year-old girl as the first example of this association.

Case Report .
The patient was the second product of consanguineous parents The pregnancy and
delivery were uneventful, and psychomotor development in the first two years of life
was normal. At the age of six months she suffered from hyperpigmented macules
of the skin in sun-exposed areas. She also had had frequent ecchymosis, epistaxis
and dental bleeding since infancy. A skin biopsy confirmed the diagnosis of XP.

Physical examination revealed hypo/hyperpigmented macules, ecchymosis and
petechiae. Her eyelashes had fallen out with bilateral ectropion, and bilateral
opacities were observed on the lower part of the cornea (Fig. 1). The rest of
. the physical examination revealed no pathology. .
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ASYMMETRIC CRYING FACIES: AN INDEX OF
OTHER MALFORMATIONS
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SUMMARY: Aslan Y, Mocan H, Erduran E, Aynact M, Okten A. (Department of Pediatrics,
Karadeniz Technical University Faculty of Medicine, Trabzon, Turkey). Asymmetric
crying facles: an Index of other malformations. Turk J Pediatr 1996; 38: 271-276.

Congenital hypoplasia or absence of the depressor angull oris muscle Is a minor
congenital anomaly causing asymmetrical crying facies (ACF). The interesting aspect
of this abnormality lies in the frequently assoclated abnormalities. Cardiac, urogenital,
musculoskeletal, respiratory and cervicofaclal defects have been described in cases
with ACF. Therefore it is suggested that ACF can be used as an index of other
congenital malformations. We report three cases with ACF who had varied congenital
anormalles. Key words: asymmeltric crying facies.

An infant whose face appears symmetrical at rest yet whose face is pulled downward
to one side when crying is said to have *asymmetrical crying facies (ACF)"!. The
cause of the facial asymmetry in this disorder is congenital absence or hypoplasia
of the depressor anguli oris muscle (DAOM) at the corner of the mouth?5,

A variety of anomalies have been observed in patients with ACF'. Therefore it
is suggested that ACF can be used as an index of other congenital anomalies’.
We report here three infants who were referred for evaluation of ACF and were
investigated for other congenital anomalies.

Case Reports

Case 1

A 12-month-old female infant was referred to our clinic for evaluation of a striking
asymmetry on the left corner of the mouth when crying, as well as intermittent
cyanosis. She was the seventh baby of this mother following a full-term
uncomplicated gestation, labor and delivery. She weighed 3400 g at birth, and
no neonatal complications had been recognized. Her motor and mental
development had been normal, and her parents and siblings were healthy.
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KLIPPEL - TRENAUNAY - WEBER
SYNDROME WITH HEMIMEGALENCEPHALY

Report of a Case

Faruk Alpay MD", A.Emin Kiirekgi MD™
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- SUMMARY: Alpay F, Kirekgl AE, Giinesli S, Gokgay E. (Department of Pediatrics, Gllhane
>. Military Medical Academy, Ankara, Turkey). Klippel-Trenaunay-Weber syndrome with
. hemimegalencephaly: report of a case. Turk J Pediatr 1996; 38: 277-280.

A case of Klippel-Trenaunay-Weber Syndrome (KTWS) In a 2.5-year-old girl with

congenital hemihypertrophy, nevus flammeus and liver hemangloma Iis presented. In

- addition, this report describes the rare association of hemimegalencephaly with KTWS.

_-. - Key words: hemihypertrophy, nevus flammeus, Klippel-Trenaunay-Weber syndrome,
" hemimegalencephaly.

The syndrome: of a macular vascular nevus (nevus flammeus), bony and soft
tissue hypertrophy, and venous varicosities was described in 1900 by Klippel
and Trenaunay'. Weber? added another component, arteriovenous fistula, in 1907.
These findings are also present in the clinical presentations of several other
syndromes (Beckwith-Wiedeman, Silver-Russel, Sturge-Weber, Rubinstein-Taybi,
Cobbs, etc.) and malignancies (Wilms' tumor, hepatoblastoma, etc.)34,
" Hemimegalencephaly, or unilateral megalencephaly, is caused by abnormal
neuronal proliferation and migration during the second trimester, and results in
overgrowth and secondary polymicrogyria of one cerebral hemisphere. The
association of this entity with Klippel-Trenaunay-Weber syndrome (KTWS) is
extremely rare. Cerebral and cerebellar hemihypertrophy have been reported
previously®, but magnetic resonance imaging (MRI) was not done in that case.
We present a case of KTWS and her striking MRI findings with

hemimegalencephaly.

Case Report

A 2.5-year-old girl was admltted to Gulhane Military Medlcal Academy Hospital
with the findings of anemia, cervical lymphadenitis, macrosomic appearance,
- hemihypertrophy involving the left upper and lower extremities, nevus flammeus
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To The Editor

Rice for Diarrhea

Drs. Yurdakék and Yalgin have shown once more the positive effect of rice in
the treatment of diarrhea in their recent paper in the Journal (1995; 37: 315-321).

The authors discussed very wisely how rice-ORS is more effective than simple
ORS. | would like to add that rice may also inhibit cAMP of intestinal crypt
epithelium, which is one of the main factors in secretory diarrhea. This issue was
mentioned recently in Yeni Tip Dergisi (1995; 12: 328). . ‘

Dr. Sinasi OZSOYLU
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