Interesting case (Gaucher disease)

A 1-year-old girl with abdominal distenstion
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Chief complaint: 729lANINTL 5 LABUABLNITN. ‘
Present illness
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Past history
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Physical examination
Vital signs: BT 37.3° C, PR 120 /min, RR 24 /min, BP 90/60 mmHg
BW 7 kg (<P3), height 69 cm (< P3)
GA . A Thai girl with good consciousness, looked thin
HEENT : pale conjunctivae, no icteric sclerae, no lymphadenopathy
Heart : regular rhythm, normal S1, S2, no murmur
Lungs  :no retraction, normal breath sound, no adventitious sound
Abdomen : abdominal distention, no superficial vein dilatation, liver 4 cm
below RCM, liver span 8 cm, spleen 10 cm below LCM,
no fluid thrill, no shifting dullness
Extremities : no edema, no rash, no petechiae ‘

Neurological sign : no hypotonia or hypertonia, absent Babi g clonus

Laboratory data
CBC: Hb 7.4 g/dL, Hct 24 %, WBC 7,300 (N82,L59,E2, M5%),

non-reactive

EBV VCA IgM : negative




Differential diagnosis

® |nfection : HIV, EBV, chronic malaria
® Hematologic disease and malignancy: thalassemia, leukemia, HLH
® [Extrahepatic portal hypertension: portal vein thrombosis

® Storage diseases: Gaucher disease, Niemann-pick disease,

glycogen storage disease

Investigations

® Ultrasound of whole abdomen : mild hepatomegaly, increased echogenicity of

the liver, marked splenomegaly, no space occupying |

no lymphadenopathy
® Doppler ultrasound : no evidence of porta thr 0sis

® Bone marrow aspiration: normal cellularity, i ed megakaryocyte,

no abnormal

Percutaneous liver biopsy-
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Bone marrow biopsy
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Gaucher disease ({

® Most common lysosomal storage di
® Autosomal recessive disease charac by lysosomal accumulation of

glucosylceramide (gluco side)
® Defects in the gene en somal hydrolase glucocerebrosidase
(acid beta-gluc

¢

Epidemiology :

more prevalent in Ashkenazi Jewish

-2531) wugtaaanlsalnigs 20 98 (70 % -> GD Type IIl)

Ramathibodi (2543-2550) wutjtlaeninisalnids 5 9181 (80 % -> GD Type IlI)

ogenesis :
® Mutations in the glucocerebrosidase (GBA) gene located on chromosome 1921
® Deficiency in the activity of glucocerebrosidase lysosomal enzymes required

for glycolipid degradation




glucosylceramide glucose ceramide
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acid p-glucosidase

(glucosylceramidase
or glucocerebosidase)

Clinical manifestations:
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Anemia
Thrombocytopenia
Splenomegaly

Macrophages

Liver

Hepatomegaly

Bone
Bone Marrow

Pulmonary hypertension/
infiltration

ismus, fast eye movement and bulbar palsy or paresis

- severe hypertonia, rigidity, opisthotonus, swallowing impairment, seizures
Disease severity can range from perinatal-lethal to asymptomatic
The presenting features are variable and may occur at any age

Three clinical types that are distinguished by their clinical features, course, and

ethnic predilection




Childhood

Severe progressive

neurological deterioration

Normal Varies

Investigations: ’
CBC:ty \to and anemia

Liver en elevated

e survey, CT chest and abdomen
me analysis:
st effective and reliable diagnostic method
- measurement of glucocerebrosidase activity in leukocytes from
peripheral blood
® Mutation analysis

® Bone marrow aspiration




Diagnosis:
By clinical manifestations, hematologic complications and demonstration of

Gaucher cells in the bone marrow or other tissues

Treatment:

Supportive treatment :

Pain reduction therapies, blood ions + splenectomy

Specific treatment
® Enzyme replacemen eg. imiglucerase (Cerezyme®)

Indications onal Collaborative Gaucher Group Registry

nts with severe disease (eg, platelet count <60,000/ cu mm,
ize of liver >2.5 times normal size, spleen >15 times normal size,
radiologic evidence of skeletal disease)

Substrate reduction therapy (SRT)

Substrate reduction therapy (SRT) works by reducing the amount of
production and accumulation of waste material, or substrate, within cells.

SRT is for Type 1 Gaucher patients for whom ERT is not an option.

® Stem cell transplantation
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