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Summary

Since 1985, a neuroblastoma screening have carried out to 6- month old infants in Japan. Over 2000 cases were detected
earlir and their prognoses were excellent. However, We noticed that many cases of them will be regressed spontaneously later.
Therefore, we discussed about the appropriate age for the screening for detection of unfavorable neurohlastoma. We concluded

that it is desirable to do it near 18-month old.
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Summary

In Kyoto, screening of neuroblastoma was started tol8-month old children for detection of prognostically unfavorable cases

instead of 6-month old infant screening. We presented its system and procedure including informed concent about this

screening were shown
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Summary

Neurcblastoma mass screening system and the result of such screening in Osaka prefecture were described. At Osaka Medical
Center and Research Institute for Maternal and Child Health, neuroblastoma mass screening examination of six month-old
infants was performed in Osaka prefecture (except Osaka city). The proportion of the population screened by this system has
been almost 80%. A total of 684,710 infants underwent examination between April 1988 and March 2003. 555 infants required
further medical testing, among those 555 infants, 159 true neuroblastomas were identified, while 394 were negative for tumor
on further examination. Two refused for further examination. A breakdown of those 159 neuroblastomas by stage showed that
42 were in clinical stage 3 or 4. From this perspective, infant screening was effective even in the previous 6-month-old infant
screening system.

A process of reopening the neurcblastoma mass screening examination for eighteen month-old children in Osaka was
described. In Osaka, the preparations for cancer registration have been accomplished, and a further medical examination
system is well regulated. Osaka prefecture made a decision to perform screening tests for eighteen month infants based on the
documentation of the usefulness of this program. The reason for choosing 18 months as the age of examination is to prevent



PO ERFE AR R R (7 8 LRI IR
AFES RN AR 2 U — = TR

or decrease excessive medical treatment for cases undergoing spontaneous regression cases based on the results of serial

observations of VMA and HVA.

In addition, it is age at which a biological difference of neuroblastoma appears and important judgment criteria in the

international pathology tissue criteria (Shimada classification) become applicable. Furthermore, it is consistent with the general

health examination period for infants in Japan, and improvement in the examination rate is also expected.

Finally, the results of a pilot study of the new screening system are described below. During eight months, 10, 692 people

were examined. Among those, we discovered two neuroblastomas, and one false positive case without tumor on further

investigation was recognized, but no cases that seemed to spontaneously regress were detected during that time. The

examination rate was very low at about 20%. In the next fiscal year, we want to compile a detailed report of patients after

additional work to improve the examination rate.
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R AFERNEEIO 88.2%, 105%. 14%ICH LN, Fio, BERELRIEED 68.0%, 24.0%., 80%, EIKRERE
FUERESIO 23.4%, 42.3%. 34.2%ICHA 5N (P<0.001), 3 DOBEIKRBICEITS type 1. type 2, type 3 MEEOHIE,
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b LR BT type 2RI TH D, THIEAREMGD 10%%2 555, Type | DI —EHid~ATERE ATh
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Summary

Mass screening (MS) of neuroblastoma has been carried out by measuring the urinary catecholamine metabolites in infants
at the age of 6 months in Japan. We assessed the incidence of neuroblastoma that may be a target for MS by studying tumor
biology. FISH on chromosome 1 and MYCN analysis was performed on 453 patients that were classified into 3 clinical groups
(287 infants found by MS, 51 infants < 12 months diagnosed clinically, and 115 children 212 months diagnosed clinically).
The relationship between the biological types of tumors and the clinical outcome was examined. Type 1 {trisomy 1 and normal
MYCN), type 2 {disomy 1/tetrasomy ! and normal MYCN) and type 3 (disomy [/tetrasomy 1 and amplified MYCN) tumors
were found in 88.2%, 10.5% and 1.4% of infants found by MS, in 68.0%, 24.0% and 8.0% of infants diagnosed clinically, and in
23.4%, 42.3% and 34.2% of children diagnosed clinically {? <0.001). Type 1 infants found by MS or diagnosed clinically had
earlier stages of the disease (P<0.0001 and P=0.0005) and better overall survival (P<0.001 and P=0.005) than type 1 children
diagnosed clinically. Type 2 infants found by MS had earlier stages {(”=0.06 and P<0.0001) and better overall survival (P=0.014
and P<0.001) than type 2 infants or children diagnosed clinically. Type 3 patients in all 3 clinical groups had advanced stages
and dismal prognoses. All type 2 and a small proportion of type 1 tumors detected by MS would have progressed to more
malignant tumors if undetected by MS, and early treatment of these tumors might have reduced the mortality of the patients.
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Summary

Neuroblastoma is a malignant tumor especially found at an infant period, and the mass-screening was conducted. However,
the mass-screening was suspended last year because the screening is not effective. We believe that neuroblastoma is still a
convalescent unsatisfactory disease and therefore, mass-screening is vital to decrease the morality of infantile cancer.

In order to restart the mass-screening, we started to establish a testing method that can determine a type of the tumor and
observe its convalescence. We also searched for molecules that could be new accurate determinants of the tumor, Metabolic
substances of catecholamine were considered to be the insignificant subject of the present screening however, we targeted it to
set up the analytical method of total metabolic substances of catecholamine within urine and blood by applying LC-MS and to
find a new marker in metabolites. In addition, we attempted to establish the methodology to search new protein markers by the
application of new MALDI-TOF/MS with a new type of detector.
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TEED, AEMOERMERH v b 7AOSER PRIE W TFORBEERBT, ENRER - ISP RSP ERUES
PN, FRAS ) - FRMEG ORI FRENRIE L L, LC-MS KU MALDI-TOF/MS & T3
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1 FEROBE
ATFa—LTIyvRHABOBERLHRLL

T. DOPA, DOPAC, Dopamine, Ephinephrine,
Norephinephrine. Metanephrine. Nor-
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