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Selection of subjects from the records of MMR* for inhabitants

abnormal chest X-ray findings

X-ray film in previous year

Number of inhabitants who received MMR 13,219

Number of inhabitants aged 50—79 yrs with

Number of inhabitants who also had a chest

1,566

888

4L

Comparison of the two successive X-ray films by two doctors

Those who fulfilled the inclusion criteria 440

4 L

Information of security clearance and physical checkup

Those who were requested to permit use of their
addresses and screening records for this study 418** 100.0%

Those who accepted the use of their addresses

and screening records for this study 137 32.8%

Those who received first physical checkup and

explanation about this study 95 22.7 %
Informed consent and subject selection

Those who finally enrolled in the study 29 6.9 %

Koseicho Clinic

Fukujuji Hospital 22 of 55
7 of 40

Fig.1 Procedure of selecting the subjects from public screening records

* Mass Miniature Radiography

** Address unknown in 22 of 440 persons
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Table 1 Number of persons enrolled and excluded, by sex and physical checkup results, among those who received
first physical checkup at Fukujuji Hospital
Sex Physical checkup results
Abnormal
Number Noneed Need Need of
of Mean of of further exam./
persons (%) age Male Female Normal recheck recheck  medical care
Total 55 (100 ) 663 24 31 25 13 4 13
Exclusion 33 ( 60.0) 664 13 20 16 8 3 6
Previous history of treatment 14 (25.5) 685 6 8 9 2 1 2
Refusal* 13 (23.6) 6438 3 10 7 5 0 1
Abnormal liver function tests 3 ( 5.5) 663 1 2 0 0 1 2
On medical treatment** 3 ( 55) 63.0 3 0 0 1 1 1
Enrollment 22 (40.0) 663 11 11 9 5 1 7
* Refused to be enrolled in this study
** One case had angina pectoris, one chronic hepatitis C and one chronic pulmonary emphysema.
Tabl isti h lled i . .
th?:);uzdy Characteristics of the cases enrolled in TU/L, 1%13645%% T T-Bil 752.4 mg/dl L BHTH 72,
Chemo- 1 %13 64 /%35 T T-Bil 1.6 mg/dl, 114/ FHEAEREE O
PM?WB Follow-up BiED Y, BIEEEEGHE ST, BHEEN 3 50OHRECE
.t INH s N Ry A= - Fx 3
— - - WASd B 7 17 b AR o 2 P REREE % 42 = 3 T Rt A°
ota N
HbHLEEZONIZIOBI LTz, 203 ZOBEE,
Mean age (yrs) SeUE - C BT % - IRIEORAET, IREDMFA T
Male 67.0 67.5
Female 64.9 65.7 HEN72DBIL 72,
Sex BIE O TR ISR L R R
Male 7 BINE 27 B OMRIERE L FFMRER I B L - Fp6sm%
Female 7 HAENT 4 DIHN Y HRo 72720, R - ERBIICIER X %
Erytlhgma (mm)” 1 ) EVE o 72 (Table2) o Y~V 2 1) ¥ B 5 13 BR
<
10-19 5 4 HEE, FEREFHTENVNEI Lo, WM XHEEED
2029 4 1 REREZOREE CTIIRERTRR RS WEAAEA LN
329 f f B, MR REE DRI RS N5 72,
e ot BB 14 4 OISR IR AR 1 L Y 5 —120
nduration (mm 4= - T
furation ( s ] £V BT LTI o720 T DA ANOIEKISE L R
10-19 8 D¥ETF = v 7, b, RFEIRIIZ94~100% & HERH
2029 0 ! ENtzo MAOIRERRESIIBAREDOY 1 TR
X-ray (em’)" BENTN, ALY T —DBBIKEDF A ¥ Db -
<2 3 7 7~
2-5 5 6 -
5< 6 2 REOFZ LRED I
*tw?wereunknowp _ . LB L1409, BWEREZFZTH 1M
T x~ test was not significantly different between INH DEPREOB ICRASS L1213 54, 20MWENR

chemoprophylaxis and follow-up.
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Table 3 Symptoms of adverse reactions during INH chemoprophylaxis

Days from

Liver

Sex Age Processs the Main symptoms function Tal;;‘ﬁ of Remarks
beginning tests
M 68 temporary 2 serious diarrhea, normal discontinued Improved after discontinuation of
visit vomiting INH
M 62 temporary 7-14 gastrointestinal normal discontinued He discontinued taking INH and
visit disturbance improved
F 66  temporary 8 numbness of hands normal continued Improved after treatment
visit and feet
F 68  monthly 60 gastric disturbance, AST (57), continued Symptoms had continued from
checkup malaise ALT (66) second month until discontinuation
of INH in spite of treatment
F 56, temporary 67 gastric disturbance, AST (82), continued Initial symptoms improved after
visit muscle stiffness ALT (99) treatment, however gastric distur-
of the shoulder bance occurred at the 5th month
F 60  temporary 164 dizziness, nausea normal continued No treatment
visit
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Fig.2 Trends of serum AST and ALT values in the subjects who took INH for 6 months, for

all follow-up periods

Thick lines show the trends of 4 symptomatic cases and thin lines show those of others. Two
cases were followed for 6 months, one case for 1 year, one case for 1.5 years, eight cases for 2.5

years by the end of April, 2002.
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Table 4 Outcome of subjects enrolled in the study during 2.5 years of follow-up preiod

. Age at s
Time . Situation of
after  Sex the t;_me fI{\IIH or outcome Outcome Detail outcome
entry 0 OUOW-UP  ybservation
outcome
6M M* 69 INH periodic clinical TB He completed taking 6 months of INH. The nodular
health (dropped out)T  shadows on his right field obviously worsened at the
checkup** 6th month medical checkup. The infiltrative shadow
around the center of calcification developed on his
chest CT and was diagnosed as active tuberculosis,
although it was not confirmed bacteriologically
because of his refusal. Since he received TB treatment
at another medical institution, we couldn’t follow him
up any more. We received only information that the
abnormal shadow on his X-ray film had improved on
the 3rd month of tuberculosis treatment.
6M M 71 follow-up  periodic worsening, At the 6th month, a shadow behind the born was
health NS T+ observed. The chest CT was taken 3 months later and
checkup the shadow appeared to be improving.
™ M 76 INH temporary NS At the 7th month, he visited our hospital because of
visit his lassitude and slight headache. However, we did not
find any abnormal signs.
1Y F 62 INH information other disease She had mastectomy for breast cancer 7 months before
(dropped out) entry. She completed taking 6 month of INH. However
she was hospitalized because of the relapse of breast
cancer 2 months after completion of INH. Conse-
quently we could follow her for only one year.
1.5Y M 69 INH periodic worsening, NS On the 1.5 year’s periodic health checkup, the abnor-
health mal shadow appeared. He was also taking the medi-
checkup cine for white sputum from a local doctor. After one
month, the shadow seems to be diminishing and spu-
tum improved.
1.5Y F 65 follow-up periodic worsening, NS Comparing with the shadow at the 6th month, it
health diminished at one year, however it increased again at
checkup one and half year. We told her to call immediately to
us if she developed cough or sputum, and continued to
follow her. The shadow on chest X-ray film on the
second year had no change.
2Y M 55 INH temporary NS He was informed as having TB by a medical doctor
visit during his visit to China on business trip, and visited
us with anxiety. However, his chest X-ray showed no
change.
2Y M 66 follow-up temporary  worsening, NS He was told to receive further examination from the
visit screening results of mass miniature radiography and
visited us. We observed abnormal shadow on chest X-
ray and chest CT. Then broncoscopic examination was
done, but the bacteriological results from broncho-
alveolar lavage fluid were negative for both smear for
AFB and culture. As the abnormal shadow has been
improving gradually, it was considered as non-specific
inflammation.
25Y F 73 INH periodic lung cancer On the 6th month medical checkup, lung cancer was
health suspected suspected, but it was not confirmed even by detail
checkup (dropped out) medical examination. And she was diagnosed as

adenocarcinoma of the lung by chest CT and
bronchoscopic examination at 2.5 year’s periodic
health checkup.

*

ray film, 5 cm’ of sum of abnormal area, negative smear and culture.

His medical checkup results at the entry showed positive PPD-skin reaction (22 mm erythema), bilateral calcification foci on chest X-

** Periodic health checkup was carried out every 6 months for 5 years after entry.
T Lost to follow-up for various reasons.
T Nothing special
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Original Article

PREVENTIVE THERAPY IN MIDDLE-AGED AND ELDERLY PERSONS SELECTED
FROM THE POPULATION-BASED SCREENING BY MASS MINIATURE RADIOGRAPHY
—Methodological Aspect and Adverse Reactions—

"Masako OHMORI, Masako WADA, *Kenji NISHII, * Tomoaki NAKAZONO, *Hidenori MASUYAMA,
!Takashi YOSHIYAMA, *Keiko INABA, 'Kunihiko ITOH, 'Kazuhiro UCHIMURA,
3Mihoko SAEGUSA, 'Satoshi MITARAL 'Moriyo KIMURA, and ®Akira SHIMOUCHI

Abstract The notification rate of tuberculosis in Japan was
31.0 per 100,000 in 2000. The rate was especially high among
the elderly population, reaching 85.5 per 100,000 among
those over 65 years of age. We conducted a study of preven-
tive therapy in middle-aged and elderly persons selected from
the population-based screening by the mass miniature radiog-
raphy. The eligible criteria were 50—79 years of age, fibrous
lesion which were compatible with healed tuberculosis and
showed no change for at least one year, no previous treatment
for tuberculosis, normal liver function tests, and no serious
disease at the time of study. The eligible criteria for liver
function tests in this study was less than 50 IU/L of AST and
ALT value, and less than 1.5 mg/d/ of T-bil level.

A total of 13,219 people underwent TB screening in 4 cities
in 1997 and 2 cities in 1998. Among them, 440 persons ful-
filled the above criteria based on the screening records and
chest X-ray films. The municipal offices sent letters to 418
people, except 22 whose addresses were unknown, to obtain
permission to use their addresses and results of screening in
our study. Permission was obtained from 137 persons and we
sent them invitation letters for cost-free physical checkup
service. Ninety-five persons visited us, and we offered them
physical checkup and explained about our study. After
obtaining the informed consent, we performed chest X-ray
and sputum examination for 3 consecutive days. Finally 29
people were enrolled in the study. They were divided into 4
groups by sex and age, and were randomly assigned to one of
two treatment groups. One group took 300 mg of INH per day
for 6 months and the other group was only followed up by
chest X-ray. Fourteen out of 29 persons began to take INH
and received monthly liver function test. All the subjects were
scheduled to follow by medical checkup every 6 months for
5 years.

The proportion of taking INH tablets was estimated to
range from 94 % to 100 %, based on the calendar for record of
taking medication and the number of remaining tablets each
month. Six (42.9%) of 14 persons reported adverse reactions.
Two of 6 persons complained some of diarrhea, vomiting and
gastrointestinal disturbance within 2 weeks, and discontinued

taking INH, although none of them showed abnormal liver
function tests. Two of 6 persons who reported some kinds of
symptoms and 2 of 8 persons who did not complain of any
symptoms showed abnormal liver function tests. The abnor-
mal liver function tests had developed from 2 months after the
beginning of INH taking in most of the persons and the abnor-
mality improved after the completion of 6-month treatment.
We have followed them for a maximum duration of 2.5
years, and 3 cases dropped out from the study. These
defaulted cases had completed 6 months of INH. One person
(69 y.o. male) was diagnosed as active TB by his chest X-ray
film at the 6th month medical checkup, although it was not
confirmed bacteriologically. One person (62 y.o. female) had
the mastectomy for breast cancer 7 months before the entry to
this study and relapsed at the 8th month after the entry. One
person (73 y.o. female)' was diagnosed as lung cancer at the
medical checkup on 2.5 years. Besides them, 4 persons were
suspected of worsening the abnormal shadows on chest X-ray
films; one was from the INH group and three were from the
follow-up group. However none of them was diagnosed clini-

cally and bacteriologically as active tuberculosis.

Key words: Population-based screening, Middle-aged and
elderly, Isoniazid, Preventive therapy, Informed consent,
Adverse reactions
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