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35-38 de viata intrauterina.

INTRODUCERE

Sindromul incisivului central maxilar median
unic (SMMCI) este o afectiune complexa, care se
caracterizeazd prin prezenta unui singur incisiv,
situat pe linia mediana, numai la nivelul maxilarului
(nu si la nivelul mandibulei).

Aceasta afectiune se datoreaza unor defecte
multiple de dezvoltare, in special pe linia mediana,
secundar actiunii unor factori necunoscuti, care
actioneaza 1n zilele 35-38 de viata intrauterina.

Sunt implicate structurile de pe linia mediana a
capului: oasele craniene, dentitia de la nivelul maxi-
larului superior, caile aeriene nazale, uneori creierul,
la care se asociaza afectarea altor structuri de pe
linia mediand a corpului (1,2).

PREZENTAREA CAZULUI

Autorii prezinta cazul copilului V.C., in varsta
de 13 ani 9 luni, cu repetate internari in Clinicile de
Pediatrie si Endocrinologie din Craiova si Bucuresti,

REZUMAT

Sindromul incisivului maxilar median unic este o afectiune complexa, datorata unor defecte multiple de
dezvoltare, in special pe linia mediana, secundar actiunii unor factori necunoscuti, care actioneaza in zilele

Autorii prezinta cazul copilului V.C. in varsta de 13 ani 9 luni, cu repetate internari in vederea evaluarii pentru
hipostatura si retard mental. La varsta de 5 ani a fost diagnosticat cu astm bronsic, iar la varsta de 10 ani cu
panhipopituitarism; a urmat tratament de substitutie tiroidiana si cu hormon de crestere, dar inconstant.
Examenul clinic: retard statural marcat, facies dismorf, obstructie nazala cronica, prezenta incisivului maxilar
median unic, retard mental moderat, cu deficit de atentie. Examinari paraclinice: CT cranian — hipoplazie
hipofizara, determinarile hormonale au confirmat diagnosticul de panhipopituitarism.

Cuvinte cheie: sindromul incisivului maxilar median unic, copil

in vederea evaluarii pentru hipostatura si retard
mental.

Din antecedentele heredocolaterale retinem ca
pacientul provine din parinti tineri, neconsangvini,
afirmativ sanatosi; tatal cu microcefalie si hipo-
statura, dar neinvestigat; mai are o sora de 10 ani
sanatoasa; afirmativ fara antecedente familiale de
anomalii dentare sau cerebrale.

Antecedentele personale fiziologice: sarcina cu
evolutie normala, este primul copil, din nastere
spontana, la 38 de sdptamani, cu o greutate la
nastere de 3.050 g, cu suferinta la nastere, alimentat
natural 4 luni, cu dezvoltare psihomotorie si staturo-
ponderald intarziata pe etape de varsta.

Din antecedentele personale patologice reiese
ca in perioada de copil mic a prezentat repetate
episoade de convulsii 1n afebrilitate; sub tratament
anticonvulsivant continuu nu a mai repetat con-
vulsiile in ultimii 3 ani; a mai prezentat repetate
spitalizari pentru infectii respiratorii, iar la varsta
de 5 ani a fost diagnosticat cu astm brongic in forma
moderata, cu evolutie favorabila sub tratament. La
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varsta de 10 ani a fost diagnosticat cu panhipo-
pituitarism, apoi a urmat tratament de substitutie
tiroidiana, cortizon si hormon de crestere, dar in-
constant.

Examenul clinic, la varsta de 13 ani si 9 luni, a
evidentiat: retard statural marcat (talia 125 cm/- 4
DS, greutatea 27 kg/IMC 17,3 kg/m?); microcefalie,
facies dismorf, obstructie nazala cronica cu respiratie
orala, prezenta incisivului central maxilar median
unic, care a fost prezent atat in cadrul dentitiei pri-
mare, cat si permanente; tegumente aspre, discret
infiltrate; micropenis, testiculi prezenti in scrot, dar,
fara semne de sexualizare spontand; retard mental
moderat, cu deficit de atentie (Fig. 1, 2).

FIGURA 1. Prezenta
incisivului central maxilar
median unic

FIGURA 2. Aspect clinic
general: microcefalie,
hipostatura

Examinadrile paraclinice: teste biologice uzuale
in limite normale; determinarile hormonale au con-
firmat diagnosticul de panhipopituitarism: STH
bazal 0,6 ng/ml, STH dupa stimulare cu insulind
1,03 ng/ml la 30 min (glicemie 40 mg%) si 2,06 ng/
ml la 60 minute; TSH 5,7 pUl/ml, T4 < 2 pg/dl,
Cortizol 1,75pg/dl, 17 KS 20,9 mg/24h, 17 OH-CS
1,25 mg/24h, PR 22,19 ng/ml.

Explorarile imagistice: radiografia craniana de
profil a evidentiat sa turcica redusa in dimensiuni,
radiografia de pumn a aratat o varsta osoasa cores-
punzatoare varstei de 5 ani, iar tomografia compute-
rizatd la nivelul craniului a evidentiat hipoplazie
hipofizara, fara procese inlocuitoare de spatiu.

La examenul ORL au fost prezente vegetatiile
adenoide si moderata stenoza coanala.

Ecografia abdominala si ecocardiografia nu au
evidentiat modificari patologice.

Cariotipul a fost 46 XY.

DISCUTII

Sindromul incisivului central maxilar median
unic este o anomalie de dezvoltare ce implica struc-
turile de pe linia mediana a capului si corpului, se-
cundar unor factori necunoscuti, care intervin pre-
coce in viata intrauterina, intre zilele 35-38 de
sarcind. Prezenta incisivului median maxilar unic
poate exista ca manifestare izolatd sau 1n asociere cu
alte anomalii de dezvoltare ale liniei mediane. Exista
o mare variabilitate a manifestarilor fenotipice (3).

Denumirea acestui sindrom a fost data de Hall si
colab. (1997); initial, in literaturd a fost descrisa
doar absenta congenitala sau ereditara a incisivului
central (4,5), apoi a fost recunoscuta asocierea cu
hipostatura (6), dar aceasta asociere nu este prezenta
intotdeauna (7). Astfel, a fost sugerata denumirea
de sindromul incisivului central maxilar median
unic de catre mai multi autori (8,9).

Incidenta estimatd de Hall si colab. (1997) este de
1:50.000 nascuti vii; incidenta se considera ca este mult
mai mare la fetii nascuti morti sau la cei avortati.

Desi dignosticarea acestui sindrom ar fi posibila
ecografic din saptamanile 18-22 de sarcind, totusi,
rareori diagnosticul se stabileste prenatal; postnatal,
diagnosticul poate fi stabilit usor dupa varsta de 6-8
luni, o datad cu eruptia dentitiei temporare, a inci-
sivului median superior.

La cazul prezentat, diagnosticul s-a stabilit pe
baza prezentei incisivului maxilar unic, situat pe
linia mediana, atat in cadrul dentitiei primare, cat si
permanente, la care s-au asociat celelalte anomalii:
retard statural marcat, hipotiroidism, microcefalie,
obstructie nazald cronicd, retard mental moderat,
cu deficit de atentie, epilepsie, astm bronsic.

Exista o mare variabilitate a manifestarilor feno-
tipice, dar urmatoarele trasaturi sunt caracteristice
(1):

* prematuritate si greutate mica la nastere

(37%);

* lanastere, dismorfism facial, filtrum indistinct
la nivelul buzei superioare, absenta frenului
labial, despicaturd a buzei si/sau a palatului
dur la 25% dintre cazuri (10); obstructie na-
zala congenitala de diverse grade: fose nazale
ingustate, atrezie coanala, stenoza congenitala
a aperturii piriforme (90%), deviatie de sept
(11,12);
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e in jurul varstei de 8 luni, eruptia incisivului
maxilar unic, situat pe linia mediana a maxi-
larului, prezent atat in dentitia primara, cat si
in cea permanenta;

e istoric familial de incisiv maxilar median
unic sau de: microcefalie, holoprozencefalie,
obstructii nazale congenitale, hipostatura,
retard psihic, epilepsie sau alte anomalii ale
liniei mediene (25%);

 retard statural (< 2DS) la 50% dintre cazuri;

* microcefalie, hipotelorism (45%);

» asocierea cu holoprozencefalie de diverse
grade este frecvent descrisa, dar nu este obli-
gatorie (13); acest sindrom mai este descris si
ca o forma minora de holoprozencefalie;

» retard psihic de diverse grade (50%), hiper-
activitate, asociate sau nu cu epilepsie;

» anomalii morfologice ale glandei hipofize si
ale seii turcesti (15-50%);

Acest sindrom se mai poate asocia si cu alte

sindroame: CHARGE, VACTERL, sindromul velo-
cardiofacial, holoprozencefalia autozomal domi-

nanta, displazia ectodermala, sindromul de retractie
Duane (14,15,16,17).

Alte anomalii inregistrate la aceste cazuri: car-
diopatii congenitale (25%), anomalii ale vertebrelor
cervicale si toracice (14%), alergii, astm bronsic;
alte anomalii ale liniei mediene (25%): panhipo-
pituitarism, hipotiroidism, ambiguitate genitala,
micropenis si altele (18,19,20,21).

CONCLUzII

Dignosticul la cazul prezentat s-a stabilit pe
prezenta incisivului maxilar median unic, la care
s-au asociat celelalte manifestari clinice caracte-
ristice acestui sindrom; este importantd asocierea
cu microcefalie si hipostatura.

Tratamentul la acest caz este complex si inter-
disciplinar, de substitutie hipofizara, tiroidiana si
suprarenald, anticonvulsivant, antiastmatic si de
recuperare neuro-psihica.

Prognosticul esterezervat, recuperareadeficitului
statural si a retardului psihic fiind partiala.

Solitary median maxillary central incisor syndrome — case report

Conf. Dr. Ileana Puiu', Conf. Dr. Carmen Niculescu', Dr. Laura Marinau,
Dr. Veronica Maria!, Dr. Ioana Opritoiu®
!Pediatric Clinic, University of Medicine and Pharmacy Craiova
2Emergency Clinical County Hospital Craiova

351-38™ days from conception.

INTRODUCTION

Solitary median maxillary central incisor syndrome
(SMMCI) is a complex disorder that is characterized
by the presence of a single incisor, located in the
midline, only in the maxilla (and not in the mandible).

ABSTRACT

Solitary median maxillary central incisor syndrome is a complex disorder consisting of multiple defects of
development, mainly midline defects, secondary to the action of unknown factors operating in utero about the

The authors present a case of the child V.C. of 13 years and 9 months old, with repeated admissions for the
assessment of short stature and mental retardation. At the age of 5 years the child was diagnosed with asthma,
and at 10 years old with panhypopituitarism, and took inconstantly a thyroid replacement and growth hormone
therapy. Clinical examination: severe short stature, facial dysmorphism, chronic nasal obstruction, the presence
of a solitary median central incisor, moderate mental retardation with attention deficit. Laboratory examinations:
cranial CT — pituitary hypoplasia; the hormonal tests confirmed the diagnosis of panhypopituitarism.

Key words: solitary median maxillary incisor syndrome, child

This disorder is due to multiple, mainly midline
defects of development resulting from unknown
factors operating in utero about the 35" — 38" days
from conception.

There are involved midline structures of the head:
cranial bones, the maxilla and its contained dentition,
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nasal airways, and sometimes the brain, together with
other midline structures of the body (1, 2).

CASE PRESENTATION

The authors present a case of the child V.C. of 13 years
and 9 months old, with repeated admissions in Pediatric
and Endocrinology Clinics of Craiova and Bucharest
for the assessment of short stature and mental retardation.

From family history we have noticed that the
patient comes from young affirmatively healthy
parents; father with microcephaly and short stature,
but with no clinical investigations; the patient also
has a healthy 10 years old sister; affirmatively with
no dental or cerebral abnormalities.

Personal physiological history: pregnancy with
normal development, the patient being the first baby,
spontaneous labor in 38 weeks, with problems during
childbirth, and a birth weight of 3050g and
psychomotor and weight-stature development were
delayed for this patient’s age.

From personal pathological history we have noticed
repeated episodes of seizures in the absence of fever
during the early childhood, under anticonvulsivant
treatment in the last 3 years the child didn’t repeated
the seizures; multiple hospital admissions for respiratory
infections; and at the age of 5 years the child was
diagnosed with moderate asthma, with favorable
evolution under treatment, and panhypopituitarism,
and took inconstantly a thyroid replacement and growth
hormone therapy and cortisone therapy.

Clinical examination at the age of 13 years and 9
months has shown severe short stature (125 cm size/
-4 SDS), weight (27 kg, BMI 17,3 kg/m?); micro-
cephaly, facial dysmorphism, chronic nasal obstruction
with oral breathing, the presence of solitary median
central incisor in both primary and permanent
dentitions; rough skin, showing discrete infiltrates;
micropenis, testes present in the scrotum but without
signs of spontaneous sexualisation; moderate mental
retardation with attention deficit (Fig. 1, 2).

Laboratory examinations: routine blood tests in
normal ranges, the hormonal tests confirmed the diag-

FIGURE 1. Presence of
solitary maxillary median
incisor

FIGURE 2. Clinical aspect:
microcephaly, short stature

nosis of panhypopituitarism: basal STH 0.6 ng/ml,
STH after insulin stimulation 1.03 ng/ml at 30 minutes
(blood glucose 40 mg%) and 2.06 ng/ml at 60
minutes; TSH 5.7 pUI/ml, T4 <2 ug/dl, Cortisol 1.75
pg/dl, 17 KS 20.9 mg/24h, 17 OH-CS 1.25 mg/24h,
PR 22.19 ng/ml.

Imaging investigations: Skull x-ray, lateral view,
showed a Turkish saddle reduced in size, the x-ray of
the wrist showed a bone age of 5 years old, the com-
puted tomography of the skull revealed pituitary
hypoplasia with no space-occupying lesions.

On ORL examination was noticed adenoid vege-
tations and moderate choanal stenosis.

Abdominal ultrasound and echocardiography have
shown no pathology. Karyotype was 46 XY.

DISCUSSION

Solitary median maxillary central incisor syndrome
is an abnormality of development involving the
midline structures of the head and body, secondary to
unknown factors, which occur early in intrauterine
life, about the 35"-38" days from conception. The
presence of solitary median maxillary incisor may
exist as single isolated event or in combination with
other developmental anomalies of the midline. There
is a wide variability in the phenotypic features (3).

The name of this syndrome was given by Hall et
al. (1997), in literature was originally described just
the congenital or hereditary absence of central incisor
(4, 5), and after that it was recognized the association
with short stature (6), but this combination is not
always present (7). Thus, it has been suggested the
name of solitary median maxillary central incisor
syndrome by several authors (8, 9).

Hall et al. (1997) have estimated an incidence of
1:50,000 live births; the incidence is higher in
stillbirths and aborted fetuses.

Although the diagnosis of this syndrome could be
possible in 18-22 weeks of pregnancy by ultraso-
nography, however, rarely the diagnosis is established
prenatal; postnatal, the diagnosis can be easily
established after 6-8 months of age, once the primary
SMMCI tooth has erupted.
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In the presented case, the diagnosis was based on
the presence of a solitary maxillary incisor, situated
in the midline, in both primary and permanent den-
titions, with other abnormalities associated: marked
growth retardation, hypothyroidism, microcephaly,
chronicnasal obstruction, moderate mental retardation,
attention deficit, epilepsy, asthma.

There is a wide variability in the phenotypic
spectrum, but the following features are typical of the
phenotype (1):

e prematurity and low birth weight (37%);

 atbirth, facial dysmorphism, the upper lip with
an indistinct philtrum, absence of a labial
frenulum, cleft lip and/or cleft palate in 25%
cases (10); congenital nasal airway obstruction
of various degrees: midnasal stenosis, choanal
atresia, congenital nasal pyriform aperture
stenosis (90%), septum deviation (11,12);

» at approximately 8 months age, the eruption of
a solitary maxillary incisor tooth, situated in the
midline of the maxillary alveolus and present in
both primary and permanent dentitions;

» family history of SMMCI or of microcephaly,
holoprosencephaly, congenital nasal obstruc-
tion, short stature, intellectual disability,
epilepsy or other midline defects (25%);

e short stature (<2DS) in 50% cases;

* microcephaly, hypotelorism (45%);

» various degrees of holoprosencephaly asso-
ciation is often described, but is not required
(13), this syndrome is also described as a mi-
croform of holoprosencephaly;
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