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Original Article

A SURVEY ON FOREIGN-BORN TUBERCULOSIS OR
LATENT TUBERCULOSIS INFECTION PATIENTS WHO TRANSFERRED-OUT
OF JAPAN DURING TREATMENT
— (2) Cross-Border Referral —

!Akihiro OHKADO, 'Lisa KAWATSU, >?Yuko HAMAGUCHI, 2Azusa YAMAGUCHI,
and Kazuhiro UCHIMURA

Abstract [Objective] This study aims to describe the pre-
and post-departure status of foreign-born patients who left
Japan during treatment for tuberculosis (TB) or latent tuber-
culosis infection (LTBI) and to provide essential data for
the establishment of health care coordination mechanisms
for patients moving across national borders.

[Methods] In 2016 and 2017, foreign-born patients reported
to health centers with active TB or LTBI who left Japan during
treatment were surveyed. Information was collected by mailing
questionnaires to each of the health centers the patients
registered, then summarized the data collection status on the
post-departure TB treatment and the treatment outcomes of the
patients. The contents of the open-ended questions regarding
challenges and improvements in liaison and coordination were
categorized considering similarities and differences.

[Results] 275 persons (236 total TB patients and 39 LTBI
persons) were included in the study. Only 14.2% (39) and
4.7% (13) of patients were checked for “continued treatment”
and “treatment outcome” after patient departure, respectively.
The “issues and improvements in liaison and coordination
with destination country officials” were classified into the foll-
owing categories: liaison and coordination organization, infor-
mation on medical institutions in the destination country, com-

munication skills by health-center staff, preparation by the

health center, and procedures for exclusion from registration.
[Conclusion] For public health centers to support the
continuation of treatment after a patient departs from Japan,
issues addressed by health center staff in Japan are: liaison
and coordination organizations, provision of the necessary
information on cross-border patient referral, and communi-
cation between public-health-center staff and patients and

medical staff in the destination country.

Key words: Tuberculosis, Treatment, Foreign-born, Patient
referral, Medical cooperation
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Original Article

IMPACT OF COVID-19 PANDEMIC ON NEWLY-DIAGNOSED
PULMONARY TUBERCULOSIS PATIENTS IN OITA, JAPAN

'Nobuhiro FUJISHIMA, »2Mari YAMASUE, 2Kosaku KOMIYA, 'Shu-ichi TAKIKAWA,
*Eishi MIYAZAKI, and *Kazufumi HIRAMATSU

Abstract [Objective] The number of newly reported cases
of tuberculosis has declined in many areas with the global
spread of COVID-19. This could be as a result of hesitation
to visit the hospital or undergo health checkup, which conse-
quently causes delay in diagnosis and severe disease progres-
sion. The aim of this study was to compare the time from
symptom onset to diagnosis and severity between patients
with pulmonary tuberculosis, who were diagnosed before and
during the COVID-19 pandemic.

[Methods] We consecutively included patients with pulmo-
nary tuberculosis who were admitted to the Nishi-beppu
Hospital between June and December 2019 and between June
and December 2020. The time from onset to hospital visit,
time from visit to diagnosis, and clinical characteristics, in-
cluding severity at diagnosis, were compared between the two
groups.

[Results] Forty-six and 29 patients were diagnosed in the
pre-pandemic and pandemic periods, respectively, and their
data were analyzed. While no difference was observed in the
time from onset to visit, the time from visit to diagnosis was
significantly longer in patients diagnosed in the pandemic

period than those diagnosed in the pre-pandemic period
(median 3 days vs. 8 days, p=0.04). There was no significant
difference in severity, such as the Timika score, proportion of
respiratory failure, smear grade, time to sputum negative
conversion, and in-hospital mortality between both groups.
[Conclusion] Screening for tuberculosis even during the

pandemic remains crucial to avoid the delay in diagnosis.

Key words: Pulmonary tuberculosis, COVID-19 pandemic,
Severity, Diagnostic delay
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Short Report

FIT TEST OF N95 RESPIRATOR IN THE MEDICAL STUDENTS
UNDER THE CLINICAL CLERKSHIP AT THE TB WARD

1.2Yoichi HIRAKATA, *Masafumi SEKI, % *Tomomi ISHIKAWA, > “Natsuki SANO,
24Yuko SUDOUH, % “Hiroko INOMATA, %*Tsutomu TERASHIMA, *°Yoriko UENO,
24Akemi ABE, >*Kazue CHIBA, >*Akemi WATANABE, and »°Osamu USAMI

Abstract [Purpose/Subject/Method] Since October 2019,
Kurihara Central Hospital has been accepting clinical training
and off-campus training for Tohoku Medical and Pharma-
ceutical University students. Among the first class of 96
students from October 2019 to the end of September 2020,
79 of them excluding 17 who were unable to participate
due to a state of emergency, were given an N95 mask fit
test before entering the tuberculosis ward. First, they tested
KOKEN N95 respirator® with Mask Fitting Tester MT-05U®
(SIBATA). If failed three times, a respirator was swapped to
3M Aura 1870+ ® respirator. A leak rate of less than 5% was
designated as "PASS", and a leakage rate of 5% or higher was
designated as "FAILE".

[Results] Out of the 78 subjects, excluding the one whose
data could not be confirmed, 72 (92.3%) subjects passed
with the KOKEN mask, and the all of remaining 6 subjects
passed with the 3M mask. It was 52 (66.7%) subjects who
passed in the first trial with the KOKEN.

[Conclusion] All students passed a fit testing of NO95

respirator and were able to enter into TB ward and train
there safely. Both respirators showed the excellent fitting
performance. As far as searched in PubMed and Ichushi, this
is the first data of N95 mask fitting in medical students in
the world.

Key words: N95 respirator, Fit test, Clinical clerkship, Medical
students
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Case Report

A CASE OF DISSEMINATED NON-TUBERCULOUS MYCOBACTERIOSIS
COMPLICATED WITH LUNG CANCER ASSOCIATED WITH
ANTI-INTERFERON-GAMMA AUTOANTIBODY

'"Takuma ATAGI, 2Makoto KOSAKA, *Masanobu KIMOTO, *Kouji SAKAGUCHI,
and ?Yoshitaka YAMAZAKI

Abstract A 75-year-old man was complaining of a mass
on his right neck and visited a local hospital. The computed
tomography scan found general lymphadenopathy in his
body. The biopsy of his cervical lymph node found inflam-
matory granulomas in the lymph tissues. The further labora-
tory examinations showed that these inflammatory granu-
lomas were positive in the staining for acid-fast bacilli and
also positive in the polymerase chain reaction test for Myco-
bacterium avium. Moreover, the M. avium was detected in the
sputum culture. He was diagnosed with disseminated non-
tuberculous mycobacteriosis. For knowing his immunosup-
pressive status, the serum anti-interferon-gamma autoantibody
was measured and the results showed it was positive. He
was administrated with multi-drugs for the treatment. During
the treatment, endobronchial protruding lesions were raised,
which was uncommon in the non-tuberculous mycobacterio-
sis. However, with the treatment continuously, these lesions

were disappeared. Unexpectedly, a non-small cell lung cancer

was found on his right lung after the treatment on a well-
controlled condition of his mycobacteriosis. Hereby, we report

this interesting case with some literature review.

Key words: Disseminated non-tuberculous mycobacteriosis,
Anti-interferon-gamma autoantibodies, Non-small cell lung
cancer, Endobronchial lesions, Immune reconstitution inflam-

matory syndrome, Tumor immunity
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Case Report

CHEST WALL TUBERCULOSIS ARISEN FROM A DOT CALCIFICATION
LESION THROUGH THE MECHANISM
OF THE PARADOXICAL REACTION: A CASE REPORT

"Hinako ITO, *Hidesato ODAKA, >Susumu TAKAHASHI, and *Hirokazu KUROKAWA

Abstract Tuberculous lesions with calcification indicate
the end of inflammation. We report a case of chest wall
tuberculosis that occurred around a dot calcification lesion.
A 60-year-old woman with a history of pleuritis, was treated
for pulmonary tuberculosis with isoniazid (INH), rifampicin
(RFP), ethambutol (EB), and pyrazinamide (PZA) for the
initial two months, and then with INH and RFP for the next 4
months. At the end of therapy, contrast-enhanced computed
tomography (CT) revealed a right chest wall tumorous lesion
with enhancement in the peripheral area. A CT-guided biopsy
revealed caseating granuloma; in addition, acid-fast bacillus
smear and polymerase chain reaction test were positive. The
patient was diagnosed with chest wall tuberculosis that arose
from a dot calcification. The same treatment was repeated, and
the tumorous lesion reduced in size. A subsequent acid-fast
bacillus culture was negative, suggesting elimination of the
bacterium. These findings suggest that her past history
was tuberculous pleuritis, and chest wall tuberculosis was

presumed to have developed from a dot calcification lesion
through the mechanism of the paradoxical reaction. CT-guided
biopsy was useful for the diagnosis of this condition. Chest
wall tuberculosis should be considered when a dot calcifica-

tion lesion of chest is detected.

Key words: Dot calcification, Chest wall tuberculosis, Para-
doxical reaction, Tuberculous pleuritis, CT-guided biopsy
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Case Report

CRESCENTIC IMMUNOGLOBULIN A NEPHROPATHY DURING
TREATMENT OF MILIARY TUBERCULOSIS

.2Koichi YANO, 'Kengo MURATA, “Jun MIYAKOSHI, 'Miyako KITAZONO,
Maike YAMAMOTO, !Akihiko WADA, *Manabu HANEDA, and 'Mikio TAKAMORI

Abstract A 57-year-old man with a 1-month history of
malaise and loss of appetite was diagnosed with miliary
tuberculosis and received isoniazid, rifampicin, and etham-
butol. Five weeks after treatment initiation, rapid deteriora-
tion of kidney function necessitated urgent dialysis therapy.
We performed a kidney biopsy, and he was diagnosed with
crescentic immunoglobulin (Ig) A nephropathy. Treatment
with steroid did not improve his kidney function, and dialysis
was continued.

A kidney biopsy may be useful to exclude rifampicin-
induced kidney injury and ensure continuation of standard
treatment in patients who develop rapid deterioration of renal
function during antituberculosis therapy.

Standard immunosuppressive treatment for crescentic IgA
nephropathy in a setting of concomitant tuberculosis is un-

known, and further research is warranted in this regard.

Key words: Miliary tuberculosis, Crescentic glomerulo-
nephritis, IgA nephropathy, Rifampicin
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Case Report

A CASE OF PLEURAL TUBERCULOMA SPREADING TO THE LUNG
THAT OCCURRED EIGHT YEARS AFTER
TREATMENT FOR TUBERCULOUS PLEURISY

Masatsugu OHUCHI, 'Shuhei INOUE, 'Y oshitomo OZAKI, >Hiroshi WADA,
3Keiko UEDA, “Yuki NAMURA, and *Shoji KITAMURA

Abstract A 33-year-old woman was referred to our hospital
because computed tomography (CT) examination indicated
a tumor on her right chest wall for further examination of
persistent cough, eight years after anti-tubercular treatment
for pulmonary tuberculosis and right tuberculous pleurisy.
Chest CT showed a 15-mm mass lesion protruding from the
right 9th intercostal space into the thoracic cavity on the
right side of the ninth thoracic vertebra. A CT-guided biopsy
was performed, and histopathological examination revealed
epithelioid cell granulomas, but acid-fast bacillus smear,
culture examinations and a Mycobacterium tuberculosis
nucleic acid amplification test were negative. Suspecting
chest wall tuberculosis, re-treatment was started. On the first
day of re-treatment, she developed symptoms suggestive of
anaphylaxis including skin eruptions. Since a drug-induced
lymphocyte stimulation test was positive for isoniazid, anti-
tubercular treatment was continued after desensitization
therapy. Hemoptysis appeared seven weeks after the start of
re-treatment. Chest CT at this time revealed that the mass
had spread to the lung and communicated with the bronchi
despite diminution of the size of the mass. A transbronchial
lung biopsy was performed, and histopathological examina-
tion revealed inflammatory changes with lymphocyte infil-
tration. Acid-fast bacillus smear, culture examinations and a

Mycobacterium tuberculosis nucleic acid amplification test

of a bronchial lavage were negative. With continued anti-
tubercular treatment, the hemoptysis resolved spontaneously,
and the mass disappeared. Based on these findings, the patient
was diagnosed with pleural tuberculoma that had penetrated
into the lung. It is extremely rare for pleural tuberculoma to
develop more than several years after anti-tubercular treat-
ment, suggesting the involvement of an allergic reaction as

the pathogenic mechanism.
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Transbronchial lung biopsy
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Case Report

A CASE OF TUBERCULOUS PLEURISY AND PERICARDITIS RESEMBLING
CARCINOMATOUS PLEURISY AND PERICARDITIS

"Masashi MISONOU, 'Hiroshi WADA, *Yasunori TANAKA, 3Shuhei INOUE,
3Yoshitomo OZAKI, *Masatsugu OHUCHI, and *Akira AKAZAWA

Abstract A 72-year-old female was referred to our hospital
with pleural effusion. Chest computed tomography demon-
strated a large amount of pericardial effusion and bilateral
pleural effusion. Mycobacterium tuberculosis was not detected
on culture of the pleural effusion. The pleural effusion was
bloody and transudative, and cytological examination showed
no malignant cells. Based on an increase in the serum sIL-2R
level, we suspected carcinomatous pleurisy and pericarditis.
Thoracoscopy under local anesthesia demonstrated redness
of the parietal pleura and mucosal irregularity, while histo-
pathological evaluation of the pleura showed many granu-
lomas. Pericardial puncture revealed that the pericardial
effusion was bloody and had high levels of adenosine
deaminase. These findings led to a diagnosis of tuberculous
pleurisy and pericarditis. Her symptoms improved and the
pleural effusion decreased with isoniazid, rifampicin, etham-
butol and pyrazinamide treatment. Tuberculous pericarditis is
often difficult to distinguish from carcinomatous pericarditis
because the pericardial effusion of tuberculous pericarditis

has similar properties as carcinomatous pericarditis. Here,
we report a case of tuberculous pleurisy and pericarditis, in
which the findings of thoracoscopy under local anesthesia
and adenosine deaminase levels in the pericardial effusion

were useful for making a diagnosis.

Key words: Tuberculous pleurisy, Tuberculous pericarditis,
Pericardial effusion, Adenosine deaminase

Department of Respiratory Medicine, 2Department of Cardio-
vascular Medicine, *Department of General Thoracic Surgery,
National Hospital Organization Higashi-ohmi General Medical
Center

Correspondence to: Masashi Misonou, Department of Respi-
ratory Medicine, National Hospital Organization Higashi-ohmi
General Medical Center, 255 Gochi-chou, Higashiohmi-shi,
Shiga 527-8505 Japan.

(E-mail: misonoul@belle.shiga-med.ac.jp)



Kekkaku Vol. 97, No. 2 : 79-83, 2022

i35 DOTS B AT & \ZHRFEIRIC D ICIR AW EEIZ 22 1 |
EEPICHRE LD 2 61

R SR M KB g Bz BFHEET
fintl HER

BE  IRTOMBEZ T BIRIETE L LTDOTS AR & U, PER B H LB BRI AR
DOTS 2* 5 Huli DOTS 1247 L TR S S LB . ABEDOTS DEFFLEIZRIFCTH ) 235,
ik DOTS BAT 4 I MREAR D OHHRAHEENC 2 1), EHEHP IS HHFR AR S N7z 2 Bl 2 REBR L 72720
Wt 5o EG 1 IXS2m M, BEEe 7 ARBRICTHEL, SMEREREICI DERLMERICHETTE TV
GLhroleZ &, IRFEMREITRMEEDS S ) IREER LA TE TR o722 VI L7z, fEH)
213525k, SBEES A HBRICTHEE L7225, FAHEMHIC X DR L7 2 Lo 5 B3O iEMEASE
bhize X0 MR AL LR L7225, HEEZH S NTHIGISHE Lz 24E & b FHiRE
19 2L TEDOBRITHIRE D TR TIZE 5 720 DOTS & IFIEHIREMRZT TR L, 3R
WHIGPEHBZ BT 2720 DWW THETH LI L 2ERL, BEB X OREMREEOMREZT
BICHER T 2 UEND Lo EREIT) R TR, T, R EIcHEELEE T
R SR ERIT) LV EETH B,

F—7—X ¥, DOTS, H5, ML

79



TB Recurrence during DOTS/Y. Fujihara et al.

83

Case Report

TWO CASES OF TUBERCULOSIS RECURRENCE AFTER
TRANSITIONING TO COMMUNITY DOTS

Yoshiki FUIITHARA, Hiroki HAYASHI, Masayuki NAKAJIMA, Yohei YATAGAI
and Yasunori FUNAYAMA

Abstract The use of DOTS has become globally widespread
as a medication support system for all patients with tubercu-
losis (TB). After discharge, patients with TB are transferred
from hospital DOTS to community DOTS for continued
medical support. We herein report two cases in which patients
were treated effectively during hospital DOTS, but sputum
smear test became positive again after transitioning to com-
munity DOTS where it was difficult to manage medication
use. Case 1 was a 52-year-old man who had a re-exacerba-
tion 6 months after discharge from the hospital. The patient
was unable to swallow medication due to a cervical disease.
Furthermore, the person who checked his medication con-
firmed that he was mentally unstable, affecting his ability to
manage his medication. Case 2 was a 52-year-old woman who
had recurrence of exacerbation 5 months after discharge from
the hospital; however, her condition improved with continued
treatment, suggesting medication neglect. We proposed a
stricter method of medication confirmation, but it was difficult

to obtain her consent. Both patients were re-instructed; as
there was no subsequent recurrence, the treatments were
terminated. It is necessary to ensure that patients and medica-
tion checkers understand the importance of DOTS. It is not
only for direct drug confirmation, but also for preventing
recurrence of infection and reducing the risk of drug resistance.

Key words: Tuberculosis, DOTS, Recurrence, Medication
support
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Review Article

A QUANTITATIVE METHOD FOR EVALUATING CHEST IMAGES OF
NONTUBERCULOUS MYCOBACTERIAL LUNG DISEASE

1-2Y oshinori UCHIDA, 2Shigeru KOMATSU, ?Eri HAGIWARA, and >Takashi OGURA

Abstract Studies have described various methods for eval-
uation of chest images of patients with pulmonary nontuber-
culous mycobacterial (NTM) infection. In 2013, Kurashima
et al. reported the nodule, infiltration or consolidation,
cavity, ectasis (NICE) scoring system for semiquantitative
evaluation of chest images in cases of pulmonary Mycobac-
terium avium complex (MAC) infection caused by the MAC
bacteria. According to the NICE scoring system, shadows
are categorized into nodules (N), infiltration (I), cavity (C),
and ectasia (E), and the degree of each shadow is evaluated
in the following six lung areas: upper right lung, upper left
lung, middle right lung, middle left lung, lower right lung,
and lower left lung.

We have previously used this method for evaluation of
imaging findings in patients with NTM lung disease and
investigated the factors associated with treatment initiation.
Multivariate analysis showed that young age, cavities, and
high NICE scores were risk factors for treatment initiation.
Additionally, patients with >2+ organisms on sputum
examination and hemoptysis showed higher factor-specific
and total scores.

The NICE scoring system is useful for quantitative eval-
uation of chest images because it facilitates identification
of changes in each lung region, provides a comprehensive
impression of the disease based on the score, does not
necessitate computed tomography evaluation for scoring, is
a user-friendly scoring system, and can quantify changes in

images over time. The NICE scoring system is useful for
quantitative evaluation of chest images because the scoring
method is uncomplicated and can quantify changes in images
over time. An increasing number of studies have reported
the usefulness of this method in Japan, and it is being used
for NTM lung diseases other than MAC in addition to
pulmonary MAC evaluation. In this report, we compared
various imaging scoring methods for pulmonary NTM,
including a modified version of the imaging scoring method
for cystic fibrosis that is widely used overseas, and discussed
the required quantitative imaging evaluation method for
pulmonary NTM. It is desirable to promote the use of
quantitative evaluation of chest images to further understand
the pathogenesis of pulmonary NTM disease.

Key words: Nontuberculous mycobacterial lung disease,
Quantitative image scoring method, Image scoring method,
NICE scoring method, Chest X-ray, Computed tomography
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Review Article

HISTORICAL EVOLUTION OF CLOFAZIMINE

Yu KURAHARA

Abstract Clofazimine is a liminophenazine compound that
developed for the treatment of mycobacterial infection such
as tuberculosis and leprosy. Although the mechanism of
action remains unclear, it has been shown to have effects on
intracellular redox cycle, membrane disruption, anti-inflam-
matory effects, and immunosuppression. Clofazimine was
never positioned as a standard treatment for tuberculosis
because of the evidence for other anti-tuberculosis drugs.
Therefore, experience with clofazimine has been accumulated
mainly in multidrug therapy for leprosy. In recent years,
multidrug resistant Mycobacterium tuberculosis has increased,
and refractory cases of non-tuberculous mycobacteria have
also been reported. The efficacy of clofazimine is now reeval-
uated for these diseases, therefore, the use of clofazimine

would increase hereafter.
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