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" SUDDEN DEATH IN HOMOCYSTINURIA

Differential Diagnosis of Homocystinuria (-emia)

h. Cystathionine B-synthase deficiency
B. Impaired activity of 5-methyltetrahydroforate-
homocysteine methyltransferase

1. Failure to form or accumulate methylcobalamin

2. 5,10-Methylenetetrahydrofolate reductase deficiency
3. Defective absorption of vitamin B12

4. Nutritional VB}2 deficiency

C. 6-Azauridine triacetate administration
D. Artifactual, due to bacterial metabolism of urinary

cystathionine
Tetrahydrofolate . Methionine
Dmiuethyl S adenosylmethionine
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Methionine Homocysteine Cycle

(D) cystathionine synthetase

(2) methyltetrahydrofolate(MTHF) homocystine methyltransferase

(3) methyltetrahydrofolate reductase

@) betaine methyltransferase

Clinical Abnormalities in Cystathionine ﬁ—synthase

Ueficiencz
. Ocular 111, CNS
Ectopia lentis Mental retardation
Iridodonesis : Seizures
Myopia Abnormal E.E.G.

H.  Skeletal IV. Vascular
Osteoporosis Arterial and venous
Dolichostenomel ia thromboembol 1
Scoliosis Malar flush
Genu valgum Livedo reticularis
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Platelets in Homocystinuria

Platelet adhesiveness
1) adheasiveness to small glass surface

26 cases —————— abnormal

2) adheasiveness to large glass surface
17 cases————normal

4 cases——abnormal

Platelet aqgreqation

abnormalities have not been present
in large numbers of patients.

Platelet survival time

1) Harker, L.A. et al.
Patients—— 4.3%0.6 days
Normals 9.5%0.6 days
2) Uhlemann, E.R. et al.
normal in 6 patients

Morphologic abnormalities

1) Grobe, H. et al vacuolated platelets
2) Unhlemann, E.R. et al—normal

. Clotting abnormality

Deaths in the series™®

Case no. Age (yr) Cause
4 2 Sudden
6 5 Cerebral thrombosis
1 1 Cerebral thrombosis
5 9 'Stroke’
8 10 Cerebral thrombosis
15 30 Pulmonary embolism

* Wilcken, B & Turner, G
Arch. Dis. Child. 53, 242, 1978
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Dept. of Pediatrics,
Nihon Univ. School of Medicine

List of the 2 cases with Homocystinuria

Case 1 Case 2
Age at diagnosis 10 yr 1 Mo
Chief complaint hematuria hypermethioninenia
and '
proteinuria
Serun methionine 1.56 mg/dl 23.43 mg/dl
Serum homocystine 0.30 mg/dl 0.69 mg/dl
Urinary cyanide ) (=)~ (¥
nitroprussids test
Platelet aggregation
collagen 1n5% 82 7
epinephrine 81.27% 78.0 %
ADP (2x10-6M) 81.0% 8 7
Platelet adheasiveness normal not done
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