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VERTICAL BANDED GASTROPLASTY
TREATMENT OF OBESE PATIENTS WITH
METABOLIC SYNDROME - HORMONAL AND
METABOLIC ASPECTS
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Introduction: The global epidemic of cardiovascular
disease is closely associated with an increased preva-
lence of insulin resistance syndrome and type 2 diabe-
tes mellitus due to excess body weight and sedentary life-
styles. The development of the metabolic syndrome, the
complex set of risk factors including glucose intoleran-
ce, hyperinsulinemia, hypertension, dyslipidemia drama-
tically heightens cardiovascular risk. The cells of the
human fat tissue are able to produce several hormonal
factors important in the development and severity of the
clinical outcome of the metabolic syndrome. Some of the
factors are: adiponectin, resistin and leptin. At present,
bariatric surgery is the most effective method to achieve
major goal in obesity treatment, long-term weight loss. It
was documented that postsurgical weight loss improves
almost all obesity-related comorbidities.

The aim of the study: was to evaluate some hormo-
nal and metabolic parameters of metabolic syndrome
in obese patients for three months after vertical banded
gastroplasty.

Material and methods: Seven males and two females
aged from 28 to 49 years (38.2+3.4) with long lasting
simple obesity and the presence of metabolic syndrome
were studied before and three months after vertical
banded gastroplasty. Blood serum leptin (DSL, USA
kits), adiponectin and resistin (R & D Systems kits, USA)
concentrations before and after treatment were evalu-
ated by ELISA and insulin (IRI) by MEIA (Abbott, USA)
methods. The serum concentrations of total cholesterol
(TCH), HDL-cholesterol (HDL), LDL-cholesterol (LDL),
triglycerides (TG), and blood sugar (BS) were performed
too. Also, systolic (RR-S) and diastolic (RR-D) blood pres-
sure was measured as well as body mass index (BMI) and
insulin resistance index (HOMA-IR) were calculated.

Results: Three months after surgical treatment the values
of BMI (42.84+3.47 vs. 35.52+2.15), HOMA-IR (2.38+0.42
vs. 1.26+0.28), RR-S (147+94 vs. 124+8.7 mm Hg), RR-D
(96+7 4 vs. 79+7.1 mm Hg), and the blood concentrations of
leptin (68.02+5.63 vs. 39.18+9.60 ng/ml), IRI (11.66+2.39 vs.
7.18+1.50 pU/ml), and glucose (84.0+3.3 vs. 80.0+3.3 mg/
dl) concentrations decreased significantly (p<0.05). We did
not observe any significant differences in lipid profile (TCH:
196.20+15.44 vs. 184.80+17.68 mg/dl; LDL: 125.80+10.68 vs.
119.80+14.68 mg/dl; HDL: 45.40+3.85 vs. 45.00+3.66 mg/
dl; TG:130.00+19.98 vs. 115.00+19.79 mg/dl), blood levels
of adiponectin (8.62+2.82 vs. 11.16+3.48 nug/ml) and resistin
(21.93+2.42 vs. 23.43+2.52 ng/ml) after treatment.

Conclusion: Vertical banded gastroplasty is a valuable
method in treatment of obese subjects with the metabo-
lic syndrome.
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GENETYCZNE UWARUNKOWANIA
NIEPEODNOSCI

Blazej Meczekalski, Alina Warenik-Szymankiewicz

Katedra i Klinika Endokrynologii Ginekologicznej Akademii
Medycznej w Poznaniu

Pomimo bardzo dynamicznego rozwoju medycyny
rozrodu nieplodnos¢ stanowi bardzo istotny problem
Kliniczny. Dotyczy ona 15% par. Nieptodnos¢ o niewy-
jasnionej etiologii stanowi 17-20% wszystkich przyczyn
nieplodnosci. Uwaza sig, Ze nieptodnosc idiopatyczna ma
przede wszystkim podloze genetyczne.

Bardzo istotne znaczenie majq mutacje poszczegdlnych
genéw prowadzace do nieplodnosci. Mutacje wymie-
nionych genéw mozna zaklasyfikowa¢ do 4 kompart-
mentéw: I podwzgérzowy, II przysadkowy, II gonadal-
ny, IV drég wyprowadzajacych. W obrebie podwzgé-
rza istotne znaczenie majg mutacje w zakresie genu KAL
1, AHC i LEP. Mutacja w obrebie genu Kal 1 jest odpo-
wiedzialna za idiopatyczny hipogonadyzm hipogona-
dotropowy z towarzyszaca anosmia. Mutacja w obrebie
genu AHC (adrenal hypoplasia congenita) prowadzi do
hipogonadyzmu hipogonadotropowego. Z kolei mutacja
w obrebie receptora Lep (leptyny) prowadzi do fenotypu
z otylosciq i hipogonadyzmem hipogonadotropowym.
W obrebie kompartmentu przysadki bardzo istotne
znaczenie w aspekcie zaburzeni plodnosci majg mutacje
nastepujacych gené6w: GnRHR (gen kodujacy receptor dla
GnRH), FSHbeta (gen kodujacy podjednostke beta FSH),
LHbeta (gen kodujacy podjednostke beta LH, PROP1). Do
zaburzen genetycznych w zakresie kompartmentu gonad
nalezy zaliczy¢: zaburzenia chromosomalne (chromosom
X, delecje chromosomu X, translokacje chromosomu X),
zaburzenia pojedynczego genu w obrebie chromosomu X
(gen diaphanous, gen FMRI1, gen SRY), zaburzenia auto-
somalne (FSHR, gen receptora FSH, LHCG gen receptora
LH, geny kodujace enzymy steroidowe, gen GALT, gen
FOX2, gen SOX9). Do genéw drég wyprowadzajacych,
ktérych mutacje maja zwigzek z nieplodnoscia naleza gen
Ar (receptora androgenowego), gen HOXA 13.

Obecnie znana jest stosunkowo mata liczba mutacji
genéw powodujacych nieptodnosé. Dalsze intensywne
badania genetyczne w zakresie medycyny rozrodu
powinny przyczynic si¢ do lepszego poznania przyczyn
nieptodnosci idiopatycznej.

GENETIC DETERMINATIONS OF FEMALE
INFERTILITY
Blazej Mgczekalski, Alina Warenik-Szymankiewicz

Department of Gynecological Endocrinology, Poznan University of
Medical Sciences
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Despite of important progress in reproductive medine
infertility is important clinical problem. It concerns 15%
of couples. Idiopathic infertility accounts for approxi-
mately 17-20% of all causes of infertility and probably is
mainly associated with genetic disorders. The mutation of
different genes may lead to infertility. Mutations of these
genes can be classified into 4 compartments: I — hypo-
thalamic, II - pituitary, III — gonadal, IV — outflow tract.
Regarding hypothalamus following genes are important:
KAL1, AHC, LEP. KAL1 mutations is responsible for
hypogonadotropic hypogonadism with anosmia. Muta-
tion in LEP gene (leptin) leads to obesity and hypogo-
nadotropic hypogonadism. The pituitary compartment
represents the mutations in following genes: GnRHR,
FSHbeta, LHbeta, PROP1.

Genetic disorders which lead to infertility include chro-
mosomal disorders (chromosome X deletion, transloca-
tion), disorders within single gene of chromosome X (dia-
phanous gene, FMR1 gene, SRY gene), autosomal disor-
ders (FSHR, GALT, FOX2, SOX9).

Androgen receptor gene and HOXA 13 gene are classified
to outflow tract compartment. Further intensive reaserch
in this field is required.

Doniesienia ustne
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PRZEDWCZESNE ZARASTANIE I
SKLEROTYZACJA SZWU WIENCOWEGO
U CHORYCH NA ZESPOL KLINEFELTERA

Jerzy Kosowicz, Maciej Owecki, Ziad El Ali

Katedra i Klinika Endokrynologii, Przemiany Materii i Choréb
Wewnetrznych Akademii Medycznej im. K. Marcinkowskiego
w Poznaniu

Wstep. U chorych z zespolem Klinefeltera (ZK) czesto
wystepuja zaburzenia charakterologiczne, trudnosci
w nauce szkolnej i uzyskaniu odpowiedniego wyksztalce-
nia; niekiedy chorzy maja obnizony wskaznik inteligengji.
Nasze wczesniejsze badania radiologiczne czaszki w tym
zespole wykryly skrécenie fossa cranii anterior i zmniejsze-
nie kata podstawy czaszki.

Celem pracy bylo zbadanie czy zmniejszona sprawnosé
umystowa w ZK ma odbicie w uksztattowaniu neurocra-
nium, poniewaz wzrost i ksztalt kosci pokrywy czaszki
dostosowuje sie cisle do objetosci i rozwoju mézgu.

Material i metody. Badania objely 45 chorych w wieku
16 do 47 lat z typowymi objawami ZK i kariotypem
47 XXY. Objawy kliniczne obejmowaly hipogonadyzm,
male, twarde jadra, wydluzone koriczyny dolne i w
czesci przypadkéw ginekomastie. Poziom FSH w suro-
wicy byt znacznie podwyzszony, poziom LH nieznacz-
nie podwyzszony, stezenie testosteronu zwykle na dolnej
granicy normy. U chorych wykonano zdjecia radiolo-
giczne czaszki w rzucie czolowym i bocznym.

Wyniki. Radiogramy czaszki w rzucie bocznym wykazaty
zmiany w kosciach pokrywy czaszki. Blaszka zewnetrzna
byla ostro zarysowana, natomiast blaszka wewnetrzna
kosci pokrywy u 21 chorych wykazywala nieréwno-
$ci, przerwanie ciaglosci lub wpuklenia w kierunku

blaszki zewnetrznej 1.5 do 3 cm dlugosci. Zmiany te
byly zlokalizowane w punkcie bregma, w miejscu styku
kosci czolowej i ciemieniowej, w dziecifistwie zajmowa-
nym przez fontanella maior, lub w bliskosci tego punktu
w kosci ciemieniowej. Grubosci kosci pokrywy w miejscu
wpuklenia blaszki wewnetrznej malala z normalnej 6-
11mm do 2-3mm. U 18 z 31 chorych w wieku 18 do 29
lat szew wienicowy byl niewidoczny, co wskazywalo na
przedwczesne jego zarastanie, ktére fizjologicznie zacho-
dzi miedzy 30 a 40 rokiem zycia. U 17 chorych szew wieri-
cowy wykazywal sklerotyzacje (nadmierne uwapnienie)
w pars bregmatica i pars complicata, wyjatkowo tylko obej-
mujac pars temporalis. U 7 chorych szew wiericowy byt
poszerzony ponad 10mm i silnie sklerotyczny. Zdjecia
czolowe czaszki ujawnity w polowie przypadkéw splasz-
czenie okolic skroniowych i zmniejszona maksymalna
szerokos¢ czaszki.

Whioski. W zespole Klinefeltera wystepuja czesto sklero-
tyzacja i przedwczesne zarastanie szwu wiericowego oraz
nieréwnosci blaszki wewnetrznej kosci czotowej i ciemie-
niowej. Jest to zapewne wynikiem 2 czynnikéw, zmniej-
szenia kata podstawy czaszki i mniejszej objetosci ptatow
czolowych i skroniowych, co prowadzi do zaburzonego
zrostu kosci czolowej i ciemieniowej w miejscu szwu
wiericowego.

PREMATURE FUSION AND EXCESSIVE
CALCIFICATION OF CORONAL SUTURE IN
PATIENTS WITH KLINEFELTER SYNDROME

Jerzy Kosowicz, Maciej Owecki, Ziad El Ali

Department of Endocrinology and Metabolism, Medical
University, Poznan, Poland

Introduction. Patients with Klinefelter syndrome (KS)
frequently have behavioural problems, learning difficul-
ties and a lowered IQ. In our earlier studies of skull radio-
graphs in KS we have found a shortening of the anterior
cranial fossa and a reduction of the cranial base angle.

The aim of our studies was to investigate whether the
deficient mental ability is or is not associated with neuro-
cranial abnormalities as it is well known that the cranial
bones adpt themselves to the brain growth and develop-
ment.

Material and methods. Our studies comprised 45 patients
with typical signs of KS and a 47,XXY karyotype. Clinical
manifestations included hypogonadism, small and firm
testes, elongated lower extremities and frequently gyna-
ecomastia. Serum FSH concentrations were markedly
elevated, serum LH moderately high and serum testoste-
rone usually in the low-normal range. In all patients skull
radiographs were taken in the frontal and lateral projec-
tion.

Results. Abnormalities of the cranial vault on lateral
skull radiographs of KS patients were found. The lamina
externa was clearly defined whereas in 21 patients the
lamina interna of the calvaria displayed locally an uneven
or disrupted outline with protrusion of the lamina interna
into the lamina externa direction. This anomalies were 1.5
to 3 cm in length and were localized at the bregma, a site
where the frontal and parietal bones meet (where in child-
chood the fontanella maior is present) or in the parietal
bone in the proximity of the bregma. The thickness of the
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parietal bone at the site of the lamina interna bulging was
reduced from the normal 6 to 11 mm to 2-3 mm. In 18 of
31 patients, aged 18 to 29, the frontal suture was invisible,
that indicated a premature obliteration which normally
occurs between the ages of 30 to 40 years. In 17 patients
the coronal suture was excessively calcified in the breg-
matic and complicated parts, exceptionally involving also
the temporal part. In 7 patients the coronal suture was
of increased width above 10 mm and strongly calcified.
Frontal radiographs of the skull revealed a flattening of
the temporal regions and a reduction of the maximum
skull width.

Conclusions. In patients with Klinefelter syndrome on
skull radiographs premature obliteration and exces-
sive calcification of the coronal suture and anomalous
protrusion of the lamina interna at the bregma are frequ-
ently found. The probable cause of these anomalies are
2 factors: a diminished cranial base angle and smaller
volumes of frontal and temporal lobes that lead to incom-
patible fusion of frontal and parietal bones in coronal
suture.
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SUBIEKTYWNA I OBIEKTYWNA OCENA
SEUCHU U PACJENTEK Z ZESPOLEM
TURNERA

Wikiera Beata, Gawron Wojciech*, Noczyiiska
Anna, Pospiech Lucyna*, Orendorz-Frgczkowska
Krystyna*.

Klinika Endokrynologii I Diabetologii Wieku Rozwojowego

Akademii Medycznej, Wroctaw
*Klinika Laryngologii Akademii Medycznej, Wroctaw.

W zespole Turnera (ZT) opisywano niedostuch, anomalie
rozwojowe malzowin usznych oraz nawracajace infekcje
ucha srodkowego. W wiekszosci doniesieni stuch oceniany
byt subiektywnie, przy uzyciu audiometrii tonalnej.

Celem naszej pracy byla subiektywna i obiektywna ocena
stuchu pacjentek z ZT oraz badanie zaleznosci od geno-
typu.

Pacjentki i metoda. Grupe badang stanowily 34 dziew-
czeta (68 uszu) z ZT w wieku od 2 do 21 lat (§rednio 14,2).
Na podstawie kariotypu wyodrebniono grupe 19 dziew-
czat z monosomia X oraz 15 dziewczat z mozaicyzmem.
U kazdej pacjentki przeprowadzano wywiad dotyczacy
infekcji uszu oraz zaburzen stuchu, nastepnie audio-
metrie tonalng, tympanometri¢, emisje otoakustyczna
(distorsion products otoacoustic emissions, DPOAE),
badano potencjaly stuchowe wywolane z pnia mézgu
(brain-stem auditory evoked potentials, BAEP).

Wyniki. Nawracajace zapalenie ucha srodkowego zgla-
szalo 10 pacjentek (27%), u jednej z nich stwierdzono
przewlekle zapalenie ucha srodkowego. Tylko 5 dziew-
czat (14,7%) zauwazylo pogorszenie stuchu, ale Zzadna
nie uzywala aparatu stuchowego. Nieprawidlowa audio-
metria tonalna dotyczyla 37 (54%) uszu; w 12 (17,6%)
uszach byl to niedostuch przewodzeniowy, w 6 (8,82%) o
charakterze mieszanym, a w 19 (28%) odbiorczy. Tympa-
nometria byla nieprawidlowa, podobnie jak w przewle-
klych zaburzeniach przewodnictwa, w 15 (22%) uszach.
Réznego typu zaburzenia stwierdzono w DPOAE w 32
(47%) uszach. Odpowiadaly one zwykle wynikom audio-
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metrii tonalnej. Nieprawidtowy wynik BAEP dotyczyt 39
(57,3%) uszu: odnotowano wydltuzenie latencji I fali w 21
(30,8%) uszach oraz wydluzenie latencji wszystkich fal
w 18 (26,8%) uszach. Badanie zaleznosci zaburzeri od
kariotypu pacjentek nie wykazalo istotnych réznic
pomiedzy grupa z monosomia X, a grupa z mozaicy-
zmem komoérkowym.

Whioski. U pacjentek z ZT wystepuje predyspozycja do
zaburzen stuchu. Niedostuch w tym zespole zwykle nie
jest klinicznie jawny, co podkresla znaczenie wczesnego
badania oraz dalszego monitorowania stuchu.

SUBJECTIVE AND OBJECTIVE EVALUATION
OF HEARING IN PATIENTS WITH TURNER'S
SYNDROME

Wikiera Beata, Gawron Wojciech*, Noczytiska
Amnna, Pospiech Lucyna*, Orendorz-Frqczkowska
Krystyna*®.

Department of Endocrinology and Diabetology for Children and

Adolescents, Medical University, Wroclaw
*ENT Department, Medical University, Wroclaw.

Sensorineural hearing loss, aurical anomalies as well as
recurrent middle ear infections are reported in patients
with Turner’s syndrome (TS). In most of the reports
hearing is evaluated subjectively with the use of pure
tone audiometry.

The aim of the work was a subjective and objective evalu-
ation of hearing in relation to genotype in patients with
TS.

Patiens and methods. The study group consisted of 34
girls (68 ears) aged from 2 to 21 years (14,2 on av.). Kary-
otypes of the patients were grouped into two categories:
19 girls with monosomy X and 15 girls having a mosa-
icism. Detailed medical history concerning any ear and
hearing problems was collected. Pure tone audiome-
try, tympanometry, otoacoustic emissions (distorsion
products otoacoustic emissions, DPOAE), brain-stem
auditory evoked potentials (BAEP) were performed in
each case.

Results. In the history 10 patients (27%) complained
about recurrent otitis media, there was chronic otitis
media in one case. Only 5 patients (14.7%) complained
about hearing deterioration, none of them used hearing
aids. Pure tone audiometry was improper in 37 (54%)
ears; there was conductive hearing loss in 12 (17.6%),
mixed hearing loss in 6 (8,82%) and sensorineural one in
19 (28%) ears. As for the chronic conductive disturban-
ces the tympanometry was improper in 15 (22%) ears.
There were disturbances of different type in DPOAE in 32
(47%) ears, the findings usually corresponded to the pure
tone audiometry. BAEP were improper in 39 (57.3%) ears:
there was elongation of the I peak latency in 21 (30.8%)
and elongation of the all peaks latencies in 18 (26.8%)
ears. No significant differences were found between the
subgroups of girls with different karyotypes.

Conclusions. We conclude that patients with TS present
certain predisposition to hearing impairment. Hearing
loss and ear problems in TS are usually not apparent clini-
cally; this fact emphasises the importance of early evalu-
ation and further monitoring of hearing in such patients.
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ZABURZENIA GOSPODARKI LIPIDOWE]
W ZESPOLE TURNERA

Wikiera Beata, Barg Ewa, Glgb Ewa, Basiak
Aleksander

Klinika Endokrynologii i Diabetologii Wieku Rozwojowego AM
we Wroctawiu

W zespole Turnera czesciej wystepuja choroby ukladu
krazenia. Znanym czynnikiem ryzyka choroby niedo-
krwiennej serca sa zaburzenia metabolizmu lipidéw.

Celem pracy bylta ocena zaburzen lipidowych, szczegdl-
nie lipoproteiny (a) (Lp(a)) wsréd pacjentek z zespolem
Turnera.

Pacjentki i metoda: Badang grupe stanowilo 65 dziew-
czat z zespolem Turnera bez Kklinicznych objawéw
dysfunkdji tarczycy oraz cukrzycy. Sredni wiek badanych
wynosit 12.45+5,03 (2 - 21) lat. Monosomie chromosomu X
stwierdzono u 60% badanych, mozaicyzm u 30,8%, aber-
racje strukturalne u 9,2%. Wiekszos¢ (59,7%) byla leczona
hormonem wzrostu w trakcie badania, 17,5% ukoriczyla
leczenie, 22,8% jeszcze go nie rozpoczeta. Okreslano
wzrost, mase ciala, BMI, stezenie Lp(a), cholesterolu, tréj-
glicerydéw, FT,, TSH, insuliny, IGF,, FSH, estradiolu.

Wyniki: Wszystkie pacjentki mialy prawidlowy poziom
hormonéw tarczycy. Stwierdzono dodatnie korelacje
pomiedzy poziomami Lp(a) i cholesterolu (r = 0,37), Lp(a)
i LDL (r = 0,48), natomiast nie wystepowaly zaleznosci
Lp(a) z innymi badanymi parametrami. Poziom Lp(a)
nie wykazywat zaleznosci od kariotypu. Pacjentki przed
rozpoczeciem leczenia GH mialy najwyzsze stezenie
Lp(a), zas najnizsze wystepowalo u dziewczat po zakon-
czeniu leczenia, jednak bez istotnych réznic statystycz-
nych. Poréwnanie grupy pacjentek z wysokim poziomem
Lp(a) tj. > 35 mg/dl (n = 12) oraz niskim tj. <5 mg/dl (n
=29) nie wykazalo réznic odnosnie wieku, wzrostu, BMI,
IGF,, insuliny. Jedynie stezenie LDL bylo istotnie wyzsze
w pierwszej grupie (p=0,036).

Whioski. Wysokie stezenie Lp(a) wystepujace u czesci
dziewczat z zespolem Turnera moze prowadzi¢ do
rozwoju procesu miazdzycowego. Kariotyp ani parame-
try auxologiczne nie maja wplywu na poziom Lp(a), nato-
miast leczenie hormonem wzrostu obniza go i przez to
moze dzialaé protekcyjnie na uklad sercowo-naczyniowy.
Pozostaje nieznany czynnik powodujacy wzrost Lp(a).

LIPID DISTURBANCES IN PATIENTS WITH
TURNER’S SYNDROME

Wikiera Beata, Barg Ewa, Glgb Ewa, Basiak
Aleksander

Department of Endocrinogy and Diabetology for Children and
Adolescents. Wroctaw.

Women with Turner syndrome (TS) more frequently
develop cardiovascular disease. Abnormal lipid meta-
bolism is a well known risk factor for ischemic heart
disease.

The aim of the study was to evaluate serum lipid abnor-
malities, particularly lipoprotein (a) (Lp(a)) in patients
with TS.

Patients and method: The study group consisted of 65
girls with TS without clinical signs of thyroid dysfunc-
tion or diabetes mellitus. The mean age was 12.45+5,03 (2
- 21) years. X chromosome monosomy was found in 60%,
mosaicism in 30.8%, structural aberration in 9.2% of the
patients. Most of them (59.7%) received GH treatment,
17.5 finished treatment prior to the study, 22.8% didn’t
start it yet. Height, weight, BMI, Lp(a), cholesterol, trigly-
cerides, free thyroxin, TSH, insulin, IGF,, FSH, estradiol
were determined.

Results: Thyroid hormones values were within normal
ranges in all the patiens. There was a correlation between
Lp(a) and cholesterol (r = 0.37) and Lp(a) and LDL (r =
0.48), but not the age, BMI and other parameters. There
were no significant differences in Lp(a) levels between
groups of patients with different karyotypes. The highest
Lp(a) level was observed in patients before GH treat-
ment, the lowest after finishing the treatment but without
a statistical significance. We compared the groups of
patients with high Lp(a) level (>35 mg/dl) (n = 12) to low
Lp(a) level (<5 mg/dl) (n = 29), but didn’t find any diffe-
rence in age, height, BMI, IGF,, insulin level. Only LDL
concentration was significantly higher in the first group
(p = 0.036).

Conclusions. High Lp(a) concentration occurs in young
patients with TS and could lead to atherosclerotic process
development. Lp(a) level does not seem to be influences
by karyotype. It is also independent of auxological para-
meters. GH therapy reduces Lp(a) and thus is protective
for ischemic heart disease. This effect appears to be susta-
ined by estrogen administration in later life. The factor
causing Lp(a) rise has not been determined.
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ZASTOSOWANIE FARMAKOLOGICZNE]
PROFILAKTYKI OSTEOPOROZY U
DZIEWCZAT Z JADLOWSTRETEM
PSYCHICZNYM

Roztoczytiska D.!, Dziatkowiak H., Starzyk J.,
Czerwiriski E.?
! Klinika Endokrynologii Dzieci i Mlodziezy Polsko-Amerykariski

Instytut Pediatrii C.M.U]J., Krakéw
2 Krakowskie Centrum Medyczne, Kopernika 30, Krakéw

Celem pracy jest ocena wplywu suplementacji prepara-
téw wapnia i witaminy D, oraz cyklicznej estrogenowo-
progesteronowej terapii zastepczej u dziewczat z jadio-
wstretem psychicznym.

Material: analizowano 36 dziewczat z J.P. w wieku
srednio 15,3 lat. W chwili rozpoczecia obserwacji jedna
z dziewczat miesigczkowala, u 8 nie wystapila pierw-
sza miesigczka, u 27 rozpoznano wtérny brak miesigczki
trwajacy $rednio 11,14 miesiecy. Wskaznik masy ciata
(BMI) wynosit srednio 15,95 kg/m?, trzyletni okres obser-
wacji zakoniczyly 33 dziewczeta. Wyodrebniono dwie
grupy dziewczat: grupe I (n=16), ktéra nie wymagala
farmakologicznego leczenia osteoporozy oraz grupe II
(n=20), ktéra otrzymala farmakologiczne leczenie oste-
oporozy.

Metody: U wszystkich chorych przed leczeniem oraz co
6 miesiecy wykonywano badanie przedmiotowe oraz
pomiary antropometryczne. Co 12 miesiecy oceniono
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gestos¢ mineralng kregostupa w odcinku L-L, (DEXA,
Lunar DPX - IQ). Co 6 miesiecy pobierano krew w celu
wykonania badaii hormonalnych i biochemicznych.
W surowicy oznaczono stezenie estradiolu, LH, FSH,
PTH, IGF-I oraz kortyzolu, w moczu dobowym stezenie
kortyzolu. Badania biochemiczne stuzyly do oceny prze-
miany wapniowo-fosforanowej. Wszystkie dziewczeta
byly leczone dietetycznie i psychologicznie. U dziew-
czat z prawidlowa gestoscig mineralng kosci nie stoso-
wano farmakologicznego leczenia osteoporozy (grupa I).
U dziewczat z niskg gestosciag mineralng kosci, zastoso-
wano suplementacje preparatéw wapnia i witaminy D,,
a w przypadku wtérnego braku miesiaczki trwajacego 12
miesiecy, hormonalna terapie zastepcza (grupa II).

Wyniki: Dziewczeta, w grupie I byly mlodsze, mialy
krétszy czas trwania braku miesigczki i wyzsze warto-
$ci wskaznika Z_ , mimo to po zakoriczeniu leczenia
obnizyly gestos¢ mineralng kosci. Natomiast dziewczeta
w grupie II byly starsze i pomimo nizszych poczatkowo
wartoéci Z_ = oraz dluzszego czasu trwania wtérnego
braku miesigczki poprawily gestos¢ mineralng kosci.
Analiza wynikéw badan u wszystkich chorych wykazala,
ze czynnikiem decydujacym o gestosci mineralnej kosci
u chorych na J.P. jest czas trwania braku miesigczki.

Whioski: Skrécenie czasu trwania wtérnego braku
miesigczki, suplementacja preparatéw wapnia i witaminy
D,, jak réwniez leczenie hormonalne decydujq o popra-
wie gestosci mineralnej kosci u chorych z J.P.

Stowa kluczowe: anorexia nervosa, osteoporoza

OSTEOPOROSIS PHARMACOLOGICAL
PREVENTION IN GIRLS WITH ANOREXIA
NERVOSA

Roztoczysiska D.', Dziatkowiak H., Starzyk ],

Czerwiriski E2

! Department of Pediatric Endocriynology Polish-American
Children Hospital Jagiellonian University Collegium Medicum

Cracow
2 Medical Center Cracow, Poland

The aim of this study is an analysis of factors determining
mineral bone density, such as body mass index (BMI)
duration of secondary amenorrhea, Calcium, Vitamin
D, supplementation and cyclic estrogen-progesterone
therapy in girls with anorexia nervosa.

Material: The analysis included 36 anorectic girls at the
mean age of 15.3 years. The mean body mass index was
15.95 kg/m?. Of this group, at the beginning of the obse-
rvation peroid, one patient still menstruated despite her
body mass loss, eight girls were pre-menarche, and the
remaining 27 patients has secondary amenorrhea of the
mean duration of 11.14 months. The 3-year observation
period was accomplished in 33 girls. All the patients was
subjected to dietary treatment and psychotherapy. In 20
patients additional pharmacotherapy of osteporosis was
introduced Calcium and vitamin D, preparations; girls
with secondary amenorrhea persisting for 6-12 months
received cyclic estrogen-progesterone  substitution
therapy. Those patients were further divided into two
subgroups: Group I (n=16) — patients without pharmaco-
therapy of osteoporosis, and group II (n=20) — patients on
pharmacotherapy.
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Methods: Physical examination for BMI evaluation, labo-
ratory and hormonal tests was performed every 6 months.
Calcium-phosphate and bone metabolism were asses-
sed in all the patients based on analysis of PTH and alka-
line phosphatase levels, serum calcium and phosphorus,
24-hour calciuria, as well as the values of osteogenesis and
bone resorption markers. Hormonal tests included: estra-
diol, LH, FSH, IGF-I and cortisol serum levels, and corti-
sol in 24 hours urine collection. Bone mineral density was
determined in all the girls prior to follow-up and during the
3-year therapy. Spine densitometry in the AP projection was
performed every 12 months, using Lunar unit. The follo-
wing indices were assessed: BMD, BMC, BMAD and Z

Results: At the beginning of the follow-up and in subse-
quent years, no significant differences in biochemical and
hormonal parameters were found between subgroups.
On the other hand, differences were noted with respect to
treatment. In girls without pharmacotherapy for osteopo-
rosis (I), which were significantly younger, with a shorter
duration of secondary amenorrhea and with initially higher
bone mineral density, the value of Z_... decreased in three
consecutive years of therapy. Girls on pharmacotherapy
for osteoporosis (II) were significantly older and — despite
their significantly longer duration of secondary amenorr-
hea and lower Z_  values — an increase in their mineral
bone density was noted after three years of treatment.

score”

Conclusion. Bone density in anorectic patients depends
chiefly on the duration of secondary amenorrhea. Calcium
and vitamin D, supplementation, as well as cyclic estro-
gen-progesterone therapy are indicated in prevention and
treatment of osteoporosis in anorectic patients.

Key words: anorexia nervosa, osteoporosis
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PREVALENCE OF HASHIMOTO'S
THYROIDITIS AND CELIAC DISEASE IN
CHILDREN AND ADOLESCENTS WITH
THE RESENT ONSET TYPE 1 DIABETES - A
PROSPECTIVE STUDY

A. Gorska’, J. Nazim’, J. Starzyk’, M.
Ciechanowska', Z. Grzenda-Adamek?.
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Background. The prevalence of Hashimoto's thyroidi-
tis (HT) and celiac disease (CD) is higher among patients
with diabetes mellitus type 1 (T1D) than in the general
population. 7 to 40% of patient with T1D develop HT and
1.1 to 10.4% have CD.

Purpose of the study: The purpose of this prospective
study was to evaluate the prevalence of HT and CD in
children and adolescent with newly diagnosed T1D and
the attempt to assess purposefulness of investigation of
antibodies against thyroid peroxidase and antiendomy-
sial antibodies among those patients.

Methods. All 130 children and adolescents: 58 girls (44%)
and 72 boys (56%) aged from 9 months to 17 years and
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3 months, who were admitted to our department with
a newly diagnosed T1D from the 1st of Jan 2003 to the
1st of Aug 2004 were examined. Titers of serum antibo-
dies against peroxidase (TPO Ab), as well as TSH and fT,
levels were measured, and the presence of serum antien-
domysial in IgA class (IgA-EmAb) was determined. The
diagnosis of HT was made when the elevated titers of
TPO Ab were found (higher than 60 IU/ml). Subclinical
hypothyroidism was diagnosed if TSH level was elevated
(>4.0 pIU/ml) and fT, was within normal ranges (10.0-
25.0 pmo/L). To confirm the diagnosis of CD a small inte-
stine biopsy was performed in all patients with positive
result for IgA-EmAb.

Results. Elevated TPO Ab titers (from 60.9 IU/ml to 3159.2
IU/ml, mean 885 IU/ml) were found in 19 cases (14.6%);
in 8 girls and 11 boys. 3 of them (15.7%) had subclinical
hypothyroidism. The remaining 16 patients had normal
thyroid function. Among 130 studied patients IgA-EmAb
were present in 6 cases (4.6%), in 4 girls and 2 boys. Based
on the biopsy results and the clinical features the diagno-
sis of silent CD was made in 3 cases, and in 2 cases latent
CD was diagnosed. One patient did not have a biopsy. In
case of one patient, who developed T1D at the age of 14
years, CD was diagnosed before the onset of T1D (in the
first year of life). None of the studied patients had both
CD and HT. None of the affected children with HT or CD
had subjective complaints related to those disorders. The
authors will also present the results of thyroid function
and EmAD in the studied group after two years of treat-
ment or follow-up.

Conclusions. As the prevalence of HT and CD in the
studied group was higher and the course of the disease
was subclinical, screening tests for TPO Ab and IgA-
EmADb in children and adolescent at the time of diagno-
sis of T1D should be the routine procedure. It allows us
to detect asymptomatic Hashimoto's thyroiditis or celiac
disease and to introduce the appropriate treatment and/
or follow-up.
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NOWA MUTACJA GENU PROP1 U
DWOCH BRACI Z WIELOHORMONALNA
NIEDOCZYNNOSCIA PRZYSADKI
UJAWNIONA W DZIECINSTWIE
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Cel pracy: analiza podloza genetycznego i ocena kliniczna
wielohormonalnej niedoczynnosci przysadki ujawnionej
w dzieciristwie (WNP-UD) u dwéch braci.

Material i metody: Dwéch braci z wielohormonalng
niedoczynnos$cig przysadki, ktérej pierwsze objawy (nie-
dobér hormonu wzrostu) rozpoznano w wieku 4 lat
u obu pacjentéw, zostalo poddanych szczegélowej anali-
zie genetycznej oraz badaniom klinicznym. Analize gene-
tyczng wykonano badajac gen czynnika transkrypcyj-

nego Propl (najczestsze miejsce defektéw genetycznych
u chorych z WNP-UD) wykorzystujac DNA komérek
krwi obwodowej oraz wykonujac reakcje PCR (startery
dla eksonéw: 1, 2 i 3) i SSCP oraz automatyczne sekwen-
cjonowanie przy pomocy aparatu ALFexpress (Amer-
sham-Pharmacia). Chorych (obecnie w wieku 47 i 39
lat) poddano réwniez powtérnie szczegélowej anali-
zie klinicznej wykonujac MR przysadki, badania radio-
logiczne koscca, testy hormonalne okreslajace czyn-
no$¢ przysadki oraz badania antropometryczne. Chorzy
nie byli nigdy leczeni hormonem wzrostu, a ich obecny
wzrost wynosi: 155.5 cm oraz 161 cm.

Wyniki: Badania genetyczne ujawnily u obu chorych
w obrebie eksonu 2 genu PROP1 obecno$¢ nieznanej
dotad mutacji ¢.334C>T w ukladzie heterozygotycznym,
ktéra wspotistniala z inng, opisang juz mutacja c.150de-
1A, réwniez o charakterze heterozygotycznym. Badania
MRI przysadki wykazaly u jednego z chorych hipopla-
zje przedniego plata, a u drugiego chorego poza hipopla-
zjg, takze obecnos¢ torbieli. Nie wykazano ektopii tylnego
plata przysadki. Testy hormonalne ujawnily ciezki niedo-
bér hormonu wzrostu, gonadotropin, tyreotropiny oraz
prolaktyny, nie stwierdzono natomiast niedoboru ACTH
i kortyzolu.

Whioski: uzyskane wyniki potwierdzaja wartos¢ badan
genetycznych wykonywanych szczegélnie w rodzin-
nych postaciach WNP-UD. Wykazanie predyspozycji
genetycznej do tej choroby umozliwia i utatwia $ledze-
nie przebiegu choroby oraz odpowiednio wczesne wdro-
Zenie leczenia u rodzeristwa obcigzonego nosicielstwem
tego defektu.

Stowa kluczowe: wielohormonalna niedoczynnosé
przysadki, PROP1, mutacje

Badania byty finansowane w ramach grantu KBN nr 3 PO5B
108 25.

A NOVEL MUTATION OF PROP1 GENE

IN TWO BROTHERS WITH CHILDHOOD-
ONSET COMBINED PITUITARY HORMONE
DEFICIENCY
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The aim of the study was to analyze the genetic back-
ground, clinical and laboratory features in two brothers
with childhood-onset combined pituitary hormone defi-
ciency (CPHD).

Material and Methods: Two brothers with CPHD
diagnosed first as a GH deficiency at the age 4 years old
were genetically and clinically tested. The genetic analy-
sis (study of the gene of transcriptional factor Propl)
was performed using DNA from the peripheral blood
cells. The PCR (primers for exons: 1, 2 and 3), SSCP and
automatic sequencing using ALFexpress (Amersham-
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Pharmacia) were done. Both patients (currently at age:
47 and 39 years old) underwent again the detailed clini-
cal analysis including: pituitary MRI, hormonal testing
and anthropometric studies. Patients were never treated
with growth hormone and their current height is 155.5
cm and 161 cm.

Results: Genetic studies in both patients revealed the
presence of unknown heterozygotic mutation ¢.334C>T
within the exon 2 of PROP1 gene coexisting with other,
previously described, c.150delA heterozygotic mutation.
The MRI studies of pituitary showed in one patient hypo-
plasia of the anterior lobe and in the other beside hypo-
plasia also the presence of the pituitary cyst. There was no
posterior lobe ectopy. Hormonal testing revealed severe
growth hormone, gonadotropins, thyrotropin and prolac-
tin deficiency without any abnormalities in the release of
ACTH and cortisol.

Conclusions: the results obtained during studies confirm
the importance of genetic screening especially in fami-
lial CPHD. Demonstration of the genetic predisposition
enable and facilitate monitoring of the disease and relati-
vely early treatment in siblings affected by mutations.

Key words: combined pituitary hormone deficiency, PROP1,
mutations

This work was supported by a grant No 3 PO5B 108 25 from
Polish State Committee for Scientific Research.
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Wstep. Jak dotad nie zostaly jeszcze dokladnie poznane
geny odpowiedzialne za rozwdj autoimmunologicznej
niedoczynnosci tarczycy (choroby Hashimoto), na ogét
ich badanie nie uwzglednia tez fenotypowych postaci
choroby.

Celem pracy byla analiza zwiazku polimorfizmu genéw
CTLA-4, TNF i LTA z wystegpowaniem postaci zanikowej
i klasycznej choroby Hashimoto, z niektérymi cechami
klinicznymi choroby oraz ze wspélwystepowaniem
innych choréb autoimmunologicznych.

Material i metody. Badaniami objeto grupe 133 chorych
z chorobg Hashimoto i 200 oséb zdrowych. Polimor-
fizm genu CTLA-4 (pozycja 49), TNF (pozycja 308) i LTA
(pozycja 252) oznaczano technika PCR/RFLP.

Wyniki. W analizie calej grupy oséb z choroba Hashi-
moto nie wykazano jej zwigzku z polimorfizmem bada-
nych genéw. Otrzymano znamienny zwigzek postaci
zanikowej z genem CTLA-4, a postaci klasycznej z
genem LTA. U homozygot CTLA-4 G/G zaobserwowano
najwyzsze stezenie TSH w czasie rozpoznania (37 mU/1)
i najwiekszq wymagang dawke substytucyjna tyroksyny
(100 pg/d). Grupe te cechowala ponadto najmniejsza
objetos¢ tarczycy (7,1 ml). Wystepowanie innych choréb
autoimmunologicznych zaobserwowano tylko w rodzi-
nach probandéw wiasnie z zanikowa postacig choroby.

Whnioski. Nasze wyniki wskazuja, Ze istnieja réznice
w predyspozycji dziedzicznej zwigzane z fenotypowa
postacia autoimmunologicznej niedoczynnosci tarczycy
- jej posta¢ zanikowa wykazuje wyrazny zwigzek
z genem CTLA-4, przy czym wariant rzadki nasila cechy
niedoczynnosci tarczycy w calej grupie chorych. Sposréd
genéw sprzezonych z HLA-DR3 znamienny zwigzek
obserwowano tylko dla genu LTA, i to wylacznie
w postaci klasycznej.

GENETIC PREDISPOSITION TO HASHIMOTO
DISEASE - CTLA-4, TNF AND LTA GENE
PARTICIPATION
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Introduction. Genes predisposing to Hashimoto disease
are not known so far, especially genes responsible for
occurrence of different phenotypes of disease (atrophic
versus classic).

The purpose of the study was to estimate the associa-
tion of CTLA-4, TNF and LTA gene polymorphisms with
occurrence of atrophic or classic Hashimoto disease, as
well to investigate their influence on the clinical pheno-
type of the disease.

Material and Methods. The Hashimoto group consisted
of 133 patients compared to 208 healthy persons. CTLA-4
gene (position 49), TNF (position 308) and LTA (position
252) polymorphisms were analyzed by PCR/RFLP.





