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parcursa in mers si stabilizadnd functia pulmonara.

Boala Pompe este o afectiune cu transmitere
autosomal recesiva care a fost descrisa pentru prima
data in 1932 de catre dr. Johannes Cassianus Pompe,
la un sugar de sex feminin in varsta de 7 luni care
prezenta cardiomiopatie si la care s-a observat acu-
mulare masiva de glicogen in toate tesuturile exa-
minate. Alti autori au raportat ulterior cazuri ase-
manatoare de copii cu cardiomiopatie hipertrofica
si stocare de glicogen, acestia raportand si prezenta
altor simptome ca fatigabilitate musculara, hipo-
tonie si hepatomegalie, majoritatea pacientilor de-
cedand 1n primii ani de viata (Chien, 2007).

in 1952, Cori a descoperit calea normald de me-
tabolizare a glicogenului, iar in 1963 De Duve a
identificat lizozomul si astfel s-au putut evidentia si
caracteriza glicogenozele ca fiind un grup de afec-
tiuni cauzate de absenta sau insuficienta expresie a
enzimelor asociate cu glicogenoliza. Toate glico-
genozele se caracterizeaza printr-o crestere a acu-
muldrii de glicogen intracelular in diferite organe,
in mod special In muschi si ficat (Baethmann,
2008).

Boala Pompe a fost prima boald de stocaj li-
zozomal definitd de Hers in 1963, fiind cunoscuta si
sub denumirea de glicogenoza tip II. Afectiunea

REZUMAT

Boala Pompe este o afectiune neuromusculara rara, cu transmitere autosomal recesiva, datorata unui deficit
enzimatic lizozomal de acid alfa glucozidaza (GAA) care determina acumularea de glicogen in tesuturi.
Forma cu debut precoce, in perioada de sugar, este cea mai severa si se manifesta prin hipotonie si
cardiomiopatie cu deces in primii ani de viata. Diagnosticul poate fi confirmat printr-o evaluare cantitativa a
activitatii enzimei GAA la nivelul fibroblastilor, prin biopsie musculara sau cutanata. Acesta metoda se
realizeaza prin proceduri invazive, iar rezultatele se obtin dupa cateva saptamani, ceea ce intarzie
diagnosticul. Tn ultimii ani s-a dezvoltat o noua tehnica de diagnostic care cerceteaza activitatea enzimatica
pe mostre de sange uscat, care nu este invaziva si care permite diagnosticul precoce al bolii Pompe.
Tratamentul consta in terapie de substitutie enzimatica cu alglucozidaza alfa, care modifica evolutia naturala
a bolii, la pacientii cu debut infantil prelungind supravietuirea, iar la cei cu debut tardiv imbunatatind distanta
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este rara, incidenta formelor cu debut 1n perioada
de sugar fiind de 10).

TABLOU CLINICO-PARACLINIC

Aspectele clinice ale bolii Pompe variaza in
functie de varsta de debut si se coreleaza cu gradul
activitatii enzimatice a GAA. Formele clasice de
boald cu debut precoce sunt cauzate de absenta
completd a functiei GAA, in timp ce deficitul en-
zimatic partial se poate asocia cu debutul simp-
tomelor in copilarie, care sunt in general limitate la
musculatura scheletica (Slonim, 2000).

Boala Pompe cu debut precoce reprezinta una
dintre cauzele mortii subite la nou-nascut si sugar,
fiind descrise doua forme clinice: clasica si atipica
(Jordan, 1999). Termenul de forma clasica este
utilizat pentru copiii care decedeaza in primul an de
viata, iar termenul de forma atipica este folosit
pentru pacientii de varsta pediatrica cu miopatie de
intensitate medie, care prezintd semne de insufi-
cienta respiratorie intre 12-18 luni de viata, dar care
supravietuiesc cu suport respirator si nutritional
(Slonin 2000, Hirschhorn 2001).
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Boala Pompe cu debut precoce —forma clasica
se caracterizeaza clinic prin hipotonie musculard
generalizata, areflexie, Intarziere in dezvoltarea ne-
uromotorie, macroglosie, hepatomegalie, cardio-
megalie hipertrofica, tulburari de alimentatie si in-
suficienta respiratorie (Kishanani, 2006). Hipotonia
musculaturii faciale asociata cu macroglosia deter-
mina un facies miopatic al sugarului. Tulburarile de
deglutitie prezente la acesti copii conduc in timp la
aparitia unui esec al dezvoltarii somatice care este
greu de corectat.

Manifestarile nu sunt prezente de la nastere, dar
apar in perioada de sugar, in general in primele 3
luni de viata. Evolutia simptomatologiei este rapida,
cuaparitiacardiomegaliei si hipertrofiei ventriculare
in primele 6 luni de viatd (Byrne, 2011). intr-un
studiu realizat in 2003 pe un lot de 20 de copii cu
forme clasice de boala Pompe, van den Hout a
observat ca varsta medie de debut a simptomelor a
fost de 1,9 luni, diagnosticul fiind pus intre 6 zile de
viata si 9 luni. Cardiomegalia a fost diagnosticata
pana la varsta de 7 luni la 19 copii. Ecografia car-
diaca si EKG au evidentiat semne de hipertrofie a
ventricului stang in toate cazurile, de hipertrofie bi-
ventriculara in 84% si de asociere a afectarii atriale
in 11% dintre cazuri.

Boala Pompe cu debut precoce — forma ati-
pica se caracterizeaza prin hipotonie musculara ge-
neralizata, cu absenta afectérii cardiace sau cu pro-
bleme cardiace minore, fara modificarea fractiei de
ejectie a ventriculului stang. La acesti copii s-a de-
monstrat existenta unei activititi enzimatice re-
ziduale (< 0,5% din valoarea normala), care chiar
daca este mica determina o evolutie clinica diferita
de a formei clasice de boald. Problemele de ali-
mentatie pot determina si la acesti pacienti esec al
dezvoltarii somatice care, spre deosebire de formele
clasice, se corecteaza dupa cresterea ratiei calorice
sau dupa alimentarea pe tub de gastrostoma. Slonim
(2000), intr-un studiu din 2000, a comparat semnele
clinice dintre cele doud tipuri de boalda Pompe cu
debut precoce si a observat ca in formele atipice
varsta medie de debut a simptomelor a fost de 4,8
luni, iar hipertrofia ventricului stdng era moderata
in 11/12 cazuri, in timp ce in formele clasice varsta
medie de aparitie a simptomelor era de 2,5 luni, hi-
pertrofia ventriculara stinga severa a fost evidentiata
in 9/10, iar hipertrofia biventriculara intr-un caz.

In ambele forme de boala Pompe cu debut pre-
coce, nivelul seric al creatinkinazei si al transami-
nazelor este crescut. Examenul EKG evidentiaza
modificari tipice (scurtarea intervalului PR si lar-
girea complexelor QRS).

Boala Pompe cu debut tardiv poate aparea la
orice varsta dupa perioada de sugar si este in general
dificil de diagnosticat (Kishanani, 2006). intr-un
studiu in care a evaluat 54 de pacienti diagnosticati
cu boald Pompe cu debut tardiv, Hagemans (2005)
a observat la 1/3 dintre cazuri intarzierea diagnos-
ticului cu 5-30 de ani.

Tabloul clinic poate avea aspectul unei miopatii
progresive (Engel, 2004). Semnele de debut sunt
reprezentate de oboseala, dureri si crampe mus-
culare, fatigabilitate si tulburari de motilitate cu
dificultati de mers (Hagemans 2005, Miiller-Felber
2007). Engel (2004) a observat ca oboseala mus-
culara este mai accentuatd proximal decat distal,
interesand in special centura pelvina si muschii ad-
ductori. Afectarea musculaturii faciale este posibila
cu aparitia unei ptoze palpebrale unilaterale sau
bilaterale (Groen, 2006). Hagemans (2005) a ra-
portat ca 76% dintre pacientii cu boala Pompe ur-
mariti prezentau oboseald musculara, iar 46% acu-
zau dureri cu diferite localizari, dintre acestia 33%
raportand dureri la nivelul membrelor inferioare.

Afectarea diafragmului si a muschilor respiratori
accesorii determina aparitia precoce a problemelor
respiratorii reprezentate de dispnee, ortopnee,
apnee in timpul somnului si hipoventilatie nocturna,
simptome ce pot fi manifeste Tnaintea aparitiei altor
semne de afectare musculara (Kishnani, 2006).
Aproximativ 1/3 dintre pacienti prezinta semne de
insuficienta respiratorie care este, ca si in formele
cu debut precoce, principala cauza de deces
(Kishnani 2006, Engel 2004).

Incidenta manifestarilor cardiace nu este bine
documentata la copiii mari si la adultii cu boala
Pompe. Cardiomiopatia diagnosticata in toate ca-
zurile cu debut infantil precoce nu este prezenta la
pacientii cu debut tardiv, probabil datorita activitatii
enzimatice reziduale. Miiller-Felber (2007) a depis-
tat la bolnavii cu boald Pompe la EKG sindrom
Wolff-Parkinson-With si alte anomalii, presupu-
nand cd acestea sunt determinate de acumularea
selectiva a glicogenului la nivelul sistemului de
conducere cardiac.

O alta complicatie severa o reprezintd anevrismul
cerebral, care are o incidenta de 2,7% la acesti pa-
cienti, mai mare decat in populatia generala si care
este a doua cauza de deces (Winkel, 2005).

DIAGNOSTIC

Semnele clinice ale bolii Pompe sunt multiple,
iar caracterul lor nespecific face ca diagnosticul sa
fie dificil. Diagnosticul de boala Pompe implica ex-
cluderea la sugar a altor cauze posibile de hipotonie
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de origine centrald, periferica sau genetica, iar la
copil si la adult a diferitelor miopatii inflamatorii,
congenitale sau metabolice, a distrofiilor musculare,
a tulburdrilor datorate afectarii neuronului motor
periferic sau a jonctiunii neuromusculare.

American Association of Neuromuscular &
Electrodiagnostic Medicine (AANEM) a propus
mai multe criterii clinice i paraclinice de diagnostic
pentru boala Pompe (Tabelul 1).

TABELUL 1. Criteriile de diagnostic pentru boala Pompe
conform AANEM®

Testarea fortei
musculare >

hipotonie musculara predominant
proximala

descarcari miotone tipice sau
atipice la nivelul muschilor
paraspinali; potentiale de actiune
polifazice, de amplitudine mica

si durata scurta ale unitatii
motorii; descarcari de potentiale
de fibrilatie si de unde ascutite
pozitive

Electromiografie -

scaderea capacitatii vitale fortate
cu > 10% este sugestiva pentru
afectarea diafragmului

Teste functionale
respiratorii >
(CV, PEM, PIM)

pot fi crescute de pana la 15 ori
peste valorile normale

Creatinkinaza si >
transaminazele serice

AANEM™ = American Association of Neuromuscular & Electro-
diagnostic Medicine

CV = capacitate vitala fortatd, PEM = presiune expiratorie
maxima, PIM = presiune inspiratorie maxima

Diagnosticul poate fi confirmat printr-o evaluare
cantitativd a activitatii enzimei GAA la nivelul
fibroblastilor prin biopsie muscularad sau cutanata.
Acesta metoda se realizeaza prin proceduri invazive,
iar rezultatele se obtin dupa cateva saptamani, ceea
ce intarzie diagnosticul. In unele cazuri diagnosticul
poate fi sustinut de prezenta acumularii marcate de
glicogen la biopsia musculard sau hepatica. In
ultimii ani s-a dezvoltat o noud tehnica de diagnostic
prin cercetarea activitatii enzimatice pe mostre de
sdnge uscat care este 0 metoda neinvaziva ce per-
mite diagnosticul precoce al bolii Pompe.

TRATAMENT

Tratamentul in boala Pompe este reprezentat de
terapie de substitutie enzimatica cu alglucozidaza
alfa si urmareste ameliorarea simptomatologiei cu
imbunatatirea functiei motorii §i a functiei respi-
ratorii, pastrarea sau cresterea gradului de indepen-
denta a pacientului si a calitatii vietii in general.

Numerosi autori considera ca tratamentul en-
zimatic este eficace pentru reducerea acumularii de

glicogen in tesuturi, intervenind la nivelul mecanis-
melor fiziopatologice cu ameliorarea simptomelor
clinice atat in formele cu debut precoce, cat si cele
cu debut tardiv.

Intr-un studiu in care a urmarit efectele trata-
mentului enzimatic la 18 copii cu varsta sub 6 luni
cu forme severe de boala Pompe, Kishnani (2007)
a raportat ameliorarea tabloului clinic cu cresterea
ratei de supravietuire in primele 12 luni de trata-
ment.

Nicolino (2007) a studiat eficacitatea algluco-
zidazei alfa pe un lot de 21 copii cu boala Pompe,
cu varste cuprinse intre 6 luni — 3 ani si 5 luni, la
initierea terapiei si a observat la 48% dintre cazuri
reluarea dezvoltarii neuromotorii si la 83% dimi-
nuarea hipertrofiei si imbunatatirea functiei cardiace
dupa un an de tratament.

Strothotte si colaboratorii (2009) au evaluat la
44 de pacienti diagnosticati cu boala Pompe cu de-
but tardiv, eficienta administrarii de alglucozidaza
alfa iv. in doza de 20 mg/kg la doud saptamani timp
de 12 luni, prin aprecierea sistematica la 3 luni
interval a capacitatii vitale fortate, testului de mers
timp de 6 minute, testdrii cantitative a fortei
musculare, masurarea presiunii expiratorii  §i
inspiratorii maxime, nivelului seric de creatinkinaza.
Autorii au raportat stabilizarea deficitului
neuromuscular cu o usoara imbunatatire a testelor
functionale.

Larandul sdu, Van der Ploeg (2010) a studiat 90 de
pacienti cu varsta mai mare de 8 ani diagnosticati cu
boala Pompe, din mai multe centre medicale din
Statele Unite si Europa, care au fost tratati timp de 78
de saptaméani cu alglucozidaza alfa sau placebo. La
bolnavii care au primit alglucozidaza alfa s-a observat
marirea distantei de mers si stabilizarea functiei pul-
monare pentru o perioada de cel putin 18 luni.

Tratamentul cu alglucozidaza alfa este in general
bine tolerat, cele mai frecvente reactii adverse fiind
reprezentate de rash cutanat, hiperhidroza, discon-
fort toracic, tuse, varsaturi, cresterea tensiunii arte-
riale (van der Ploeg, 2010). Toate aceste efecte se-
cundare sunt in general minime sau medii §i raspund
favorabil la tratamentul simptomatic (Nicolino,
2007). Cele mai severe efecte adverse raportate la
pacientii care primesc tratament enzimatic sunt
reactiile alergice, printre care si socul anafilactic.
Strothotte (2009) a raportat prezenta manifestarilor
alergice minore la 10% dintre pacientii care au
primit alglucozidaza alfa timp de 1 an. La un singur
bolnav cu boala Pompe care a primit doze mari de
alglcozidaza alfa 10 mg/kgx5/saptamana, Hunley
(2004) a observat semnele unui sindrom nefrotic
tranzitor.
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CONCLUZII

Boala Pompe este o afectiune neuromusculara
rard, progresiva, debilitanta i deseori letala care se
transmite autosomal recesiv si este cauzata de un
deficit de acid alfa glucozidaza.

Boala Pompe cuprinde un spectru larg de feno-
tipuri clinice In functie de véarsta de debut a bolii si
de activitatea enzimatica reziduala.

Cele mai severe forme clinice sunt cele cu debut
in perioada de sugar, fiind caracterizate prin hipo-

tonie musculara generalizata, cardiomiopatie hiper-
trofica si afectare precoce a muschilor respiratori,
cu aparitia semnelor de insuficienta respiratorie.

Tratamentul consta in administrarea de alglu-
cozidaza alfa, care este In general bine tolerata si
care amelioreaza simptomatologia clinica cu pas-
trarea sau cresterea gradului de independenta a pa-
cientului si a calitatii vietii In general.

Pompe disease: criteria for diagnosis and treatment
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The Pompe disease is a disease with autosomal
recessive transmission that was first described in
1932 by Dr. Johannes Cassianus Pompe to a female
infantaged 7 months who presented cardiomyopathy
and was observed massive accumulation of
glycogen in all tissues examined. In the following
years other authors have reported similar cases of
children with hypertrophic cardiomyopathy and
storage of glycogen, they reporting the presence of
other symptoms such as fatigue and muscle
weakness and mild hepatomegaly, most patients
dying early in life (Chien, 2007).

In 1952 Cori found normal route of metabolism
of glycogen, and in 1963 De Duve identified
lysosomal and thus could reveal and characterize
glycogen storage disease as a group of disorders
caused by absence or insufficient expression of
enzymes associated with glycogenolysis. All

ABSTRACT

Pompe disease is a rare neuromuscular disorder, with autosomial recessive transmition due to deficiency of
lysosomal enzymatic acid alpha glucosidase (GAA) with accumulation of glycogen in tissues. The infantile-
onset form is the most severe with hypotonia and cardiomyopathy with death in the first years of life. The
diagnosis may be confirmed by analysis of GAA enzyme activity at fibroblasts level by muscle or skin biopsy.
This method is realized by invasive procedures and results are obtained after few weeks thus delaying
diagnosis. In the last few years assays on blood cells and dried blood spots have been developed, method
that are not invasive and can help at early diagnostic of Pompe disease. Treatment is represented by enzyme
replacement therapy with alglucosidase alfa. This treatment changes the natural course of the disease. In
patients with infantile onset enzyme replacement therapy prolongs survival and in those with delay onset
improve walking distance and stabilize pulmonary function.

Key words: Pompe disease, child, enzyme therapy

glycogen storage diseases are characterized by an
increase of intracellular glycogen accumulation in
various organs, particularly in muscle and liver
(Baethmann, 2008).

Pompe disease was the first lysosomal storage
disease defined by Hers in 1963 and is known as
the glycogen storage disease type II. The disease is
rare, the incidence of forms with onset in infancy is
estimated at 1/130.000 cases in the Caucasian
population, being higher in certain ethnic groups
such as1/50.000 in China population and 1/31.000
in the African population.

Pompe disease is caused by absence or deficiency
of acid alpha glucosidase (GAA), the enzyme
responsible for hydrolysis glycogen in glucose at
lysosomal level. Without enough GAA glycogen
can not be converted into glucose in the lysosome,
glycogen stores at the lysosomal and cytoplasm
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causes rupture of cells and interferes with cellular
functions. Glycogen is accumulated in tissue with
the appearance of various symptoms caused by
multisystemic damage (Kishnani, 2006 ). Glycogen
stores located in the skeletal and respiratory muscle
causes generalized myopathy and respiratory failure
that is the major cause of death (van der Ploeg,
2010).

CLINICAL AND LABORATORY PICTURE

Clinical aspects of Pompe disease varies ac-
cording to age of onset and correlates with the level
of GAA enzyme activity. Classical forms of early-
onset disease are caused by complete absence of
GAA function, while partial enzyme deficiency
may be associated with onset in childhood, which
are generally limited to skeletal muscles (Slonim,
2000).

Pompe disease with early onset is one of the
causes of sudden death in newborns and infants and
is described two clinical forms: classic and atypical
(Jordan, 1999). The term classical form is used for
children who die in infancy, and the term atypical
form is used for pediatric patients with moderate
signs of myopathy who present signs of respiratory
failure between 12-18 months of life, but who can
live with respiratory and nutritional support (Slonin
2000, Hirschhorn 2001).

Classical form of Pompe disease with early
onset it is characterized by clinical symptoms of
are generalized muscle weakness, areflexia, delay
in neuromotor development, macroglossia, hepato-
megaly, hypertrophic cardiomegaly, eating disor-
ders and respiratory failure (Kishanani, 2006).
Hypotonic of facial muscles associated with macro-
glossia causes a miopatic facial appearance of the
baby. Swallowing disorders presented at these
children leading to the emergence of a failure of
somatic development that is difficult to correct.

Manifestations are not present at birth, but
appear in infancy, generally at 3 months of life. The
evolution of symptoms is rapid with presence of
cardiomegaly and ventricular hypertrophy in the
first 6 months of life. In a study conducted in 2003
to a group of 20 children with classic forms of
Pompe disease, van den Hout noted that the average
age of onset of symptoms was 1.9 months; the
diagnosis is made 6 days of life and 9 months.
Cardiomegaly was diagnosed by the age of 7
months to 19 children. Cardiac ultrasound and EKG
showed signs of left ventricular hypertrophy in all
cases, of both ventricles hypertrophy in 84% and of
association with atrial damage in 11% of cases.

Atypical form of early-onset Pompe disease is
characterized by generalized muscle weakness, but
cardiac damage is absent or minor without changing
left ventricular ejection fraction. In these children
was demonstrated a residual enzyme activity
(<0.5% of normal), which even is small cause a dif-
ferent clinical course to classical form of the
disease. In these patients food issues can cause
failure of somatic development, but unlike the
classical forms, may be corrected by increase
caloric intake. Slonim (2000) compared the clinical
signs of the two types of Pompe disease with early
onset and noted that in atypical forms the average
age of onset of symptoms was 4.8 months, and left
ventricular hypertrophy was moderate in 11/12
cases while in classical forms the average age of
occurrence of symptoms was 2.5 months, severe
left ventricular hypertrophy was found in 9/10 and
in one case hypertrophy was to both ventricles.

In both forms of Pompe disease with early onset
the serum transaminases and creatinekinase level is
increased. EKG examination shows typical changes
(shortened PR interval and widening of QRS
complexes).

Late-onset Pompe disease can occur at any age
after infancy and is generally difficult to diagnose
(Kishanani, 2006). In a study that evaluated 54
patients diagnosed with late-onset Pompe disease,
Hagemans (2005) observed in 1/3 of cases delay in
diagnosis of 5-30 years.

The clinical picture can have the appearance of
progressive myopathies (Engel, 2004). Signs of
onset are the fatigue, aches and cramps and ab-
normal motility with difficulty walking (Hagemans
2005, Miiller-Felber 2007). Engel (2004) observed
that muscle fatigue is more pronounced proximal
than distal, especially of interest for pelvic belt and
adductori muscles. Impairment of facial muscles is
possible with the appearance of unilateral or bi-
lateral ptosis (Groen, 2006). Hagemans (2005) re-
ported that 76% of patients had muscle fatigue and
46% of patients accused pain at various sites, 33%
of these children reporting pain in the legs.

Impaired diaphragm and accessory respiratory
muscles causes the early respiratory problems
represented by dyspnea, oropnee, sleep apnea and
nocturnal hypoventilation, this symptoms may
manifest before the onset of other signs of muscle
damage (Kishnani, 2006). Approximately 1/3 of
patients show signs of respiratory failure who is, as
in early-onset forms, the main cause of death
(Kishnani 2006, Engel 2004).

The incidence of cardiac events is not well
documented in older children and adults with
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Pompe disease. Cardiomyopathy diagnosed in all
cases with infantile onset is not present in patients
with late-onset probably due to residual enzyme
activity. Miiller-Felber (2007) found in EKG, at
patients with Pompe disease, Wolff-Parkinson-With
syndrome and other abnormalities; the author
assuming that these abnormalities are determined
by selective accumulation of glycogen in the cardiac
conduction system.

Another severe complication is the brain ane-
urysm that has an incidence of 2.7% in these pati-
ents, higher than the general population and repre-
sents the second cause of death (Winkel, 2005).

DIAGNOSIS

Clinical signs of Pompe disease are varied and
their nonspecific nature makes the diagnosis
difficult. The diagnosis of Pompe disease in infant
involves excluding other potential causes of muscle
weakness (central, peripheral or genetic causes)
and in children and adults of different inflammatory,
congenital or metabolic myopathies, the muscular
dystrophies, motor peripheral neuron disorders or
due to damage or junction neuromuscular.

American Association of Neuromuscular &
Electrodiagnostic Medicine (AANEM) proposed
several clinical and laboratory criteria for diagnosis
of Pompe disease (Table 1).

TABLE 1. Clinical and laboratory signs of Pompe disease
as AANEM®

Muscle strength testing predominantly proximal muscle
- weakness

Electromyography - typical or atypical myotonic
downloads at muscles, polyphasic
action potentials of small amplitude
and short duration of motor unit;
downloads fibrillation potential and

positive sharp

Respiratory function
tests >
(CV, PEM, PIM)

fall forced vital capacity with > 10%
which is suggestive for diaphragm
damage

Creatinekinase and >
serum transaminases

can be increased up to 15 times
more than normal

AANEM" = American Association of Neuromuscular & Electro-
diagnostic Medicine

CV =forced vital capacity, PEM = maximum expiratory pressure,
PIM = maximum inspiratory pressure

The diagnosis can be confirmed by a quantitative
assessment of GAA enzyme activity in the fibro-
blasts by muscle or skin biopsy. This method is
done by invasive procedures and the results are

obtained after several weeks, thus delaying diag-
nosis. In some cases diagnosis may be supported by
the presence of marked accumulation of glycogen
in muscle or liver biopsy. Recent years have
developed a new diagnostic technique by sampling
blood dry that can help of earlier diagnosis of
Pompe disease.

TREATMENT

The treatment in Pompe disease is the enzyme
replacement therapy with alglucosidase alfa and
the aims of this treatment is to improve all symptoms
with improve motor function and respiratory func-
tion, maintaining or increasing patient independence
and quality of life in general.

Many authors consider that the enzyme treatment
is effective in reducing the accumulation of gly-
cogenintissues, interfering withthepathophysiology
mechanisms to improve clinical symptoms in both
forms of early onset and late-onset ones.

In a study that looked at the effect of enzymatic
treatment of 18 children under the age of 6 months
with severe forms of Pompe disease, Kishnani
(2007) reported improvement of clinical picture
with increased survival in the first 12 months of
treatment.

Nicolino (2007) studied the efficacy of alglu-
cosidase alfa on a group of 21 children with Pompe
disease aged 6 months-3 years 5 months and ob-
served of 48% of cases the resumption in motor
development and of 83% reduction of hypertrophy
and improve cardiac function after one year of
treatment.

Strothotte and collaborators (2009) evaluated at
44 patients with late-onset Pompe disease efficiency
of alglucosidase alfa administration dose of 20 mg/
kg every other 2 week, for 12 months, through sys-
tematic assessment at 3 months interval of forced
vital capacity, test of walking for 6 minutes, quan-
titative testing of muscle strength, maximal expi-
ratory and inspiratory pressure measurement, levels
of the creatinekinase. The authors reported stabili-
zation of neuromuscular deficit with a slight im-
provement in functional tests.

Van der Ploeg (2010) studied 90 patients older
than 8 years diagnosed with Pompe disease in se-
veral medical centers in the United States and
Europe who were treated for 78 weeks with alglu-
cosidase alfa iv dose of 20 mg/kg every other 2
week or placebo. At patients who received alglu-
cosidase alfa was observed an increased distance of
walking and a stabilized pulmonary function for a
period of at least 18 months.
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The treatment with alglucosidase alfais generally
well tolerated, the most common adverse reactions
are represented by skin rash, sweating, chest dis-
comfort, cough, vomiting, increased blood pressure
(van der Ploeg, 2010). All these side effects are
generally minimal and respond to symptomatic
treatment (Nicolino, 2007). The most severe ad-
verse effects reported in patients who receiving en-
zyme are allergic reactions, including anaphylactic
shock. Strothotte (2009) reported the presence of
minor allergic manifestations in 10% of patients
receiving alglucosidase alfa for 1 year. In one
patient with Pompe disease who received high
doses of alglucosidase alfa 10 mg/kgx5/week,
Hunley (2004) observed signs of transient nephrotic
syndrome.
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