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Introduction

The World Health Organization (WHO)
began designating a World No-Tobacco Day in
1987 as part of its campaign to attain a goal of
smoke-free society by the year 2000. Adopting
a different slogan every year, it has continued
to promote antismoking measures on a global
basis. For the No-Tobacco Day in 1999, the
WHO advocated that physicians should serve
as role models of good health, should not
smoke, and should not tolerate their patients’
smoking habit.

It has been reported that the counseling and
guidance provided by the physician greatly
affects the patient’s smoking activities'? and
the physician’s non-smoking stance has been
strongly urged. In studying the smoking ratio
among physicians globally, it has been reported
that the ratio rose and preceded the rise in the
smoking ratio of the general public in past
years” and similarly, a drop in the physician
smoking ratio anteceded the drop in the smok-
ing ratio of the general public. In truth, in coun-
tries where the smoking ratio among physicians
is markedly low, the smoking ratio of the gen-
eral public has also dropped.

Based on these facts, the JMA conducted
a survey aimed at clarifying the smoking and
nonsmoking activities of its members. In this
paper, the survey findings on the smoking
activities of JMA members and their attitude
towards smoking® and specific antismoking
activities conducted by the JMA have been
introduced.

Survey on the Smoking Activities of
JMA Members™

1. Survey findings
1) Smoking ratio

The smoking ratio of the total number of
surveys analyzed was 27.1 percent for male
physicians and 6.8 percent for women phy-
sicians; and these statistics were lower than
the smoking ratio of the general public at the
time the survey was conducted (age regulated
smoking ratio: men 51.6 %, women 12.3%)
(Table 1).

A breakdown of the smoking ratio according
to age showed a high ratio among male physi-
cians in their thirties and forties, and 70 years of
age and higher for women physicians.

The smoking ratio according to birth cohort

This article is a revised English version of a paper originally published in

the Journal of the Japan Medical Association (Vol. 124, No. 5, 2000, pages 725-736).

The Japanese text is a transcript of a lecture originally aired on December 3, 2000, by the Nihon Shortwave
Broadcasting Co., Ltd., in its regular program “Special Course in Medicine”.
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Table 1 Smoking Ratio of IMA Members According to Age

Unit: % (); n
Age 20s 30s 50s 60s 70s Total
Male smoking ratio 26.1 (23) | 30.7 (264) | 31.0 (662) | 27.6 (577) | 23.7 (476) | 22.9 (498) | 27.1 (2,500)
Male addiction ratio 13.0 17.0 14.2 15.6 10.3 8.8 13.0
Female smoking ratio | 1.8(55) | 55(292) | 7.8(332) | 7.4(215)| 58(120) | 8.2(257) | 6.8(1,271)
Female addiction ratio 0.0 1.0 2.1 19 0.0 2.3 16

Addiction ratio: Ratio of smokers with an addiction of higher than the medium range of 4

on the Fagerstrom Tolerance Questionnaire.
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Fig. 1 Smoking ratio of each age group according to birth cohort (Men)

for male physicians showed that it was the high-
est at thirty years in comparison to the other
age groups and tended to decline gradually
thereafter. In the case of physicians over the
age of 70 years, the smoking ratio at the ages of
30, 40, 50, and 60 was the highest in comparison
to the ratio for other age categories. The age of
women physicians with the highest smoking
ratio differed in each age group (Fig. 1, Fig. 2).

A review of the smoking ratio according to
medical field showed that the ratio was low for
physicians in the fields of internal medicine,
pediatrics and significantly low in the respira-
tory and cardiovascular fields. Likewise the

smoking ratio for women physicians was low in
the respiratory and cardiovascular fields, but it
was not statistically significantly low.
2) Physicians’ attitude on smoking

Data on the physicians’ attitude on smoking
according to smoking habits were collected in
three areas, i.e., the prohibition of smoking at
health care facilities, smoking by physicians,
and smoking by patients. There was a signifi-
cant difference in the answers for both men and
women in the smoker 1, smoker 2, and non-
smoker categories. Overall, the smokers were
passive about promoting antismoking measures
and nonsmokers were active in advancing such

I Of the 132,098 male physician members and 17,307 female physician members of the JMA in December
1999, 3,000 male physicians and 1,500 female physicians were randomly selected for the survey. The survey
was conducted for a five-month period from February to June 2000. The final respondent ratio was 87 percent
(3,885 members). Of the 3,885 surveys, 114 surveys were excluded due to the lack of information and a total

3,771 were analyzed (2,500 men and 1,271 women).
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Fig. 2 Smoking ratio of each age group according to birth cohort (Women)

measures.

The countermeasures against smoking such
as “nonsmoking regulations for staff members”
and “no smoking policies at hospitals” had
a high ratio of support among nonsmoking
physicians of both genders. Additionally, many
male physician smokers supported the designa-
tion of nonsmoking corners and women physi-
cian smokers were in favor of creating non-
smoking time slots. Many smoker physicians
of both genders replied that “they were not
actively involved in advancing antismoking
countermeasures”.

In the area of antismoking counseling for
patients, many nonsmoking physicians of both
genders stated that “new patients were always
asked about their history of smoking” and
patients were also asked “whether they had
a record of having quit smoking due to quit-
smoking counseling given during the previous
one year period”. Additionally, a significantly
high number of nonsmoker physicians of both
genders replied that they gave specific informa-
tion on the dangers of smoking to patients dur-
ing quit-smoking counseling sessions. In con-
trast, many male physician smokers stated that
they merely advised patients to quit smoking.

A high ratio of physicians of both genders,
especially nonsmoking physicians, stated that
one of the major drawbacks to providing quit-
smoking counseling was the lengthy period of
time such services entailed (Table 2).
3) Characteristics of physician smokers

Of the subjects targeted in the survey, there
were 678 male physician smokers and 87 women
physician smokers, of which 67.8 percent of the
men and 60.9 percent of the women, stated that
they had considered quitting in the past and
42.5 percent of the men and 32.3 percent of
the women replied that they had taken serious
measures to quit smoking. Moreover, their rea-
sons for quitting were “not good for health”
(66.1 percent of the men, 66.7 percent of the
women), “complaints from family members
and friends” (26.4 percent of the men, 14.9 per-
cent of the women), and “not good in terms of
the profession” (29.5 percent of the men, 28.7
percent of the women). Their reasons for
smoking were “it was a habit” (41.3 percent
of the men, 34.5 percent of the women), “it had
a calming effect” (39.4 percent of the men, 36.8
percent of the women), and “it was a stress
reliever” (38.1 percent of the men, 49.4 percent
of the women). Of the physician smokers, who

2 Smokers who were rated higher than the FTQ (Fagerstrom Tolerance Questionnaire) nicotine dependency
rating of 4 were categorized as “Smoker 1” and all other current smokers were categorized as “Smoker 2”.
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Table 2 Smoking Conditions According to Antismoking Guidance by Physicians and Factors

Impeding Nonsmoking Guidance

Male

Smoker 1 | Smoker 2 | Nonsmoker
(n=325) | (n=353) | (n=1,822)

Nonsmoking guidance
1. Explain in detall

the smoking risks 50.5 50.7 66.8
to patients

2. Advise patients to
quit smoking 39.7 425 30.6

3. Set specific deadline
to quit smoking,
give treatment,
guidance for patients

4. Provide educational

materials/guidance

for patients to 3.7 31 5.0

quit smoking on

their own

Introduce specialist 18 11 12

6. Prescribe nicotine
substitutes (gum) 13.8 14.7 14.2

7. Schedule regular
outpatient dates to
check the progress 0.3 0.3 1.0
of patients trying
to quit smoking

Factors impeding

antismoking guidance

1. It'salengthy
process

2. No remuneration for
counseling services

3. Smoking is not a
personal problem

4. Inadequate education
about the smoking 231 16.1 211
problem

5. Futile because there
are no successful 9.8 5.7 7.7
cases

6. Patients refuse
guidance from 19.7 16.4 21.7
the start

25 45 4.8

ol

34.8 411 50.2

135 13.0 21.6

12.6 5.9 5.8

Unit: %
Female
Verifi- | Smoker 1 | Smoker 2 | Nonsmoker | Verifi-
cation (n=20) | (n=67) |(n=17,784)| cation
p<0.01 25.0 50.0 62.4 p<0.01
p<0.01 50.0 28.4 317 ns
ns 5.0 6.0 4.7 ns
ns 5.0 134 45 p<0.01
ns 0.0 3.0 15 ns
ns 5.0 14.9 12.8 ns
ns 0.0 0.0 1.6 ns
p<0.01 25.0 29.9 42.1 p<0.01
p<0.01 0.0 14.9 17.7 ns
p<0.01 15.0 75 6.3 ns
ns 25.0 239 27.3 ns
ns 15.0 6.0 6.3 ns
ns 30.0 313 29.7 ns

Verification: y? test, 2 (yes or other than yes) X 3 (smoker 1, smoker 2, nonsmoker)

were employed at medical or health care facil-
ities where a no smoking policy was adopted
throughout the facility (163 men and 32
women), 42.9 percent of the men and 28.1 per-
cent of the women stated that they smoked on
the premises.
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2. Analyses of the survey findings

The subjects of this survey was limited strictly
to JMA members and it is not representative
of all physicians in Japan — the number of sub-
jects in their twenties was particularly minimal.
Consequently, we were unable to grasp the over-
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all trend among young physicians in the JMA
survey. According to several other reports, the
smoking ratio among physicians under 30 years
of age is said to be higher in comparison to
other age groups. Thus, it is possible to suggest
that the overall smoking ratio of male physi-
cians in Japan is about 30 percent, slightly
higher than the findings of the JMA survey if
the age composition of this survey’s subjects
and the findings from these reports are included
in the conjecture.

Many of the statistics on the smoking ratio
of physicians in Japan have not been tabulated
separately according to gender. Subsequently,
there are many ambiguities regarding the smok-
ing ratio for women physicians. If the findings
of this survey and those of past surveys are
inferred, the smoking ratio is about 10 percent
lower.

Therefore, the smoking ratios reported by
the JMA survey are much lower than the
smoking ratio of the general public (1996 age
regulated smoking ratio of the Japan Tobacco
Inc. was 51.6 percent for men and 12.3 percent
for women). However, the smoking ratio of
physicians in Japan are higher than the ratios
for physicians in major countries around the
world.>®

It was found that nonsmoking physicians
actively promoted antismoking countermea-
sures at health facilities and provided quit-
smoking counseling for patients. Physician
smokers who indicated a mid-range nicotine
dependency or higher in the FTQ tended to be
passive about antismoking countermeasures.
These trends indicate that physicians who
smoke do not provide a very positive input
for antismoking countermeasures at health
care facilities and quit-smoking counseling
activities for patients.

The findings of the JMA survey show that
many of the physician smokers want to quit
smoking; and nearly half of the respondents
indicated that they have seriously tried to quit
smoking. But it appears that quitting is a diffi-
cult task to accomplish even for physicians who

are fully familiar with the injurious effects of
smoking. Moreover, many responded that the
most common reason for smoking was that “it
was a habit”. Based on this response, it may be
said that there is a need to establish an effective
quit-smoking program for physicians.

How Should the JMA Address
These Issues in the Future?

According to the JMA survey findings, the
smoking ratio of JMA members is lower than
the smoking ratio of the general public, but
from an international perspective, the smoking
ratio of physicians in Japan remains high. More-
over, the survey showed that physician smok-
ers tended to be passive about promoting quit-
smoking counseling for patients. Therefore,
it is important that physicians take the initia-
tive to implement antismoking, quit-smoking
measures.

In view of these facts, the JMA has
recently implemented the following antismok-
ing activities.

In February 2001, the JMA held a school
health symposium on “The Rule of Schools
in Antismoking Education”. In the beginning
of March 2002, the JMA held a “Public Citi-
zens’ Forum on Smoking and Youth — A 21st
Century Perspective on the Health of the Japa-
nese People” where Dr. Tsuboi, president of
the JMA, presented a keynote speech, which
was followed by a panel discussion. Dr. Tsuboi
also participated in a television program on
“Karada Genk ka (Sound Health)” sponsored
by the JMA in February 2001, where the start
of JMA’s antismoking campaign was officially
announced. Four programs addressing tobacco-
related health issues have been subsequently
broadcast since that initial program.

In addition, Japan’s first antismoking televi-
sion commercial advocating, “Let’s quit smok-
ing — the Japan Medical Association” has also
gone on air. The JMA placed PR newspaper
ads at the start of the JMA antismoking cam-
paign; and the campaign was also introduced
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in the JMA News, the association’s bulletin for
its members. Exhorting members that “anti-
smoking represents a love for humanity”, it
also reminded members of the need to prevent
passive smoking as a health hazard.

To further this campaign, a Committee to
Expedite the Antismoking Project was created
in April 2001 to collect the views of experts
from a diverse range of sectors relevant to the
issue of cigarette smoking. The first committee
meeting was held in May 2001, followed by a
second meeting in October of the same year at
the JMA headquarters. Utilizing their exper-
tise and experience in their respective fields of
specialty, the 13-member committee actively
provided a wide range of invaluable informa-
tion and advice such as “the need to educate
the public through data that clearly showed
a 50 percent drop in the risk factor for heart
disease when a person quits smoking, rather
than simply emphasizing the overall risks that
are incurred”.

In July 2001, smoking was completely banned
in the JMA building in keeping with its anti-
smoking campaign, and with the cooperation
of its members and staff, the building has
remained smoke-free. The future goal is to
ban smoking in all medical association offices
throughout the nation.

According to a survey conducted by the
Hokkaido Medical Association in December
2000 on antismoking policies implemented at
health and medical institutions, 30 percent of
all hospitals have completely banned smoking
in their facilities, 20 percent have strictly divided
their facilities into smoking and nonsmoking
areas, and 30 percent maintain partial smoking
and nonsmoking areas. However, about one
percent of medical and health institutions con-
tinue to allow smoking throughout their facil-
ities. Health and medical institutions should
implement at minimum segmented smoking
and nonsmoking areas, and if possible, a com-
plete ban on smoking throughout the facilities
should be pursued.

Following Dr. Tsuboi’s announcement of the

322  JMAJ, August 2002—Vol. 45, No. 8

JMA antismoking campaign in February 2001,

cooperation from wide and diverse sources has

been garnered. The JMA assists NPOs to plan
antismoking promotion seminars for the gen-
eral public by introducing appropriate lectures

to such events. It has also been supporting a

signature-collecting campaign of outside groups

to expedite segmented smoking and nonsmok-
ing areas.

In addition, the response from the general
public has been greater than anticipated and
support and encouragement for the campaign
have been received by phone, fax, and email.
Approximately 181 messages and letters were
received in the first six months of the campaign
(including 7 telephone calls), as well as two
negative responses stating that “a hysterical
antismoking campaign is no good” and “anti-
smoking campaigns are useless”. A breakdown
of the supportive responses are as follows.
(The figures in the parentheses refer to the
number of responses received.)

1. Supportive and encouraging (67)

2. Want doctors and nurses to be nonsmokers
(25)

3. Want data to be announced that show smok-
ing is a health hazard (12)

4. Would like to see more antismoking videos
and posters (11)

5. Want to see specific indexes and a support
system created (9)

6. Want to see more public manners practiced
with regard to smoking and more clearly
defined smoking and nonsmoking areas (8)

7. Provide antismoking education for children
(6)

8. Don’t manufacture cigarettes and raise the
price of cigarettes (85)

9. Ban smoking in medical association build-
ings (5).

There were 63 physicians (34.8%), 114
respondents of the general public (63.0%),
and 4 unknown (2.2%) respondents who par-
ticipated in the survey. As can be discerned
from this breakdown, the interest of the gen-
eral public was very high.
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Future potential activities include preparing
antismoking brochures and videos and the par-
ticipation of medical associations in antismok-
ing education for the general public as well as
youth, and research surveys that corroborate
the cause and effect between smoking and the
onset of smoking related diseases.

Conclusion

Antismoking activities appear to be actively
carried out by medical associations in other
countries, as attested to by the statements that
have been issued by the World Medical Asso-
ciation criticizing the contribution of physi-
cians to the tobacco industry.”® Their aggres-
sive antismoking stance as an organization rep-
resenting physicians is extremely strong. Anti-
smoking activities require the lateral coopera-
tion of physicians throughout the global com-
munity, and the JMA should set up special
forums to discuss this issue with other national
medical associations in the future.

As physicians who have been entrusted with
the responsibility to protect the health of the
national populace, we should take the lead in

disseminating antismoking activities and strive
to produce desirable and tangible results.
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Abstract: Recent studies indicate that a combination of social and personal
factors are associated with cigarette smoking among adolescents. Social factors
including peer pressure and media messages have a profound affect on the smok-
ing behavior of this age group. It has also been shown that adolescents with low
self-esteem and lacking in generic psychosocial skills (life skills) are likely to be
easily affected by social factors and to smoke cigarettes. To prevent adolescents
from smoking, it is necessary to implement effective smoking prevention education
in elementary schools. In Japan, information-based education has been the most
common approach to smoking prevention, but these programs have yielded no
evidence of preventive effects on behavior. Recently, however, several compre-
hensive smoking prevention programs based on well-accepted theories of human
behavior have been developed in Japan and their application is now widespread.
The quality of teacher training should be improved so that teachers can implement
these new programs effectively.

Key words: Smoking behavior; Adolescent; Life skills; Social factors;

Teacher training

The Importance of Smoking Prevention
in Adolescents

In Japan and other developed nations,
lifestyle-related diseases including cancer,
heart disease and cerebrovascular diseases
have become a health issue of primary signifi-
cance. Tobacco smoking is acknowledged to
be profoundly related to the onset of such
lifestyle-related diseases.

Smoking prevention particularly among ado-
lescents is considered to be a priority health
issue, because the risks to health increase pro-
portionately with earlier onset; early formation
of a smoking habit incurs stronger nicotine
dependency and renders cessation more dif-
ficult; and the use of tobacco and alcohol,
which are referred to as ‘gateway drugs’, from
an early age is believed to enhance vulner-
ability to later drug abuse.

This article is a revised English version of a paper originally published in
the Journal of the Japan Medical Association (Vol. 126, No. 4, 2001, pages 501-504).
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*The gender difference was statistically significant (p<0.05)

Fig. 1 Adolescent smoking behavior
(Kawabata, T. et al. Jpn J Public Health. 1991; 38: 885-899.)

Adolescent Smoking Behavior—
Prevalence and Etiology

Data from the 1989 Japan Know Your Body
(JKYB) study conducted on thirteen thousand
juvenile students in grades one through twelve
in nine prefectures of Japan during June/July
of that year, reported a rise in cigarette smok-
ing (at least one cigarette smoked in the last
month) among male students in the seventh-
grade and above, reaching around 40% by the
12th-grade. Among girls, this increasing rate
was manifest from the 10th-grade, with around
15% of female students having smoked by the
12th-grade (Fig. 1)."”

Numerous studies conducted both in Japan
and overseas indicate that smoking behavior
among adolescents is formed as the result of
a combination of various social and personal
factors.

Social factors including smoking behavior
and attitudes towards the tobacco use of par-
ents, siblings and friends have been shown

(%)

60 [~
Boys

50 - Girls

Percent of students smoking cigarettes

More than 2

No friends 0 1

No. of friends
who smoke

Fig. 2 Smoking behavior of friends and smoking behavior
of high school students
(Kawabata, T. et al. Jpn J Public Health. 1991; 38: 885-899.)

to have a strong association with adolescent
smoking. Behavioral patterns and habits are
reinforced as adolescents, who observe and
imitate the behavior of such significant others,
accumulate beneficial physical, mental and
social experiences. Especially during puberty,
a period when dwindling parental influence
is replaced by growing peer-led influence,
the smoking initiation process is enhanced in
line with the number of friends who smoke
(Fig. 2).Y

Among adolescents, the most frequently cited
reason for taking up smoking is ‘curiosity,” and
it is considered that the media plays a major
role in the formation of this inquisitiveness. For
example, tobacco advertisements use various
techniques to attract the attention of teenagers,
including the use of models that captivate the
adolescent audience, thereby aiming to develop
positive images of smoking. In addition, numer-
ous on-screen smoking scenes in TV programs
and movies featuring favorite media personali-
ties are believed to be instrumental in the for-

JMAJ, August 2002—Vol. 45, No. 8 325
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mation of positive attitudes towards smoking
and to have a profound influence on the smok-
ing behavior of adolescents.

Nonetheless, not all youths are affected by
these social factors in the same way. It is recog-
nized that in addition to a lack of knowledge,
positive attitudes towards smoking, future inten-
tion to smoke, the lack of self-efficacy to enable
them to resist peer pressure to smoke, and low
confidence in their own abilities and worth,
adolescents have low decision-making, goal-
setting, stress-management and communication
skills, i.e. the fundamental/general psychosocial
skills (life skills) that are deemed necessary to
facilitate the resolution of problems in every-
day life, rendering them more susceptible to
the influence of social factors and more likely
to take up various risk behaviors, including
smoking.

The Theory and Practice of Smoking
Prevention Education

As has been demonstrated above, a large
number of social and personal factors are asso-
ciated with the development of risk behaviors
among adolescents such as smoking, and it is
believed that information-based education
alone is ineffective in preventing adolescents
from starting to smoke.

Since the 1970s, various health education
programs including smoking prevention have
been developed on the basis of the results of
behavioral science research in Europe and the
United States. Among these, rigorous evalua-
tion studies have demonstrated that the effects
of programs based on life skills training such
as the Life Skills Training program developed
by Dr. Gilbert J. Botvin of Cornell University
Medical College (Fig. 3), and the Know Your
Body program developed by the American
Health Foundation, are maintained for long
periods of time. Moreover, it is acknowledged
that these programs are not only effective in

(1) Knowledge and information

1. Smoking: myths and realities

2. The acute physiological impact of smoking
3. Alcohol: myths and realities (optional)

4. Marijuana: myths and realities (optional)

(2) Decision-making

5.6. Effective and responsible decision-making methods
7.8. Analysis of tobacco and alcohol advertising techniques

3) Goal-setting and self-esteem building

(

9.10. Self-image and self-improvement planning (8-weeks)

(4) Coping with anxiety

11.12. Relaxation, deep-breathing, mental rehearsal

13.14. Communication skills (verbal /non-verbal)
15. Social skills 1 (basic conversation methods/praise)

16. Social skills 2 (relations with the opposite sex)
17.18. Assertiveness (resisting peer pressure)

Fig. 3 Composition and content of the Life Skills
Training program by Botvin, GJ
(JKY B Study: Smoking Prevention Education to Develop Life
Skills. Higashiyama Shobo Co., Ltd., 2000; 40.)

preventing smoking, but that they are also
successful in averting various risk behaviors
among adolescents.

In the 1990s, a number of comprehensive
preventive education programs covering smok-
ing, alcohol and drug abuse prevention were
developed in Japan predominantly targeting
the nurturing of specific skills to facilitate resis-
tance to social factors and generic personal and
social skills (life skills); these are now widely
used. The programs include the smoking pre-
vention education program NICE IT* (Fig. 4)
developed by the JKYB Project*” and the
Teachers Manual for Prevention of Smoking,
Drinking & Drug Abuse*® developed by the
Japanese Society of School Health.

*NICE II: Nippon Intervention for Cigarette-free Environment-School and Community
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Class activities

1. Lifestyles that affect health

2. Impact of smoking on health —
especially the acute impact of
tar and nicotine

3. Social factors that influence
smoking behavior and addiction

Class activities

5. Analyzing tobacco advertising

Physical education

4. What is tobacco?
(Unit: “Prevention of diseases”)

6. Communicating your feelings effectively
(Unit: “Prevention of diseases”)

7. Refusing cigarettes offered by a friend
(Unit: “Prevention of diseases”)

Fig. 4 Composition and content of smoking prevention education program NICE |1
(JKYB Project: Smoking Prevention Education to Develop Life Skills.
Higashiyama Shobo Co., Ltd., 2000; 53.)

Abilities for Life Life Skills

Characteristics and abilities
necessary to live well in a
dramatically changing society

Psychosocial skills necessary to
deal constructively and effectively
with the various problems/demands
occurring in daily life

. 4

. 4

Characteristics and abilities
whereby individuals can study,
think, make active judgments,
act and find better solutions
to problems on their own

Abundance of humanity that is
self-disciplined, cooperative
and considerate

Goal-setting skills
Decision-making skills

Stress-management sKkills
Interpersonal skills

Self-esteem enhancement skills

Fig. 5 Abilities for life and life skills

Future Direction of Health Education

The new national course of study which will
take effect in fiscal 2002, includes the intro-
duction of “comprehensive teaching time” to
allow health issues to be dealt with in schools.
The health education to be undertaken during
“comprehensive teaching time” will not be
solely comprised of traditional information-
based components, but must link to the devel-
opment of “abilities for life” whereby individ-
uals can study, think, make active judgments,
act and find better solutions to problems on

their own.

In this sense, life skills-based health educa-
tion, has enormous potential to contribute to
the formation of “abilities for life” (Fig. 5),”
the fundamental goal of school education, and
not merely to be effective in preventing the
various risk behaviors of adolescence such as
smoking, and is expected to become the model
for health education in the 21st century.

Nonetheless, there are a number of issues
to be overcome before this ‘new’ health educa-
tion, which is based on well-accepted behav-
ioral science theories, can be made accessible

JMAJ, August 2002—Vol. 45, No. 8 327



T. KAWABATA

at all schools. According to research conducted
in Europe and the United States, for example,
many teachers lack experience of the student-
centered teaching styles and the teaching meth-
ods such as role-playing, brainstorming and
advertising analysis utilized in the programs,
which are based on behavioral science theories.
Moreover, it is suggested that the absence of
the necessary skills to utilize the programs
appropriately and a lack of self-confidence
among teachers means that there are cases
in which the programs are not being imple-
mented in line with their original purpose and
are failing to yield the expected effects.

To this end, research relating to the nature
of teacher training sessions (workshops) is
being energetically promoted in Europe and
the United States. These studies have revealed
that in addition to introducing the theories
that provide the framework for the program,
the inclusion of practice and feedback in
teacher training sessions is effective. This can
be achieved via class simulations employing
the teaching methods used to teach children
the skills they are required to learn, acting out
role-playing, and so on.

In Japan, where concern about life skills and
life skill education has only just begun to bud,
the quality of teacher training is considered to
be key to the development and distribution of
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life skills-based health education.
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2)
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4)
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6)
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Abstract:

A survey was conducted in Niihama, a city with a population of approxi-

mately 129,000, to investigate the incidence of smoking among children in the 6th
grade and 9th grade. The incidence of smoking, which was the rate of people who
have smoked at least once, was 13% in 6th grade boys, 8% in 6th grade girls, 29%
in 9th grade boys, and 16% in 9th grade girls. Among these children, 80% of both
boys and girls in the 6th grade, 60% of 9th grade boys, and 70% of 9th grade girls
indicated that they “will or wish to stop” smoking. The results show how smoking
habits increase with age, and suggest the importance of anti-smoking education in
grade school. Improvement of the cigarette-related environment is also needed.

Key words:

Underage smoking; Decrease in the age;

Anti-smoking education; Vending machine; Cigarette advertising

Introduction

The incidence of smoking among junior high
school students and high school students is
very high, according to a national survey con-
ducted by Minowa et al.” A survey (Table 1)
was conducted in Niithama, a city with a popu-
lation of approximately 129,000, to investigate
the situation of smoking among children. The
survey was given out to 1,296 children in the
sixth grade and 1,407 children in the ninth
grade, and the recovery rate was 100%.

Questions

Questions that were asked are listed in Table

1. Questions related to dioxin, a substance
recently found in cigarette smoke,* could not
be included in the survey in time. Lectures on
smoking were given 3 and 10 months prior to
the survey. All questions from Question 2 were
tallied separately so that answers could be com-
paratively examined between sixth graders and
ninth graders.

Results

Results are partially omitted due to space,
and are shown in Figures 1 through 11.

Although the children had some common-
sense knowledge of the hazards of smoking,
they did not know much about nicotine, tar,

This article is a revised English version of a paper originally published in
the Journal of the Japan Medical Association (Vol. 126, No. 4, 2001, pages 505-510).
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Table 1 Questions Asked in the Survey Regarding the Situation of Smoking among Children in Niihama

1. Have you ever smoked a cigarette? D Yes @ No

The following are questions for those who have answered “Yes'.
(1) I currently @ smoke every day (@ smoke occasionally ® do not smoke

(2) In the future, |

@ will stop smoking @ wish to stop smoking (® wish to stop smoking, but cannot stop @ will not stop smoking

(3) I started smoking

® because my friends suggested that | try @ because my parents suggested that | try & for no particular reason
@ because | was influenced by TV, movies, or advertissments & due to other reasons
(4) | gained access to cigarettes through @ vending machines @ astore @ friends @ parents ® other sources
2. Do you know that underage smoking will cause various health problems in the future?
@ | know that very well @ | know ® | do not know that very well @ | do not know
3. Do you know that cigarette smoke contains a lot of hazardous substances such as tar, nicotine, and carbon monoxide?

®Yes @ No

4. Do you know that tar contains a substance that causes cancer? @ Yes @ No
5. Do you know that people can be addicted to and dependent on nicotine? @ Yes @ No
6. Do you know that carbon monoxide debilitates the ability of blood to carry oxygen?

®Yes @ No

7. Do you know that passive (secondary) inhalation of cigarette smoke can also damage health?

®Yes @ No

8. Do you know that smoking can cause hazardous effects to pregnancy/delivery in women?

®Yes @ No

9. Do you know that cigarette smoke is hazardous to babies and children?

®Yes @ No

and carbon monoxide. Children in junior high
school seemed to have a vague understanding
of the hazards of second-hand smoke. Prob-
lems concerning the effects on a fetus and
smoking by women have seemed to become a
common sense in junior high school, especially
among girls.

Naturally, there was obvious improvement in
the understanding of smoking hazards among
children who had listened to the lecture, sug-
gesting the marked effectiveness of lectures.

Decrease in the Age of Smokers

The incidence of smoking, which was the rate
of people who have experienced smoking at
one point, was 13% in 6th grade boys, 8% in
6th grade girls,29% in 9th grade boys, and 16%
in 9th grade girls. These rates were lower than
those reported by others: in Kushiro, the rate
was 18.0%, 12.7%, 40.0%, and 30.0%, respec-
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tively,” and a survey conducted in 1996 by
Minowa et al. showed that the rate was 38.7%
in 9th grade boys and 22.7% in 9th grade girls.

Among these children, 6% of 79 sixth grade
boys, 2% of 49 sixth grade girls, 36% of 180
ninth grade boys, and 26% of 100 ninth grade
girls indicated that they were still smoking,
showing how the rate of smokers increase with
age. Approximately 80% of both boys and girls
in elementary school, 60% of 9th grade boys,
and 70% of 9th grade girls indicated that they
“will or wish to stop” smoking. The number of
students who “cannot stop” despite their inten-
tions to stop and those who “will not stop”
seem to surge in junior high school.

Warnings against the decrease in the age of
smokers are given in various areas. The dangers
regarding younger smokers are as follows:

(1) They become dependent on nicotine more
easily
(2) They develop many types of cancer such as
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638 sixth grade boys 644 sixth grade girls

e1390)

87%

640 ninth grade boys 665 ninth grade girls

A16%0)
299

84%

79 sixth grade boys
1%

5% 2‘%

49 sixth grade girls

94% 96%

180 ninth grade boys 100 ninth grade girls

9%
7%

B Yes [ No

Fig. 1 Have you ever smoked a cigarette?

lung cancer
(3) They become prone to ischemic heart dis-
ease and cerebral vascular disease
(4) They make themselves susceptible to pul-
monary emphysema and bronchiectasis
(5) They age faster
(6) They die early
These examples only confirm the pressing
need to establish countermeasures against the
decrease in the age of smokers and the increase
in female smokers.

What Triggered Smoking

Most children started smoking “for no par-
ticular reason” or “out of curiosity,” and the
greatest influences over this behavior were
friends and smokers in the family. The high
incidence of smoking among children in
Kushiro was attributed to the high smoking
rate in their families: approximately 74% of
fathers and 40% of mothers. The influence of
advertisements is also immeasurable due to
how advertisements are portrayed positively
and how scenes of people smoking in TV and

[JDo not smoke [l Smoke occasionally [ll Smoke everyday

Fig. 2 Those who have smoked currently

Sixth grade boys Sixth grade girls

8% 46%

24 % 8%

Q

Ninth grade boys Ninth grade girls

3% 4%

.
“

[ONo reason [ Friends’ suggestion [lParents’ suggestion
[JTV and ads [ Other

Fig. 3 What caused you to smoking?

magazines easily stirs up curiosity and the
desire to look “cool.”
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Sixth grade boys Sixth grade girls Boys 48 Boys who heard the lecture
on smoking (3 mo. earlier)

1%

Ninth grade boys Ninth grade girls

Girls 54 Girls who heard the lecture
on smoking (3 mo. earlier)

[ Vending machine [l Friend [l Parent

[ store @ Other
[ 1 know that very well B | know that

FAg. 4 Accessto cigarettes [ 1 do not know that very well [l | do not know

Fig. 5 Do you know that underage smoking will cause
various health problems in the future? (6th graders)

Boys 61 Boys who heard the lecture
on smoking (10 mo. earlier)

Boys who heard

Boys .
the lecture on smoking

48%0)
23%0)

58%

Girls 50 Girls who heard the lecture

on smoking (10 mo. earlier)
Girls who heard

Girls the lecture on smoking

[ I know that very well [ | know that
I 1 do not know that very well [l | do not know [ Yes B No

Fig. 7 Do you know that tar contains a substance

Fig. 6 Do you know that underage smoking will cause
that causes cancer? (6th graders)

various health problems in the future? (9th graders)
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Boys who heard
the lecture on smoking

Boys

20%

Girls who heard

Girls the lecture on smoking

2290

78%

Boys who heard
the lecture on smoking

Boys

S
g
>

Girls who heard

Girls the lecture on smoking

[ Yes B No

Fig. 8 Do you know that people can be addicted to
and dependent on nicotine?

[ Yes B No

Fig. 9 Do you know that carbon monoxide debilitates
the ability of blood to carry oxygen? (6th graders)

Boys who heard

B .
oys the lecture on smoking

81%

Girls who heard

Girls the lecture on smoking

80%

Boys who heard

Boys the lecture on smoking
0%
2%
90%

. Girls who heard
Girls the lecture on smoking

109 4%

90% 96%

[ Yes B No

Fig. 10 Do you know that smoking can cause hazardous
effects to pregnancy/delivery in women?
(6th graders)

Cigarette Advertising

In Norway, advertisement of all cigarette

[ Yes B No

Fig. 11 Do you know that cigarette smoke is hazardous
to babies and children? (6th graders)

products and sales promotion have been
banned since 1975. The EU has made the deci-
sion to ban all cigarette advertising and spon-
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sor activity by the year 2006. In the US, ciga-
rette advertising on TV and radio was banned
in 1971. However, It is said that advertisement
through newspapers, magazines, outdoors, and
public transportation increased immediately
following this ban.

In Japan, there are no legal regulations con-
cerning cigarette advertising. While individual
brand advertisement through TV /radio, movie
theaters, and the Internet has been voluntarily
restricted (self-regulation) since 1998, adver-
tisement through newspapers, magazines, and
billboards is considered an exception, and com-
mercials on smoking manners (a form of adver-
tising) continue to run on TV.

Vending Machines for Cigarettes

About half of the junior high students gain
access to cigarettes through vending machines,
and the rate only increases in high school. Rea-
sons for this are because cigarettes can be pur-
chased “easily,” “at night,” “no other way,” and
“without being seen.” For high school students,
reasons are mostly because cigarettes can be
purchased “easily” and “at night.” Those who
used vending machines because cigarettes can
be purchased “without being seen” seemed to
be mostly boys in junior high school.” Since
there has been self-regulation not to operate
any vending machines for cigarettes late at
night (11PM to 5AM) since 1996, cigarette
purchase during this time frame is limited to
roughly 20%.9

Sales by vending machines seem to play a
large role in cigarette access by young people.
Most cases seem to correspond to the third
paragraph of Article 20 of the Tobacco Busi-
ness Law Enforcement Regulations (in refer-
ence to the case when the location of a sales
office is not appropriate), which states that
location is not appropriate “when vending
machines are installed in locations that make
control or surveillance of sales of manufac-
tured cigarettes difficult, such as locations away
from stores, from the standpoint of preventing

9 <
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underage smoking.” Stringent underage-smok-
ing control by the police is needed.

Tobacco Business Law

The objective of this law, as stated in Article
1 (previous sentence is omitted), is “to attempt
to enhance the rightful growth of our nation’s
tobacco industry, and thereby contribute to
stable financial income and allow for the right-
ful growth of the public economy.”

In reference to advertisement, Article 40
recommends, “Those who employ advertise-
ments related to manufactured tobacco must
consider the prevention of smoking by minors
and the relationship between tobacco con-
sumption and health, and at the same time
must work to ensure that their advertisements
are not excessive.”

The law speaks of the rightful growth of
tobacco industry and assurance of financial
income, and the Ministry of Finance, who is
directly involved in management, holds
approximately 70% of the stock shares. The
industry is not banned from advertising tobacco
products, but is only recommended to “ensure
that their advertisements are not excessive,”
which sends the message that the Ministry is
not in favor of anti-smoking policy. Thus, the
citizens of Japan have a government that con-
flicts with the health policies of the Ministry of
Health, Labour and Welfare.

Preventive/Anti-smoking Education

In order to thoroughly implement the ban,
“people under the age of 20 shall not smoke
tobacco,” as stated in the 1900 law that pro-
hibits the use of tobacco products by minors
(under the age of 20), schools must start edu-
cating children so they do not start smoking
(preventive) or that they would stop smoking
(anti-smoking).

The author gives lectures at elementary
schools and junior high schools on the topic of
“the hazards of cigarettes.” Essays written by
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children after the lecture show compliant
responses and strong interests in “the hazards
of cigarettes” they hear for the first time. It
seems the children are not well-informed of
“the hazards of cigarettes.” After the lecture,
most children respond that they “will not
smoke” or that they “will hesitate if encour-
aged to smoke.” Preventive education must be
repeated during the 4th, 5th, and 6th grades.
During lectures, the author hands out a comic
book titled “What are cigarettes?,” which is
published by Ehime Prefecture Medical Asso-
ciation. This has been popular because it is rich
in content, in addition to being very easy to
read and as cheap as ¥20.

Conclusion

The cigarette is not a tasteful luxury item,
but a drug that contains many hazardous sub-
stances.””” Organizations such as WHO, World
Bank, International Association for the Study
of Lung Cancer, Ministry of Health, Labour
and Welfare, Japan Medical Association, The
Japan Lung Cancer Society, Japan Pediatric
Society, Japan Respiratory Society, and Japa-
nese Association of Cancer Epidemiology, which
are involved in issues related to health and dis-
eases, all promote, in one way or another, the
eradication of tobacco products and an anti-
smoking policy for minors.

Doctors must take this issue very seriously,
and contribute to the society by sharing their
knowledge. The true value of school physicians

may also be put to test in this modern age.
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Cerebral Characteristics Related to
Brain Death in Children

Brain death is a clinical concept defined as
“irreversible loss of whole brain functions,”
irrespective of age."™ Brain functions, as
referred to in this context, are those that can
be tested clinically, and brain death is diag-
nosed in the presence of irreversible deep
coma, absence of brain stem reflexes and
apnea; their irreversibility can be determined
clinically in children as well as in adults.

However, it is believed that, in children,
particularly in infants, the brain is resistant
to various stresses, including hypoxia,'*® and
recovery of function may occur even after pro-
longed loss of certain brain functions. Although
there is poor scientific evidence to definitively
corroborate such clinical experience, the possi-
bility nevertheless indicates the necessity for

Brain Death; Children; Criteria; Diagnosis; Determination;

prudence while determining the irreversibility
of brain functions in children.

Some characteristics important to the under-
standing of brain death in children are dis-
cussed in this section.

(1) Resistance to stress

Resistance of the brain in children, particu-
larly infants, to certain stresses has not yet
been fully ascertained. However, compensa-
tory reactions and resistance to hypoxia and/
or edema at the cellular level and their patho-
physiological significance in the progression of
brain damage in infants have been reported,
and may represent characteristic features not
noted in adults.”)

(2) Anatomical aspect

The brain and cranium of a child have
several anatomical characteristics, which may
influence the pathological progression of brain

This article is a revised English version of a paper originally published in the Journal of the Japan Medical
Association (Vol. 124, No. 11, 2000, pages 1640-1657). The entire report is comprised of two parts, and Part I
(“Survey of Clinical Practices in the Diagnosis of Brain Death in Children in Japan™) was published in JMAJ

Vol. 45, No. 7.
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death. Among them, the distensibility of the
cranial cavity by virtue of the easy dissociation
of the cranial sutures is important. The unique
blood supply to the brain and meninges
through both the carotid and vertebral arteries
also serves to prevent the progression of brain
damage.'”” On the other hand, cerebral blood
vessels in children are known to be very fragile,
and even slight changes in blood pressure or
flow can easily cause intracranial hemorrhage."

(3) Neurological aspect

As is evident from the rapid growth of the
head circumference of a neonate after birth,
the brain at the infantile stage undergoes rapid
growth and development. The function of the
central nervous system varies according to the
days, months or years after birth.'*'® This is
also accompanied by the development of vari-
ous reflexes and appearance of waves in the
electroencephalogram (EEG). Therefore, spe-
cific knowledge and experience of these tests
are necessary for accurate evaluation during
the phase of growth.

In adults, neurological diagnosis of brain
death is straightforward, except in complicated
cases. However, in small children, age-related
development of the brainstem reflexes and the
EEG pattern must be considered and the vari-
ous neurological and adjunctive tests required,
in particular, invasive tests, are difficult to per-
form due to the limitations posed by the body
size.'”

(4) Cause of brain death

There is a significant difference in the etio-
logical pattern of brain death between children
and adults. According to a survey, mainly of
adult cases, conducted by the Brain Death
Study Group of the Ministry of Health and
Welfare (MHW) in 1985,'® primary brain dam-
age was more frequent than secondary brain
damage, such as hypoxic brain damage, with a
primary to secondary brain damage ratio of
92:8. In contrast, our present survey revealed a
primary to secondary brain damage ratio of

57:43. Brain death due to cerebrovascular dis-
ease, a primary cause of brain damage common
in adults, particularly in those of middle to
advanced age, is not frequent in infants,'*?"
while the frequency of secondary damage is
high in infants.

As is typically represented by intracranial
hemorrhage, most cases of primary brain dam-
age follow a rapid and definite clinical course.
In contrast, most cases of secondary brain dam-
age follow a variety of clinical courses, while
not necessarily progressing rapidly.

(5) Time between brain death diagnosis
and the occurrence of cardiac arrest

The duration between the diagnosis of brain
death and the development of cardiac arrest
tends to be markedly longer in children than
in adults. The same trend had already been
pointed out by the Brain Death Study Group of
the MHW in 1985." This may be in accordance
with the reported results that the more active
the management of the patient is, the stronger
this trend is."”?® However, the time difference
of more than 10 years between the two surveys,
and the influence of advances in emergency
and intensive care on the results must be con-
sidered, and it may not be entirely reasonable
to conclude that this trend is characteristic of
only children.

Criteria for the Diagnosis of
Brain Death in Different Countries

The criteria for the diagnosis of brain death
in children in different countries, published in
scientific journals, governmental publications
(including those collected through overseas
agencies of the Ministry of Foreign Affairs), or
in major articles published by researchers from
the respective countries, are cited. However, it
is possible that there are some other criteria in
addition to those cited below in each country.
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(1) Australasia

1) Australia and New Zealand

According to the “Recommendations Con-
cerning Brain Death and Organ Donation”
published in 1993 and revised in 1998 by the
Working Party of the Australian and New
Zealand Intensive Care Society,” the criteria
for the diagnosis of brain death in adults are
also applicable to children aged 2 months or
older. For infants aged less than 2 months old,
an observation period different from that in
older children and adults is recommended, but
no specific length of time has been specified.

2) Korea

“Law Concerning Transplantation of Organs”
was officially announced in 1999 and enforced
in 2000. According to this law, for the diagnosis
of brain death in children under 6 years of age,
the criteria for brain death in children aged 6
years or older must be satisfied. Moreover,
confirmatory tests, including EEG, should be
performed at 48h in infants aged between 2
months and 1 year, and at 24 h in children aged
between 1 year and 6 years. In children aged 6
years or older, confirmatory tests should be
conducted after 6 hrs (according to investiga-
tion by the MHW).?*

(2) North America

1) Canada

Although the Canadian Medical Association
proposed guidelines for the diagnosis of brain
death in 1987 with the approval of the Cana-
dian Neurological Society,” it remained unre-
solved as to whether or not the criteria appli-
cable to adults could also be applied to neo-
nates and infants. However, brain death was
diagnosed at the Hospital for Sick Children in
Toronto according to the hospital’s own criteria
for the diagnosis of brain death, laid down
based on the aforementioned guidelines.*
Later (1998), new guidelines were developed
by the Canadian Neuro-Critical Care Group,
including the Canadian Neurological Society.
According to these guidelines, the criteria for
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the diagnosis of brain death in adults can be
applied to children aged 2 months or older.
However, for the diagnosis of brain death in
infants between 7 days and 2 months old after
full-term birth, RI examination of the cerebral
circulation in addition to clinical examination is
required. For children between 2 months and
1 year of age, repeat EEG after an interval of
24 h or longer is desirable. However, if the cere-
bral arteries cannot be visualized by RI cere-
bral angiography, there is no need to repeat the
EEG. Observation for at least 12h is recom-
mended in the case of children over 1 year of
age, and for at least 24h in cases of cerebral
hypoxia. These criteria are not applicable to
infants born before full term (before comple-
tion of 38 weeks of gestation) and neonates
under 7 days old, even if they were born at full
term.

2) US.A

Although the US Presidential Committee
published criteria for the diagnosis of brain
death in 1981, children under 6 years of age
were excluded from these criteria. Later, in
1983, Rowland et al.” stated, based on their
experience with 15 children who were in coma
and had apnea and absent brainstem reflexes,
that brain death in children can be diagnosed
according to the criteria applicable to adults
after 3 or more days of observation. Of their 15
cases, liquefaction and necrosis of the brain
were confirmed in 11. Then, Walker (1985)*
pointed out the difficulty of diagnosing brain
death in children under 5 years of age, and rec-
ommended repeat confirmation of a flat EEG
recorded for 30min at 24 h in addition to neu-
rological testing, followed by final confirmation
with an apnea test. A similar procedure was
also advocated by Suter (1993),'” who used
a repeat EEG plus cerebral angiography,
RI scan, or evoked potential examination at
24h in cases of doubt. Moshé et al. (1988)*
reported that the criteria for the diagnosis or
brain death involving EEG and brainstem
auditory evoked potential testing may be appli-
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cable to children aged under 5 years old. How-
ever, they also emphasized that this should be
confirmed by a nationwide multi-center coop-
erative study covering a large number of cases.
In a study which examined brain death in 61
children who were all younger than 6 years old
(including 51 infants), the usefulness of EEG
and the RI angiography 48-72h after the diag-
nosis of clinical brain death was noted.””

In 1987, the US Task Force for the Determi-
nation of Brain Death in Children (constituted
by 10 representatives from related medical
societies, legal associates, National Institute of
Health, etc.) published “Guidelines for the
determination of brain death in children.”
These guidelines are similar to the criteria
proposed by the US Presidential Committee,
except that the observation period was longer
according to whether the subject is a neonate,
infant, or older child, and according to the
cause of brain damage. These criteria could be
applied to all infants born after 38 weeks of
gestation (full term birth), when 7 or more days
had elapsed after the occurrence of brain dam-
age. Among the adjunctive tests, EEG and RI
angiography were suggested for reducing the
time period required for the confirmation of
brain death.

These guidelines were accepted favorably by
related societies, but Shewmon pointed out
the risk of false-positive diagnosis (non-brain
death cases diagnosed as brain death).**" In
response to this argument, the Task Force
explained that the guidelines were developed
based on experience with its own cases and
on the available data on adult cases, since
published information on children was insuffi-
cient. The Task Force contends that these
guidelines are not final, and are subject to fur-
ther revision after the accumulation of relevant
data, although there has been no known case of
successful resuscitation after diagnosis of brain
death had been made according to these crite-
ria. Kohrman et al.*® and Okamoto et al.*™ also
call attention to the risk of false-positive diag-
nosis, reporting that in some cases who fulfilled

the criteria of the Task Force, the cerebral cor-
tical and brain stem functions recovered par-
tially. On the other hand, Fishman stated in a
critical review published in the Pediatrics that
these reports would not affect the reliability
of the guidelines.* The reported cases do not
fulfill the criteria for the diagnosis of brain
death proposed by the present Study Group for
various reasons, including non-establishment
of the causative disease.

Alvarez et al. (1988)Y reported that the crite-
ria for adult cases are applicable to children
older than 3 months of age, and that confirma-
tion of brain death by a demonstration, once, of
a flat EEG is sufficient. Shewmon and other
researchers put forward a counterargument.**"

Ashwal et al. (1988),* who carried out a
retrospective study of brain death diagnosed in
18 neonates, stated that even clinical evalua-
tion alone would enable a definitive diagnosis
of brain death if the judgment is repeated after
an interval of 2 days in the case of full-term
infants, and 3 days in the case of prematurely
born infants. Ashwal et al. (1991)" concluded
that the guidelines proposed by the Task Force
gained general consensus as the valid diagnos-
tic criteria for brain death. According to an
extensive survey by Mejia et al. (1995),* the
guidelines are not strictly implemented nation-
wide. They pointed out that failure to follow
the standard procedure of an apnea test, in
particular, is not rare, and urged performance
of the apnea test as the most important proce-
dure in the determination of brain death.

(3) Europe
1) Italy

Mazzarella et al. (1994)*” recommend that in
the determination of brain death in children,
EEG and the cerebral circulation test must be
repeated after an interval of 48 or 72 h for con-
firmation of brain death.

2) UK

In the UK, the criteria for the diagnosis of
brain death were revised in 1995. According to
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the report of the British Pediatric Association
published in 1991, the criteria for the diagnosis
of brain death in adults may be applicable to at
least infants more than 2 months old.*?*” Pallis
et al. (1996)* excluded neonates under the age
of 7 days, and advised that caution should be
exercised in the diagnosis of brain death in chil-
dren aged 5 years old or younger.

3) Germany

The German Medical Association Criteria
for the diagnosis of brain death, revised in
1991, propose prolongation of the period of
observation for confirming the diagnosis of
brain death in infants. More specifically, in the
case of primary brain damage, an observation
period of 72 h is recommended for the diagno-
sis of brain death in neonates and infants, and
24 h for that in infants under 3 years of age. The
observation period recommended for children
aged 3 years or older and adults is 12h.**

In summary, the criteria for the diagnosis of
brain death in various countries indicate that
the basic concept of the diagnosis of brain
death in children is the same as that in adults,
and that the diagnosis is based on neurological
tests and adjuvant tests, including EEG and the
cerebral circulation test. However, the lower
age limit for which these criteria may be appli-
cable ranges widely from 7 days to 2-3 months
of life. In general, tests for the determination of
brain death are repeated after longer intervals
in children than in adults. Although it varies
according to the age and the cause of brain
damage, the interval for repeat tests, overall, is
24-48h.

Prerequisites

In Japan, the criteria proposed by the Brain
Death Study Group of the MHW in 1985 have
been widely accepted as the criteria for the
diagnosis of brain death in children aged 6
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years or older, and during the last decade, brain
death has been successfully diagnosed accord-
ing to these criteria. In developing criteria for
the diagnosis of brain death in children under
6 years of age, we believe that the diagnosis
should be made basically in accordance with
the criteria proposed by the Study Group of the
MHW, because the concept of brain death is
consistent, regardless of age.” Namely, brain
death can be diagnosed in children, as in adults,
by the presence of deep coma, absence of
brainstem reflexes, presence of apnea as deter-
mined by a rigorous apnea test, and electro-
cerebral silence (ECS). Since there is no funda-
mental difference in the concept of brain death
among different countries, and the aforemen-
tioned criteria from overseas are also expected
to be very helpful in developing the criteria in
Japan.

The 1984 survey by the Brain Death Study
Group of the MHW reported 26 cases of brain
death in children under 6 years of age. The
present survey managed accumulation of 139
cases. Based on the present data and the rel-
evant literature, the criteria for the diagnosis of
brain death in children under 6 years of age are
proposed as follows.

1. Subjects

As in adults, the patients in whom determi-
nation of brain death is indicated are; those in
apneic deep coma with organic brain damage,
maintained on artificial ventilation, in whom
the cause of brain damage has been diagnosed
definitively, and in whom there appears to be
no hope of recovery even after appropriate
application of all the currently available thera-
peutic interventions. Demonstration of the
cause of the pathologic process by CT and
other radiographic examination modalities
constitutes an essential part of the diagnosis of
brain death in children, as in adults.
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2. Exclusion

(1) Age

As reviewed in the section of neurological
characteristics, in children under 12 weeks old,
the EEG shows slow-wave activity, and brain-
stem auditory evoked potentials are variable
during this stage; therefore, electrophysiologi-
cal diagnosis of brain functions may be difficult
in children at this stage of life.

In Australia, New Zealand and UK, the
criteria applicable for the diagnosis of brain
death in adults are applied only to children
aged 2 months or older. For infants under 2
months old, Canadian 1999 guidelines mandate
the performance of the RI cerebral circulation
test in addition to clinical tests; furthermore,
the guidelines followed in Australia/New
Zealand guidelines also mandate prolonged
observation.

More importantly, the present survey included
only 9 cases of infants under 12 weeks old.
Therefore, we excluded infants less than 12
weeks of adjusted age (calculated from the
estimated birth date) from the purview of these
guidelines.

(2) Hypothermia

Since hypothermia affects brain functions, it
is desirable that the body temperature is near
normal at the time of determination of brain
death. Consciousness may be disturbed below
35°C, and lethargy and disorientation are often
observed at a body temperature of 35-32°C.*
In addition, as the body temperature decreases,
the slow-wave component in the EEG becomes
predominant;* at 30°C or less, however, it
is suppressed, and at 20°C or less, the EEG
becomes flat.*

In the present survey, the body temperature
was maintained above 35°C in more than 80%
of the cases. Hypothermia is unequivocally
excluded from the purview of the guidelines for
the diagnosis of brain death in different coun-
tries, and we also consider that cases with hypo-
thermia less than 35°C should be excluded.

(3) Drug effects

Central nervous system depressants, anti-
convulsants, muscle relaxants and some other
drugs could potentially affect the diagnosis of
brain death. If drugs having central nervous
system depressant activity have been used, it is
desirable to determine brain death after the
blood concentration of the drug has decreased
to below the effective dose. For example,
the half-life of phenobarbital is 37-55hs in
infants.'*'>

It has been reported that there are no effects
on the outcome if the administration of barbi-
turates is discontinued at the time of determi-
nation of brain death, and if other criteria of
brain death are satisfied at or under the thera-
peutic blood concentration of the drug (15—
30ug or 20-40ug).* In addition, the half-lives
of phenytoin and diazepam in young children
(infants) are reported to be 11-31 (39-55) and
14-20 (8-12) h, respectively.'"*!>

In recent years, short-acting thiopental,
midazolam and lidocaine have been used in
some cases of status epilepticus associated with
acute encephalopathy or encephalitis. These
drugs generally have short half-lives, and the
consciousness-suppressant activity of phenytoin
and lidocaine is low.*"*¥

If muscle relaxants have been used, the time
of administration should be taken into con-
sideration, and the absence of residual drug
effect should be confirmed with a nerve stimu-
lator if necessary. When central nervous system
depressants have been used, the blood concen-
tration should be determined if possible, and
the drug effect should be judged comprehen-
sively, taking into account the half-life of the
drug and other factors.

(4) Metabolic, endocrine disease and
other conditions
It is appropriate to exclude cases of meta-
bolic disorders or endocrine disease (glycogen
storage disease, congenital disorders of organic
acid metabolism, congenital adrenal hyper-
plasia) which are associated with acute hypo-
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glycemia or serious acidosis from the purview
of these guidelines, because contribution of
these diseases to deep coma are currently
uncertain, even if the diagnosis of the disease
itself is clear.

Although the guidelines proposed by the
Task Force exclude surgically curable situa-
tions,**® it is needless to say that determination
of brain death should be done in all patients
showing no possibility of recovery of brain
functions even after application of all currently
available therapeutic interventions. In the
UK, pediatric cases of brainstem death due to
acute poisoning and metabolic disorders are
excluded.”” In Canada, the criteria for the diag-
nosis of brain death in adults exclude from their
purview cases with brain damage of unknown
etiology, trauma that precludes ophthalmologic
examination unilaterally or bilaterally, middle
ear injury, cranial neuropathy, and severe lung
disease. These exclusion criteria are also appli-
cable to pediatric cases. Exclusion of patients
with brain damage of unknown etiology is
widely accepted in many countries.

In other patients in whom complete evalua-
tion of neurological testing is impossible,
confirmatory tests such as cerebral blood flow
test can be used.” In Germany*’ and Korea,
adult criteria are also applied to pediatric cases,
and therefore cases of metabolic disorders and
endocrine diseases are excluded. Diagnosis of
brain death, however, can also be confirmed by
demonstrating the cessation of cerebral blood
flow, as in Canada.

If eye injury, middle ear injury, or high spinal
cord injury partially preclude brain stem reflex
testing or apnea testing, adjunctive tests such as
brainstem auditory evoked potential and cere-
bral circulation tests may facilitate a compre-
hensive determination of brain death. How-
ever, such cases should be excluded just as in
the case of adults, until the current law in Japan
remained unrevised.
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Basic Considerations

Diagnosis of neurological symptoms in chil-
dren is difficult as compared to that in adults.
Therefore, diagnosis of brain death in the pedi-
atric age group must be performed by physi-
cians who are skilled at neurological examina-
tion and intensive care of children. Meticulous
evaluation is mandatory before pronouncing
brain death.

1. Vital Signs

The level of consciousness is discussed in
Section 2; Neurological symptoms. The body
temperature is an important parameter in the
diagnosis of brain death.

Confirmation of irreversible loss of respira-
tion is an indispensable element in the determi-
nation of brain death. Therefore, the apnea test
is necessary to confirm the absence of sponta-
neous respiration in the patient, and will be
discussed in detail in Section 4; Respiration.

(1) Body temperature

As previously described, neurological find-
ings are modified by hypothermia, which is
excluded from any criteria for the diagnosis of
brain death. Since body temperature is artifi-
cially controlled in the intensive care setting, it
is, in general, not difficult to maintain body
temperature above 35°C within the range of
near normal body temperature.

Axillary temperature is about 1°C lower
than the core body temperature, because of the
vasoconstriction of cutaneous blood vessels
and evaporation from the skin. Therefore, mea-
surement of the core temperature (rectal, eso-
phageal, vascular [via Swan-Ganz catheter]) is
recommended.

(2) Blood pressure

Brain death may cause an abrupt fall of
blood pressure. Such hypotension usually fol-
lows the arrest of spontaneous respiration.
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Table Brain Stem Reflexes for the Determination of Brain Death in Children

Reflex | Light | Corneal |Oculocephdic| Ciliospinal | Vestibular | Pharyngedl | Cough | Suckling | Rooting | Aschner | Same as
Institutes reflex reflex reflex reflex reflex reflex reflex reflex reflex reflex adults
Task Force (TF) O O O O O O O O
MGH O O O O
gg;?)rnenls Hospitdl, | o o o o o o o
EQ'S' dArsggsHOSpi @ g o o o o o o o
Children’s National
Medical Center, (@) (@) @)
Washington DC
g?li;gtrgn's Hospital, o o o o o o
Loma Linda University @) @) @) @) @)
Suter (1984) o o o
UCSF (1986) O O O O O O O
Drake (1986) O O O O O
Solomon (1986) O O O O O O O
Ashwal (1989) o o o o o o
Chidren Tooe | © | © | © o | o | o
Barker (1998)
Pallis (1996)
ANZICS (1998)
Egc?;i'\gﬁ%l) © © © © ©
Sweden (1987) o o o o o
Present criteria
proposed by the O O O O O O O O
MHW Study Group

TF: Task Force for Determination of Brain Death in Children (U.S.A.)
MGH: Massachusetts General Hospital

UCSF: University of California, San Francisco/Stanford University
ANZICS: Australia & New Zeaand Intensive Care Society

MHW: Ministry of Health and Welfare (Japan)

However, patients with possible brain death
are often on cardiovascular stimulant drugs,
and therefore, hypotension is not a valid
ground for the determination of brain death.
It is possible that cerebral hypoxia resulting
from hypotension modifies the level of con-
sciousness and neurological findings. It would

be desirable to perform neurological examina-
tion while the blood pressure is maintained at
as normal value as possible.

(3) Heart rate

Like blood pressure, the heart rate is con-
trolled by central and peripheral mechanisms.
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In addition, the automaticity of the heart must
also be considered. Therefore, it is not appro-
priate to consider variation of the heart rate
itself as a ground for the determination of brain
death. Patients with severe arrhythmias may
not endure the apnea test, and should be
excluded if any circulatory insufficiency is
anticipated.

2. Neurological Symptoms

(1) Level of consciousness

There must be deep coma with complete
absence of any voluntary movements. For
evaluation of the level of consciousness in chil-
dren, Sakamoto’s 3-3-9 method*” (a modifica-
tion of the Japan Coma Scale for children) and
a pediatric version of Glasgow Coma Scale are
available. These evaluation procedures con-
sider the same criteria as those in adults for the
diagnosis of deep coma, although the criteria
for mild to moderate disturbance of conscious-
ness are different from those in adults.

(2) Pupils

It is necessary to confirm before the diagno-
sis of brain death that the light reflex is com-
pletely absent, and that the pupils are fixed and
dilated bilaterally. There may be age-related
differences in the eye size and pupillary diam-
eter in healthy children. In the present survey,
however, the pupillary diameter was 4mm or
more in all cases of group I+ 11, with an aver-
age of 5.0-5.9mm. Therefore, dilatation of the
pupils to a diameter of 4mm or more is basi-
cally used as a criterion in the determination of
brain death.

(3) Brainstem reflexes

In the present survey, absence of brainstem
reflexes was confirmed in all patients of group
I+11, just as in adult cases, except in 3 patients
in whom the results of the vestibular reflex test
was unclear. On the other hand, in group
III + 1V, the frequency of testing of the vestibu-
lar reflex, oculocephalic reflex, and ciliospinal
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reflex was low.

The table shows the brainstem reflexes
tested for the determination of brain death
in pediatric cases in various countries. Those
included in the draft guidelines proposed by
us were consistent with the criteria employed
in various other countries. Although it still
remains controversial as to which of the brain-
stem reflexes should be examined in pediatric
cases, there are no remarkable differences
among the criteria employed in various coun-
tries and among the reports by researchers.

Response to sound, light reflex, corneal
reflex, oculocephalic reflex, Moro’s reflex, and
the grasp reflex are already well developed in
fetuses by 30-36 weeks of gestation.'” There-
fore, except in infants under 12 weeks of age
(adjusted age), there is no need for considering
developmental factors in the testing of brain-
stem reflexes.

For this reason, we believe that, just as in
adult cases, the light reflex, corneal reflex,
ciliospinal reflex, oculocephalic reflex, vestibu-
lar reflex, pharyngeal reflex, and cough reflex
are indispensable for the diagnosis of brain
death in infants aged 12 weeks or older, the
subjects covered in the present survey.

* Although there are no particular differ-
ences in the procedures employed for the
testing of brainstem reflexes, it must be
noted that consideration should be given to
the volume of ice water irrigated into the
auditory canal for the caloric reflex; while a
volume of 50m/ is used in adults, it should
be reduced to as low as 10 m/ in some pedi-
atric cases. It is important to allow the ice
water to overflow from the external audi-
tory canal, and to keep the canal at a con-
stant temperature.

(4) Spinal reflex

In the present survey, some spinal reflex was
positive in 8 of 20 cases in group I+1I, and 12
of 53 cases in group III+1IV. While the inci-
dence of positive spinal reflex in adult cases of
brain death has been reported to be about 7%
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(the Brain Death Study Group of the MHW),'"®
the incidence in children with prolonged brain
death in the present survey was even higher.
However, the brain was already lysed or lig-
uefied in autopsied cases. In most cases with
a positive spinal reflex, diffuse low density
areas were confirmed by brain CT even when
autopsy was not performed. Thus, these results
indicate that the presence of the spinal reflex
does not interfere with the diagnosis of brain
death in the pediatric age group.

Motor reaction stimulated by filling of the
bladder, or variations of the blood pressure or
heart rate as a manifestation of autonomic ner-
vous reflexes are known to occur in some adult
cases of brain death.””

3. Electroencephalography (EEG)

(1) Significance of EEG in brain death

For adult cases, a flat EEG has been cited as
one of the criteria for the diagnosis of brain
death (Rules of Implementation of the Law
Concerning Organ Transplant, Ordinance by
the MHW, No. 78,in 1997). Flat EEG is defined
as the absence of brain-derived waves exceed-
ing the internal noise of the EEG apparatus
(electrocerebral silence, ECS), as determined
using appropriate techniques. In the pediatric
intensive care unit, the EEG pattern is con-
founded by many artifacts, on account of the
number of life support systems and the compli-
cated flow of personnel. Therefore, elimination
of the influences of the electric and mechanical
noises generated by various sources is an
important issue.’”

While the diagnostic value of EEG, which
represents the electrical activity mainly of the
cerebral hemisphere, is high, EEG data alone
are insufficient for evaluating the whole brain
functions. Analysis of EEG and simultaneously
recorded brainstem auditory evoked potentials
has shown that the loss of cerebral functions
and brainstem functions do not necessarily
coincide with each other temporally.”>*® The
same findings were also noted in pediatric

cases.™

However, EEG is the most widely used and
well-known technique among the adjunctive
tests performed for the diagnosis of brain death
in pediatric cases."*'>'” This was also noted in
the present survey. As long as the concept of
cessation of whole brain functions is adopted,
the EEG would remain an important test, and
EEG is strongly recommended for the diagno-
sis of brain death in infants, particularly in neo-
nates, in whom neurological findings are diffi-
cult to evaluate.®!*15:4135:36)

(2) EEG characteristics in children

It is well known that the EEG pattern
changes each month or year as children grow.
Developmental changes in the EEG are more
conspicuous in younger children. For instance,
the background activity in premature infants
takes on a nearly flat pattern with extremely
low amplitude. The electrical potential is also
generally low in neonates born at full term.
When there is some brain damage, the low
potential is more conspicuous and more pro-
longed. In normal infants, the low potential is
no longer noted after 2 or 3 months of life, and
regular and obvious waveforms, which may be
called sleep spindles or humps, are noted.”” In
addition, neonates spend most of their time
sleeping, and show differing EEG patterns
according to the depth and phase of sleep. In
the REM sleep phase, which is characterized
by rapid eye movements, the EEG shows a low
electric potential. With the passage of time
after birth, the REM sleep phase becomes
shorter, but still accounts for 50% of the sleep
phases in children at 1 month of age.”™*” There-
fore, due caution must be exercised while
evaluating low-potential EEG in infants who
are only a few months old.

Nonetheless, it is reasonable to assume that a
flat EEG is indicative of brain death in infants
over 12 weeks old (adjusted age), excluding
cases of drug intoxication and hypothermia.
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(3) Method of EEG recording

The report by the Brain Death Study Group
of the MHW has described the method of
EEG recording. However, because of current
advances in the technique and improvements
in the equipment, and also discordance in the
application to children, we define the method
as follows.

It is necessary to eliminate noises generated
by various sources in cases where EEG record-
ings are conducted as a part with the purpose of
determination of brain death.

(i) Lead
Electrodes should be placed at Fpl, Fp2,

C3, C4, 01, 02, T3, T4 and Cz (10-20 Inter-

national Method), to cover a wide area of the

cerebrum, with the reference electrodes
placed on the right and left ear lobules. Since

ECQG artifacts can arise from the ear lobule,

the reference electrodes may be placed at a

site just anterior to the papillary tubercle, or

at the upper margin of the ear lobule.
Electrodes should be placed at intervals
of at least 7cm. Reference electrode leads

(6 leads) using these electrodes and the

reference electrodes at the ear lobules, and

bipolar leads (4-6 leads), with connections
among the electrodes, should be employed.
While the location of the electrode may be
modified in the case of injury, surgical
wound, or cranial deformation, such modifi-
cations should be recorded.
(i) Time of examination
EEG data should be recorded for at least
30 min.
(iii) Sensitivity of the EEG equipment
EEG data should usually be recorded at
10uV/mm, but a part of the recording
should be made at a higher sensitivity, e.g.,
2uV/mm.
(iv) Time constant and high-pass filter
A time constant of 0.3sec and a high-pass
filter of 30-Hz or higher should be used.
(v) Electrode placement impedance
The placement impedance of each elec-
trode should be kept Sk() or less.
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(vi) Concomitant recording
To detect artifacts, ECG monitoring
should be carried out. The ECG electrodes
should be placed on the upper arm, forearm,
or back of the hand.

(vii) Setting of the recording speed

Recordings should be obtained at a speed
of 30mm/sec. Data may be stored as digital
data.

(viii) Stimulation during EEG recording (Cau-
tion is necessary to ensure that the action
providing the stimulus does not affect the
recording or elicit the spinal reflex.)

- Calling the name: Call out the patient’s
name or make a loud sound near his or her
ears.

- Pain stimulus to the patient’s face.

4. Respiration—Apnea Test

Irreversible cessation of spontaneous respi-
ration is an important criterion for the diagno-
sis of brain death in children, as in adults. The
rationale and procedures of the apnea test in
children are the same as those in adults.”” Arti-
ficial ventilation is discontinued after ensuring
that the patient is not at risk for hypoxemia,
and the absence of spontaneous respiration is
confirmed by a PaCO, challenge. The apnea
test should be carried out after the neurological
and EEG examinations have been performed.

(1) Stimulation of the respiratory center
by CO,

Regardless of whether the patient is an adult
or a child, it remains controversial as to how
high the PaCO, level should be to stimulate the
chemical receptors of the respiratory center in
patients with brainstem lesions, in the presence
of a high PaO,. It is widely accepted that the
same level is applicable to adults and chil-
dren,®” and it is considered that a PaCO, level
of 60mmHg or higher is probably appropriate.

In all cases examined by the apnea test in
the present survey, the results were positive
(apnea). In these cases, the PaCO, level was
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sufficiently high, touching 80 mmHg, on aver-
age. Although the US Task Force guidelines do
not specify the PaCO, level or duration of
discontinuation of artificial ventilation, related
articles have been cited. More specifically, a
report documenting that no spontaneous respi-
ration occurred at a PaCO, of 55-112mmHg
(median, 74mmHg) in 60 children that were 5
years old or older (retrospective study),*” and
another documenting that no spontaneous res-
piration occurred at a PaCO, of 54-91 mmHg
in 24 children that were 10 years old or younger
(prospective study),* are cited.

It has been reported that in a case of severe
asphyxia at birth at 37 weeks of gestation that
fulfilled the Canadian criteria of brain death,
spontaneous respiration occurred at a PaCO,
of 59mmHg.%¥ Sixteen sessions of apnea test-
ing in 9 children aged between 4 months to 13
years of age revealed the absence of spontane-
ous respiration at a PaCO, of 50-116 mmHg.”
It has also been reported that no spontaneous
respiration occurred in 10 children aged
between 10 months and 13 years of age when
artificial ventilation was discontinued for S min
during which time the mean PaCO, increased
to 59.5mmHg.

Some researchers suggest that discontinu-
ation of artificial ventilation for 5 minutes is
sufficient for children, because elevation of the
PaCO, to 60mmHg is considered to be suffi-
cient, and because the higher basal metabolism
in children allows for a more rapid increase of
the PaCQ,."*5%

However, there is the view that a PaCO,
level of 60mmHg may be insufficient in some
pathological conditions."” Vardis et al. recom-
mend an increase of PaCO, to 100mmHg or
higher in cases of posterior cranial fossa
lesions.

Thus, the target level of PaCO, is, in general,
considered to be 60 mmHg or higher. In specific
cases, the respiratory center may remain
responsive even after the functions of most
parts of the brain have ceased. Therefore, fur-
ther accumulation of data is necessary for cases

with such lesions.

(2) Cautions for the apnea test

(i) Preparation before the start of the test
The apnea test should be carried out by a
physician skilled in the respiratory manage-
ment of children, while monitoring the heart
rate, blood pressure, ECG, oxygen satura-
tion (Sp0O,) by pulse oximetry, and periodic
arterial blood gas analysis. Even when it is
apparent that the subject does not meet the
exclusion criteria for brain death determina-
tion at the time of the apnea test, the absence
of residual effects of sedative drugs and
muscle relaxants should be reevaluated.
The core temperature (esophageal, rectal,
or vascular temperature) should be 35°C or
higher, and a PaO, level of 200mmHg or
higher is desirable before the start of the test.
It should be ascertained that the PaCO, level
ranges between 35-45 mmHg.
(ii) Test procedure
After denitrogenation by artificial ventila-
tion with 100% oxygen for at least 10 min,
artificial ventilation should be discontinued
and replaced by oxygenation with 100% oxy-
gen (6//min) via a T-piece (Jackson-Rees
system). The patient should be observed for
respiratory movements during the discon-
tinuation of ventilation. The use of an auto-
inflatable resuscitator (so-called Ambu bag)
should be avoided because it provides
greater resistance to spontaneous respira-
tion and a smaller oxygen reservoir volume
as compared with the T-piece. Oxygen
insufflation via a catheter inserted in the tra-
cheal tube is not advocated because the size
of the tracheal tube is small, and it may be
difficult to identify a catheter of adequate
size to allow adequate oxygen flow in chil-
dren of various age groups. In particular, if a
large volume of oxygen is allowed to flow
through a large catheter wedged in the tra-
chea, overinflation of the lung may cause
pneumothorax and circulatory depression.
In patients who need a high mean airway
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pressure for the maintenance of oxygenation,
itis necessary to perform the apnea test while
keeping the patient connected to the venti-
lator. When the patient is kept connected
to the ventilator, the possibility that the
patient’s heart beats or leakage of air from
around the tracheal tube may trigger mechan-
ical ventilation must be borne in mind.
(iii) Judgment of results

The presence of spontaneous respiration
should be determined by visual observation
and chest auscultation. It should be noted
that contact with the stethoscope may induce
the spinal reflex.

With regard to the rapidity of increase
in the PaCO, during the apnea test, the
increase has been reported to occur at the
rate of about SmmHg/min during the first
Smin, and about 3mmHg/min during the
subsequent 5 min, when the aforementioned
T-piece method is used.®® However, this can-
not be predicted accurately. As long as there
are no changes in the blood pressure, heart
rate or SpO,, sampling of arterial blood
Smin after the start of the test to predict the
necessary pattern of increase is practical.

Observation should be complete when the
PaCO, reaches 60mmHg or higher, and the
test should be judged as positive (absence of
spontaneous respiration) if no respiratory
movements are observed at that time.

(iv) Discontinuation of the test

SpO, should be maintained at higher than
90% throughout the duration of the apnea
test, and if the patient’s condition deterio-
rates, as evidenced by hypotension and/or
severe arrhythmia, the test should be
aborted immediately, and artificial ventila-
tion with 100% oxygen initiated. Some
guidelines recommend the performance of
blood gas analysis immediately in the event
of a 10% or greater change in the heart rate
or blood pressure.”>
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5. Interval Observation Period

It is common to repeat the determination
procedure for brain death after a recom-
mended observation period. However, there is
no consensus as to the optimum observation
period for repeating the procedures in adults;
the same holds true for pediatric cases as well.

As stated in the section “Criteria in different
countries” in this document, the time interval
varies among guidelines and according to the
age of the subject, although on average, it is
24-48h. Also, it is accepted that a longer inter-
val should be set for pediatric cases; this is
because of the general recognition that the
frequency of recovery of brain function is
higher in children than in adults, based mainly
on the experience of experts. This finding is
widely accepted worldwide, including in Japan.

In all cases included in the present survey,
the interval between the determination proce-
dures far exceeded 6h, the standard for chil-
dren aged 6 years or older prescribed by the
MHW. In addition, in relation to age, the inter-
val tended to be longer in infants than in young
children. The interval also tended to be longer
in cases of secondary brain damage than in
those of primary brain damage. Although pro-
spective studies in which a provisional determi-
nation interval was set showed a tendency
towards shorter intervals than in retrospective
studies, the interval was still longer than the
provisional standard in many cases. This may
be a reflection of the very prudent attitude that
is usually exercised in the determination of
brain death in Japan, especially in pediatric
cases.

However, an unnecessarily long interval is
meaningless, judging from the fact that all the
children in the present survey who were diag-
nosed as being brain-dead eventually devel-
oped cardiac arrest, regardless of the length of
the interval to reassessment. In fact, there was
no case showing recovery of brain functions
between the first determination procedure and
the occurrence of cardiac arrest.
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The present survey revealed a range of inter-
vals used between the determination proce-
dures, suggesting that the physician-in-charge
usually decides the time interval according
to individual situations. However, evidently,
physicians do not think that longer intervals
are associated with higher reliability, because
despite the wide range of intervals, the peak
intervals were 12h or 24 h, and the interval, in
general, tended be shorter than the provisional
standard set in prospective studies.

Thus, the interval between procedures
performed to determine and confirm brain
death should be set to a value acceptable to the
doctors-in-charge in clinical settings, taking into
consideration the actual situation in Japan and
the practice in other countries. From this view-
point, the provisional standards, i.e., 48h for
neonates and 24 h for infants, seem to be valid;
however, 12h for young children would seem
to be too short, and may be changed to 24 h.

6. “Long-term” Brain Death

In the present survey, long-term brain death
(cases in which 30 days or more elapsed
between the establishment of brain death and
the development of cardiac arrest) accounted
for nearly 20% of all cases. In particular, such
cases have been significantly more frequent in
recent years (prospective studies). This prob-
ably suggests the influences of advances in in-
tensive care on the time until the development
of cardiac arrest, an issue which was addressed
by Barker et al.*® and Cranford.®”

In a group of brain-dead children who devel-
oped cardiac arrest less than 30 days after
the diagnosis of brain death, secondary brain
damage accounted for about 42% of the cases
(38/91), comprising 16 cases of suffocation, 13
cases of drowning, 6 cases of cardiopulmonary
arrest, and 3 cases of hypoxia. In contrast, in a
group of children with long-term brain death,
secondary brain damage accounted for 60% of
the children (15/25), comprising 6 cases of
hypoxia, 5 cases of suffocation, and 4 cases

of drowning. Thus, secondary brain damage
tended to be more frequent in the long-term
brain death group, but the difference between
the two groups was not significant.

There were two cases of very long-term brain
death in which cardiac arrest occurred as long
as 300 days after the diagnosis of brain death.
However, no signs inconsistent with brain
death were present during the long course, and
diagnostic imaging or autopsy demonstrated
liquefaction and/ or necrosis of brain tissue.”’"
These findings indicate that the essence of
brain death is irreversible loss of brain func-
tions, and suggest that the time between the
determination of brain death and the develop-
ment of cardiac arrest or the incidence of long-
term brain death, is strongly affected by the
general management of the patient rather than
the cause of brain death.

7. Adjunctive Tests

(1) Evoked potentials

1) Brain stem auditory evoked potentials
(BAEP)

If evoked potentials are recorded by a lead
from the vertex (Cz) to the ipsilateral or
contralateral ear lobule or skin of the mastoid
process after a click is given, five positive waves
from each point pass through the brainstem.
Wave I is considered to be derived from the
auditory nerve, wave II from the auditory nerve
nucleus, wave III from the olivary nucleus,
wave IV from the lateral lemniscus, and wave V
from the inferior colliculus.

BAEP has begun to be universally applied
for the evaluation of brainstem functions in
neurological intensive care units, and the fre-
quency of its use was only second to EEG in
the present survey. BAEP is advantageous in
that it is unlikely to be affected by the depth of
sleep, and sedative agents that might affect
EEG activity. BAEP has long been examined
for the diagnosis of brain death in adults, and
has also begun to be applied to pediatric
cases.?7> However, it has been repeatedly
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pointed out that caution must be exercised
while interpreting BAEP in the state of brain
death,””” and currently available criteria
rarely incorporate this test as an essential
element.”*® Therefore, we do not recommend
BAEP as an indispensable adjunctive test.

2) Short-latency somatosensory evoked
potentials (SSEP)

Short-latency SSEP are usually recorded by
leads at the right and left Erb points, skin on
the cervical spinous processes, and the scalp,
following electrical stimulation of the median
nerve at the wrist. The wave pattern is evalu-
ated in the state of brain death, in association
with their origin. At the time of this writing, no
brain death criteria anywhere in the world
adopt SSEP, regardless of whether the subjects
are adults or children, and the value of the
test remains unestablished.” In particular, the
significance of the P13-14 component in the
recording from the scalp poses an unresolved
issue. Although the application of the naso-
pharyngeal reference electrode’™ and the use-
fulness of the N18 component™ have been
reported in adults, there have been no related
reports in children.

The recording of SSEP is also difficult in chil-
dren, and often, obscure results are obtained
even in normal cases. This probably explains
why SSEP is not used for the determination of
brain death in paediatric cases.

(2) Cerebral circulation

1) Cerebral angiography

(i) Intravenous digital subtraction
angiography (IV-DSA)

To determine the cessation of cerebral
blood flow by cerebral angiography based
on a lack of visualization of vessels, [IV-DSA
is useful from the viewpoint of simplicity
and popularity. The diagnostic ability of IV-
DSA is said to be comparable to that of
intra-arterial (IA)-DSA. Although rapid
infusion of the contrast medium via the
brachiocephalic vein is the most commonly
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employed method, the technique needs skill
when used in children. An alternative method
is dye infusion into the right atrium via the
femoral vein, which, however, requires a
higher volume of contrast medium. In neo-
nates, aortic arch angiography via the umbili-
cal artery is a simple method.
(ii) Dynamic CT

In this method, enhancement of intracra-
nial blood vessels after rapid intravenous
infusion of contrast medium is observed by
CT to judge the cessation of cerebral circula-
tion, similar to the case in cerebral angio-
graphy. This technique has a high resolving
power, and allows enhancement of cerebral
vessels even in cases of marked circulatory
delay, and detects even very slight residual
blood flow. In Japan, CT facilities are avail-
able widely, enabling easy application of this
technique. Dynamic helical CT is a recom-
mended technique which provides more
accurate information within a shorter period
of time. The area from the second cervical
spine to the vertex is visualized and recon-
structed about 20sec or 1min after rapid
infusion of contrast medium into an ante-
cubital vein, and circulatory arrest is deter-
mined by the absence of visualization of the
circle of Willis and the peripheral arteries,
the internal cerebral vein, the great cerebral
vein of Galen, and the straight sinus.*”

It must be added that while performing
these procedures of cerebral angiography
residual blood flow is not rare in neonates
and infants with high intracranial pressure.
Blood flow is often noted in the main stem of
the cerebral arteries (A1, M1), and may rep-
resent retrograde filling via the anterior and
posterior communicating arteries in chil-
dren.®” In addition, luxury perfusion after
cerebral decompression should also be
excluded. Although cerebral angiography
is not indispensable for the determination
of brain death,” it is a useful adjunctive
examination.
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2) Single photon emission CT (SPECT)

This technique has a high sensitivity and pro-
vides images of perfusion in the cerebellum
and brainstem with considerable resolution.
The radiopharmaceutical, Tc-99m-ECD, is a
useful agent that provides a good contrast
against the background and the results are not
confounded by the presence of luxury perfu-
sion.*¥ Confirmed loss of cerebral perfusion is
associated with a high frequency of brain
death.® Slight perfusion may be found in the
basal ganglia, thalamus, and brainstem in neo-
nates and infants, which may be misleading.*”
This technique is simple and highly accurate,
and may be recommended as an adjunctive
qualitative examination technique for visualiz-
ing the total cerebral circulation.

3) Xenon CT

This procedure allows quantification of cere-
bral regional blood flow and is useful in pediat-
ric cases. Although it is a useful adjunctive
examination, particularly in patients receiving
drugs in whom the diagnosis of brain death
cannot be made established by clinical find-
ings,* it is not yet used widely. Xe helical CT
has yet to be established, and a blood flow map
with only 3—4 slices is available. Determination
of blood flow in the brainstem is difficult. A
cerebral blood flow level of less than S5mli/
100 g/min is judged to be a lack of blood flow,
considering the background noise,***® and if it
is apparent in the whole brain, it is a useful
finding supporting the diagnosis of brain
death.®® Children aged 1 month old or older
may remain alive with a cerebral blood flow
level of 10-15m//100g/min.*¥ However, the
ischemic threshold of the cell membrane is
much lower in premature infants. Premature
infants and neonates may survive under the
conditions of low cerebral blood flow.**

Considering the simplicity and popularity
of examinations of cerebral circulation as
adjunctive tests, IV-DSA, dynamic CT, and
SPECT may be considered useful. However,
each of these examinations for determining

cerebral circulation and metabolism has its
own limitations. In practice, these techniques
should be used with a full understanding of
their limitations.

4) Doppler ultrasonography

As waveforms suggestive of cerebral blood
flow arrest, countercurrents in diastole (oscil-
lating flow; OcF) and spike waves in systole
alone (systolic spikes) and loss of blood flow
signals are widely accepted as findings specific
to brain death in adults.**” This can be appli-
cable to older children. However, finding of
cerebral blood flow arrest® based on the blood
flow waveforms is not homonymous to loss
of neurological function, i.e., clinical brain
death®™ or loss of electrophysiological func-
tion,”” and this limits the usefulness of the tech-
nique in the determination of brain death.”

In neonates and infants in whom the fon-
tanelles are open, B mode allows easy anatomi-
cal evaluation, and cerebral hemodynamics in
the state of brain death has been examined by
this method.”* The present survey revealed a
relatively high rate of utilization of ultrasono-
graphy in pediatric neurological intensive care.
However, in infants, particularly in neonates,
this examination has limitations as an adjunc-
tive test for the determination of brain death.

In children under the state of brain death,
there are definitely different findings in intra-
cranial and extracranial blood vessels.”**"
Brain-dead infants less than 4 months old
exhibit no typical OcF in studies of blood flow
waveforms in the common carotid artery.
So-called cerebral blood flow arrest® is also
not noted.””

Ultrasonography is advantageous in that it is
noninvasive and can be repeated at the bed-
side. However, this technique is not adequate,
since findings may not be consistent due to the
osseous transparency of the temporal bone,
and technical skill is required to perform the
test satisfactorily, besides the differences noted
between intracranial and extracranial vascular
findings.
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Brain Death Criteria

1. Subjects

1) Patients in deep coma with apnea due to
organic brain damage who require artificial
ventilation.

2) Patients in whom the cause of the disease
that may lead to brain death has been
definitively diagnosed (diagnostic imaging
by CT is essential).

3) Patients in whom it is judged that there is no
possibility of recovery even after applica-
tion of every therapeutic intervention cur-
rently available.

2. Exclusions

(1) By age
Less than 12 weeks of adjusted age

(2) By hypothermia and drug effects
1) Core temperature less than 35°C
2) Acute drug poisoning

(3) By disease

Metabolic disorders, endocrine disease

*If eye injury, middle ear injury, or high spinal
cord injury partially precludes brainstem re-
flex or apnea testing, adjunctive tests such as
brainstem auditory evoked potential record-
ing and cerebral circulation tests may facilitate
comprehensive determination of brain death.

3. Precautions During Determination

1) Blood pressure: hypotension unreasonable
for age should be avoided.

2) When central nervous system depressants
have been used, brain death should be diag-
nosed after the blood concentration of the
drug has decreased to below the effective
level as confirmed by measurement of
the blood concentrations, and if possible,
when muscle relaxants have been used, the
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absence of residual effects should be evalu-
ated with a nerve stimulator as the occasion
demands.

4. Essentials

(1) Consciousness

Deep coma

300 according to the Japan coma scale (3-3-9
method), or GCS 3

(2) Pupils
Bilateral mid position
Diameters 4mm or greater

(3) Brainstem reflexes
Absence of light reflex
Absence of corneal reflex
Absence of ciliospinal reflex
Absence of oculocephalic reflex
Absence of vestibular reflex
Absence of pharyngeal reflex
Absence or cough reflex

Spinal reflex may be present.

4) EEG
Electrocerebral silence (ECS)

Electrodes are placed at Fpl, Fp2, C3, C4,
01, 02, T3, T4, and Cz (10-20 International
method) to cover a wide area of the cerebrum,
and EEG recordings are obtained for at least
30min with a reference electrode lead (6 leads)
and bipolar leads (4-6 leads). The EEG is
recorded at a higher sensitivity of 2uV/mm for
a part of the recording.

(5) Respiration
Apnea confirmed by CO, challenge (apnea test)
Before the start of apnea test, it is desirable
that the core temperature be 35°C or higher,
the PaO, 200mmHg or higher, and the PaCO,
35-45mmHg. The test is carried out while
monitoring the blood pressure, ECG, heart rate
and SpO.,.
After 10min of artificial ventilation with
100% oxygen, the artificial ventilation system
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is replaced by oxygenation with 100% oxygen
(6//min) via a T-piece (Jackson-Rees system),
and the patient is examined for respiratory
movements by visual observation and chest
auscultation. Observation is complete when
the PaCO, reaches 60 mmHg or higher, and the
test is judged to be positive if no respiratory
movements are observed at that time.

Further accumulation of experience is desir-
able for cases with posterior fossa lesions.

5. Observation Period

24 h or more.

Conclusion

The present Study Group carried out a
national survey to investigate brain death in
children under 6 years of age, who were
excluded from the purview of the criteria pre-
scribed by the Study Group of the MHW. From
the results of the survey, we developed new
criteria for the determination of brain death in
children. It is well known that brain damage in
children is not a simple miniature of adult brain
damage. However, the pathological state of
brain death in children is similar to that in
adults, and the criteria for the diagnosis of
brain death in the pediatric age group were
developed in accordance with the same con-
cepts as those underlying the criteria pre-
scribed by the MHW.

Criteria for the determination of brain death
in children are limited internationally. Among
those, the criteria published by the US Task
Force in 1987 are representative. The impor-
tant differences between both their criteria and
ours are as follows: children under 12 weeks of
age (adjusted age) are excluded, EEG is essen-
tial, and the observation period is longer in our
criteria.

The criteria developed by the present Study
Group are rigid from the international view-

point. Although the basic concept of brain
death remains unchanged, it is possible that
adjunctive tests may improve along with
advances in medical technology. It is hoped
that the criteria proposed by us will be further
refined by accumulation of data and construc-
tive criticism of this document.
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Introduction

The clinical usefulness of bone grafting was
established before the grafting of other organs
and tissues, and it is a therapeutic modality that
is being widely used throughout the world. The
types of graft bone are classified: autogeneic
bone, allogeneic bone, and xenogenic bone, but
autogeneic bone, which has no antigenicity at all,
is far superior in terms of quality as graft tissue.
Nevertheless, because of the limited amount of
bone that can be collected, it is sometimes insuf-
ficient to fill large bone defects, and at such times
allogeneic bone grafts or artificial bone is indi-
cated. Xenogenic bone, which is highly antigenic,
is hardly ever used anymore.

Pathological conditions considered to require
bone grafts include filling bone defects after
excision of bone tumors and injuries and filling
areas of bone loss when fixation procedures are
necessary to restore stability in spinal opera-
tions and when revising artificial joints that have
become loose.

Bone grafts are established through the fol-
lowing 3 steps. (1) Bone morphogenetic protein
(BMP) contained in the extracellular matrix of
the grafted bone induces mesenchymal cells in

Bone grafting; Autograft; Allograft; Nationwide survey;

the graft bed to differentiate into cells that have
bone-forming ability (osteoinduction). (2) Cells
derived from the graft bed that were induced to
differentiate invade the graft bone and form
new bone by using the frame of the graft bone
as a scaffold (osteoconduction). (3) The graft
bone is replaced by newly formed bone, and it
forms bone having identical morphology.

Autografts

Despite being autogeneic bone, except for
some on the cells in the surface layer, almost all
of the cells in the bone of the unvascularized
free bone grafts that are usually used die. The
cells derived from the graft bed, however, invade
the graft bone, and osteogenesis occurs with
the graft bone serving as the scaffold, and bone
grafting is achieved. After being reported to be
useful in fixation of the spine about 90 years
ago, autografting of bone was widely adopted
around the world, and it has become an indis-
pensable operation in orthopedic surgery.

Moreover, as a result of the increasingly wide-
spread use of microsurgery, vascularized bone
autograft operations are now being widely per-
formed. Because blood flow has been preserved

This article is a revised English version of a paper originally published in
the Journal of the Japan Medical Association (Vol. 125, No. 8, 2001, pages 1312-1313).

358 JMAJ, August 2002—Vol. 45, No. 8



CLINICAL RESULTS OF BONE GRAFTING

and the cells in the grafted bone are alive, bone
formation and bone fusion are very vigorous
and there has been a remarkable improvement
in therapeutic success in intractable diseases,
including congenital pseudarthrosis, in which
bone fusion could not be achieved with con-
ventional free autografts. Achievement of bone
fusion in the early stage has been demonstrated
even when used for reconstruction after wide
excision of malignant bone tumors, and its appli-
cation is becoming increasingly widespread.The
most common site used to collect autogeneic
bone for free autogeneic bone grafts has been
the ileum, and the most common site for vascu-
larized autografts has been the fibula, with the
fresh autogeneic bone collected being grafted
into the bone defect area immediately.

Allografts

The antigenicity of bone allografts lies in their
cellular components, chiefly bone marrow cells
and vascular endothelial cells, and the bone
matrix has little antigenicity. Even when the
cells in the grafted bone are not alive, cells in
the graft bed that possess bone-forming ability
are induced by BMP. For these reasons, in con-
trast to autogeneic bone grafts, grafts of stored
allogeneic bone in which the cell component
has been killed by frozen storage or by freeze
drying yields better clinical results than graft-
ing of fresh allogeneic bone. Immunosuppres-
sive drugs are not needed when stored allo-
geneic bone grafts are used.

Systems and facilities that store allogeneic
bone are called “bone banks”. The point of pro-
cessing and storing allogeneic bone is to maxi-
mize preservation of the BMP in the graft bone
while attenuating its antigenicity as much as
possible. With the frozen preservation method,
storing at the lowest temperature possible is
advantageous in terms of BMP preservation,
but since storing large amounts of graft bone
in liquid nitrogen (—196°C) is difficult from
the standpoint of both cost and space, deep
freezers (—80°C) are usually used. This frozen

preservation method preserves bone collected
bacteria-free, and is a simple method in that
the bone can be taken out and used whenever
necessary. It was first adopted in Japan in 1953
in the Department of Orthopedic Surgery of
Kyushu University, and since then it has come
to be widely used.

Another allograft preservation method, the
freeze-drying method, is highly useful because
of enabling preservation at room temperature
and being convenient for transportation. In
Japan, where there are almost always institu-
tional bone banks that collect extra bone dur-
ing surgery for artificial hip replacement, etc.,
at own institution and graft it to other patients
as needed, because the freeze-drying process is
complicated, it has not become as widespread
as the frozen preservation method, whereas in
the United States, where regional bone banks
that supply allogeneic bone to many institu-
tions have developed, the use of freeze-dried
bone has become routine because of the need
to preserve and transport large amounts of bone.

More time is required before bone grafting
to be completed than with autogeneic bone,
but there is no doubt about the usefulness of
allogeneic bone for large bone defects that can-
not be dealt with by means of autogeneic bone.
Although for a long time the national health
insurance system in Japan did not cover allo-
grafting, last year the charge for allogeneic
bone graft procedures was finally included in
the national health insurance reimbursement
list. It is hoped that the charge for the material
will also be listed in the national health insur-
ance reimbursement list, the same as the charge
for artificial materials.

Current Status of Bone Grafting
in Japan

A nation-wide survey on bone grafts per-
formed in Japan from 1985 to 1989 and from
1990 to 1994 was conducted at all training insti-
tutions approved by the Japanese Orthopaedic
Association.'? In the latter half of the survey
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replies were received from 883 (42%) of the
2,123 institutions surveyed. Large numbers of
bone grafts, totaling 87,720, had been performed
during 5 years at these institutions, and the
number had increased every year (5-year rate
of increase: 37.8%). Autografts had been most
common, accounting for 81.2% of the total. The
target diseases of the bone grafts had been spi-
nal diseases (37%), trauma (26.2%), joint dis-
eases (26.4% ), bone tumors (7.9% ), congenital
diseases (0.9%), and others (1.3%). The most
marked increase in the 5-year period was in
spinal diseases, and marked increases were also
seen in artificial joint surgery and trauma. There
were 125 institutions that had bone banks and
performed allografting, and while most of them
were institutional banks, regional bone banks
have shown a tendency to expand in recent
years, with the Aichi bone bank being the first.

Prospects for the Future

As s clear from the results of the nationwide
survey as well, it seems that the need for bone
grafts is going to continue to increase in the
future. The inadequate supply of allografts due
to the lack of regional bone banks is a problem
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peculiar to Japan, and it is hoped that regional
tissue banks capable of supplying allogeneic tis-
sues, such as heart valves, skin, etc., not just allo-
geneic bone, to extensive regions will be estab-
lished. Based on the prospects for BMP research,
innovations to artificially accelerate the comple-
tion of bone grafting will be necessary. More-
over, allogeneic grafting of life-supporting or-
gans, including liver transplantation, has become
widespread in recent years, and the realization
of allografting of complex tissues, in which the
entire extremities including blood vessels and
nerves will be grafted, not just bone, is expected
in the future.
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