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The possible association of autism with infection or

immunization has been reported since the 1970S. Tanoue et

al. reported, on the basis of their birth cohort, that the births

of autistic children were more frequent among those bom in

April-June, and that more frequent bronchitis/pneumonia

hospitalization occu汀ed when a higher prevalence of autistic

children was re?orded (4)･ Kawashima et al･ reported that

three of nine autlStic children bom in United Kingdom were

positive for measles H gene as determined by RT-PCR (5).
The prevalence of autism in Japan during the 1 980s was 5-

16 per 10,000, and 2日in 1996 (7)･ This apparent inFrease

of autism in 1996 was difficult to interpret, because lt may

have been due to the recent improved screenlng ln routine

health checkups, the existence of atyplCal or "temporary"

autism and other pervasive developmental disorders (e.g.,

DSM III, ⅠⅠⅠ-良, IV) (8), or increased awareness of high

function autism (i.e., IQ>70) (6). No conclusion has yet been

obtained (9).

More recently,the possibleinvolvement of mumps-measles-

SaSOPuOニ!u

rubella (MMR) vaccinatiPn in autism has been raised (1-3)･

The MMR vaccine was lntrOduced in 1989 in Japan. The

vaccination program was unsuccessful on account of the

higher incidence of the associated aseptlC menlngltlS, and, in

1 993, the Ministry of Health and Welfare dissuaded continu-

ation ofMMR vaccination (10)･ In 198911992, 2･2 million

doses of MMR vacclne and 3.0 million doses ofmonovalent

measles vaccine (MMV) were distributed in Japan ( 1 I). The

sale ofMMR and MMV vaccines and its relationship to the

reported prevalence of autism in Japan is shown in Fig. 1.

Kawashima et al. claimed that the symptoms developed soon

after MMR vaccination in the mgority of autistic cases (5)･
Tanoue et al. reported 90% of autlStic children are diagnosed

by the age oreight (4).

The 1988/89-birth cohort received approximately l.3

million doses ofMMR vaccine and 1.7 million doses ofMMV

vaccine. A case-Control study of this population will be of

value for elucidating a possible relation between autism and

the vaccination. It should be noted, however, that a matched
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Fig･ I I Measles vaccine sales and reported prcvalencc ofautismper 10,000, 198 1-2000, Japan.
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case-Control study uslng the United Kingdom General Practice

Research Database was inconclusive as additional informa-

tion provided by parents was indispensable in minimizlng

bias and confわunding (12).
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In the past, Bulgaria, situated in Southeastem Europe, has

been heavily affected by malaria known as "thracian fever"

(1). The highest incidence rate-2066% (144,632 cases)-was
recorded in 1 946. Conventional anti-epidemic actions have

been coordinated since 1 955 through the strategy of the World

Health Organization (WHO). Since 1 962, a diminishment of

the number of the autochthonous cases has been achieved,

and in 1 965 the WHO announced the eradication of the local

malaria (2). In the following years, cases of imported malaria

by Bulgarian and forelgn People from endemic countries have

been recognized, e.g., nine lethal cases from malignant

malaria. During the period 1965-2000, 2,850 people have been
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diagnosed as having lmpOrted malaria caused mainly by

Plasmodium vivax and P･falclbarum and at a lesser frequency

by P. ovale and P. malariae (3,4).

For the first time after the malaria eradication in 1995-

1996, Some cases have been fわund in southeast Bulgaria, near

the border with Greece and Macedonia-18 local cases of

tertian malaria ofP. vivax. In August 1995, eight cases of

malaria were found, and three cases more in September. The

sick people range in the age from 5-60 years, and are residents

of fわur rural areas in the neighborhood of the town of Sandanski,

situated in the valley of the Stmma river. The climate of this

reglOn is strongly influenced by the Mediterranean Sea, and

has been highly hyperendemic in the past, with the malaria

and its vector, Anopheles macullbennis seasons lastlng from

April to October. Most probably the orlgln Of the parasite


