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2) Nishiura H, Imadzu L, Yoshiyama T, Yanai H, Sawazaki Y, Kakehashi M.
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consensus seqguences for HIV/AIDS vaccine design  AIDS Research and
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Towards Low Incidence
and Elimination of
Tuberculosis

This Bulletin documents the research activities of the Research Institute
of Tuberculosis (RIT), Japan Anti-tuberculosis Association between 2004
and 2005.

Since its foundation in 1939, when tuberculosis was terribly prevalent in
Japan, RIT has been functioning as a semi-national institute under the full
sponsorship of the government with the mission of promoting an effective
nationwide tuberculosis program through basic and applied researches,
training/education and program support, and international cooperation.
Reorganized in 2002, RIT is currently comprised of 4 departments :
Research, Mycobacterium Reference Center, Program Support and
International Cooperation.

Tuberculosis is a chronic infectious disease which still causes suffereing
and destruction of human life all over the world, even in the 21st century.
The disease will remain as a public health problem during the coming
half-century both in the developed and developing countries. In Japan,
tuberculosis is still a major infectious disease with over 28,000 new cases
and case rate of 23/100,000, and long-term commitment for TB control
activities is urgently needed. Moreover, we need to pay more attention to
the current global burden of disease due to increased population movement
in the world.



Though the trend has been declining towards low incidence, it will take
another 20 years for Japan to reach the status of low incidence of 10 cases
in 100,000 population, and possibly another century to attain the elimination
stage with the rate of one case per one million. We need to accelerate the
progression towards low incidence and elimination by strengthening the
activities for developing new knowledge and skills for diagnosis, treatment
and prevention, as well as in expanding the currently available effective
methods. As the disease is being forgotten by the society, and research
/training institutions for tuberculosis are diminishing in Japan, RIT needs
to be strengthened in its capacity for research, program support and
international cooperation.

As the new Director, succeeding Dr.Toru Mori since April 2006,1 would
welcome your kind and critical comments and advice regarding our
activities.

October 2006
Nobukatsu Ishikawa, M.D., MSc., PhD.
Director
Research Institute of Tuberculosis,
Japan Anti-Tuberculosis Association
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RIT's main activities during Fiscal 2004-2005

Mar. 2005

Mar. 2005

Mar. 2006

Mar. 2006

The 10th International Tuberculosis Seminar (Sasakawa Memorial Hall):
Application of New Technology in TB Control
QuantiFERON (QFT)-2G

National Tuberculosis Control Promotion Workshop

(Sasakawa Memorial Hall):
Promotion of DOTS in Japan

The 11th International Tuberculosis Seminar (Yakuruto Hall):
Perspective of TB Control Program in Japan, lessons from UK

National Tuberculosis Control Promotion Workshop (Yakuruto Hall):
Prevention and Control of MDR-TB



Organization of
the Research Institute of Tuberculosis (RIT)

— Department of Research -------:--- 62
Surveillance RP =------:---- 62
MDR-Tuberculosis RP =--=---:-+: 63
New Diagnostic Technology RP =-=====ss22: 64
Urban Tuberculosis RP ======xxsx=- 64
Elderly TB RP (until March 2005) ----====--- 65
TB Control for High-risk Groups RP (from April 2005) ==========-- 65
HIV/TB RP wereeeessnes 66
New Anti-TB Drugs RP »seeeseeeeee 69
Advocacy RP (until March 2005) ==x==x====-- 70
Quality Assurance of Bacteriological Examination RP ----=--=--- 71
DOTS Expansion RP (until March 2005) =====x====- 72
Molecular Epidemiology RP (from April 2005) =--===----= 77
Reseach Outside Projects (General) =======x===" 79

— Mycobacterium Reference Center (MRC) --=++====-- 80
Pathology Division ========== 80

Bacteriology Division wwwewg]
Nobukatsu shikava Seiya Kato Immunology Division ==xx======-- 84

Mycobacterium TB Information Division ==========: 85
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Planning and Medical Doctors Training Division ==========* 87
Public Health Nurses Training Division =======x=== 88
Radiological Technologists Training Division =====:====- 88

— Department of International Cooperation ------------ 90
Project Development and Management Division =======:=:: 90
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— International Tuberculosis Information Center ------=---:- 94

— Department of Administration -+ 95
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Library and Information Division ==-=====--- 95

(RP: Reseach Project)
The number indicated the corresponding page.

Home page address: http://www.jata.or.jp
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Department of Research

Head: Takashi Yoshiyama (Until September 2004)
Seiya Kato (From October 2004)

The project system was introduced into the Department of Research in 2003,
in order to promote important research for control of the disease. Initially it was
composed of the following research projects: Surveillance, MDR-Tuberculosis, New
Diagnostic Technology, Urban Tuberculosis, Elderly TB, HIV/TB, New Anti-TB Drugs,
Advocacy, Quality Assurance of Bacteriological Examination, DOTS Expansion,
however, in 2005, DOTS Expansion ended its activity as a specific research project
of RIT. Advocacy RP has been restarted as a routine activity of the Department of
Programme Support, and the Elderly TB RP was renamed as the TB Control for High
Risk Groups RP, while the Molecular Epidemiology RP has newly started.

Surveillance RP

Masako Ohmori, Yuko Yamauchi,
Kazuhiro Uchimura, Hitoshi Hoshino (Tagawa)

Papers Published

62

The research project for surveillance always works in close collaboration with
administrative staff members in the research department. The technical support of
the national computerized tuberculosis surveillance system and related research are
just some of the important activities of this project.

A statistical yearbook on Japan’s tuberculosis problem is compiled annually with
the data produced by this project as the output of the national TB surveillance system,
supplemented by analysis of results produced by other staff members of the institute.

Recent studies cover 1) the current epidemiological situation, 2) trends of delays in
TB case finding, 3) TB control problems for the elderly, 4) epidemiological situation
among young adults, 5) TB problems in urban cities, 6) evaluation of new TB mass
screening for schools, 7) indicators for the evaluation of TB problems, 8) treatment
outcome by cohort analysis and related problems, and 9) systematic methods of
expanding DOTS.

As information support to the people engaged in TB control at the municipal level,
we offer two kinds of evaluation charts created from surveillance data. The latest
information on TB is regularly offered through our web site.

1) Hoshino H, Ohmori M, Uchimura K, Yamauchi Y : Influences of the adoption of new
tuberculosis mass examination system for school. Kekkaku 80(6): 475-479, 2005.

2) Ohmori M, Ozasa K, Mori T, Wada M, Yoshiyama T, Aoki M, Uchimura K, Ishikawa N:
Trends of delays in tuberculosis case finding in Japan and associated factors. Int J
Tuberc Lung Dis 9(9): 999-1005, 2005.

3) Ohmori M, Wada M, Mitarai S, Yanai H, Ito K, Yamauchi Y, Shishido S:Tuberculosis
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control in health care facilities for the elderly, from the viewpoint of risk management.
Kekkaku 81(2): 71-77, 2006.

1) Ohmori M, Ozasa K, Mori T, Wada M, Yoshiyama T, Aoki M, Uchimura K, Ito K,
Ishikawa N:Trends of delays in tuberculosis casefinding in Japan and factors associated
with the delays.lUATLD TSRU Progress Report, Geneva, 2004, 4.

2) Ohmori M, Ozasa K, Mori T, Wada M, Yoshiyama T, Aoki M, Uchimura K, Ito K,
Ishikawa N:Relationship between delay in case finding and death in the patients of
tuberculosis in Japan.l[UATLD TSRU Progress Report, Paris, 2005, 3.

MDR-Tuberculosis RP Kunihiko Ito, Satoshi Mitarai

Our research on MDR-Tuberculosis has focused on prevention of MDR since
beginning of this project. For the sake of prevention of acquired drug resistance, our
project has aimed to the standardization of clinical practice in tuberculosis medicine in
our scope, and has continued clinical studies on recurrence cases, treatment failure
cases, and effective diagnosis schema of smear negative pulmonary tuberculosis,
using abundant clinical data of the department of respiratory medicine in Fukujuji
Hospital, which had been formerly affiliated to our institute. We also, to ensure the
adequate dose of anti-tuberculosis drugs of the standard regimen, have done TDM
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Papers Published

(Therapeutic drug monitoring) and analyzed the data.

1) K.to, T.Yoshiyama, M.Wada, H.Ogata: C-reactive protein in patients with bacteriological
positive lung tuberculosis. Kekkkaku. 79 (4): 309-311, 2004.

2) K.lto, M.Takahashi, T.Yoshiyama, M.Wada, H.Ogata: Multi-drug resistant tuberculosis
due to double strain infection. Kekkaku. 79 (6): 387-390, 2004.

3) K.lto: Smear-positive pseudo-recurrence due to excretion of necrotic material. Kekkaku.

79(7): 449-452, 2004.

4) K.to, M.Ohmori, T.Yoshiyama, M.Wada, H.Ogata: Drug resistance in recurrent cases
of tuberculosis. Kekkaku. 79(8): 461-467, 2004.

5) K.lto, T.Yoshiyama, M.Wada, H.Ogata: Mis-management in treatment failure of
pulmonary tuberculosis. Kekkaku. 79(10): 561-568, 2004.

6) K.Ito, Y.Nagata, N.Kobayashi, T.Yoshiyama, M.Wada, H.Ogata: Are tuberculosis

advisory committees well-functioning? Kekkaku. 79(11): 631-636, 2004.

7) K.lto: Reinfection of tuberculosis in HIV negative persons. Kekkaku. 80(4): 365-379,
2005.

8) K.lto: Limits of chest X-ray in the diagnosis of recurrent pulmonary tuberculosis.
Kekkaku. 80(7): 521-526, 2005.

9) K.lto, A.Aono, T.Yoshiyama, M.Wada, H.Ogata: Should chemotherapy for pulmonary
tuberculosis be started after the completion of pretreatment sputum examination?
Kekkaku. 80(12): 735-741, 2005.

10) K.lto: Comparison of sputum positive rate between bilateral vs. unilateral lung
tuberculosis. Kekkaku. 81(1): 15-17, 2006.

New Diagnostic Technology RP | Nobuyuki Harada, Kazue Higuchi

The aim of this project is to develop and evaluate new diagnostic methods for
M. tuberculosis (Mtb) infection. We have evaluated the QuantiFERON-TB second
generation (QFT-2G), in which whole blood is stimulated with antigens missing in
BCG and the interferon in plasma is measured by ELISA, and we have demonstrated
that QFT-2G has higher specificity and sensitivity than the tuberculin skin test.
Currently we are characterizing QFT-2G test performance. As for other examples
of our work, please refer to the Immunology Division on Mycobacterium Reference
Center.

Takashi Yoshiyama (Until September 2004),

Urban Tuberculosis PR | Kato Seiya (From October 2004), Hitoshi Hoshino(Tagawa),
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Norio Yamada (From September 2005), Kazuhiro Uchimura

Until JFY 2004, the Project worked on case finding in urban specific groups such
as homeless, effectiveness of DOT in the urban setting, specific measurement of
foreign born tuberculosis cases, administration system for tuberculosis control in local



government etc. The outcome of the above research was summarized in the proposal
for the prefectural tuberculosis control plan. In the following JFY 2005, the project

focuses on the study of the mechanism for high incidence in urban areas.

Elderly TB RP Masako Wada, Masako Ohmori, Kunihiko Ito

The research of this project is dedicated for the problem of tuberculosis in elderly
people, which account for more than half of the total tuberculosis morbidity in Japan.
We analyzed the situation of tuberculosis infection control practices in elderly nursing
homes or care centers, the process of tuberculosis diagnosis in elderly tuberculosis
patients, and investigated the clinical presentation of elderly tuberculosis patients and
the difference from that in younger tuberculosis patients.

TB Control for High-risk Groups RP Masako Wada, Masako Ohmori, Kunihiko Ito

Papers published

Presentation at meeting

This project is the expansion of the above “Elderly TB Project, and is dedicated
to the problem of tuberculosis in high-risk groups. We have been investigating the
method of contact examination using newly invented “QuantiFERON-TB Gold”. Also
we are now planning the study about the problems of tuberculosis in homeless people
and its solutions.

1) Wada M: Anti-tuberculosis drug-induced hepatitis. Kekkaku. 80: 607-611, 2005.

2) Wada M, Mizoguchi K, Okumura M, Mitarai S, Hoshino H, Ohmori M, Uchimura K,
Yoshiyama T, Ogata H: Twice-weekly intermittent chemotherapy during maintenance
phase of short-course treatment for new patients with pulmonary tuberculosis.
Kekkaku. 81: 363-369, 2006.

1) Wada M, Mizoguchi K, Mitarai S, Hoshino N, Yoshiyama T, Ohmori M, Utimura K, Saito
Y, Hayashi T, Aman K, Okumura M, Ogata H: DOTS with intermittent antituberculosis
chemotherapy in a pharmacy setting decreased the frequency of defaulters in Japan:
The first report of DOTS supervised by a pharmacist and Japan's first experience with
intermittent chemotherapy. The 25th European Society of Mycobacteriology. in ltaly,
June, 2004.

2) Mitarai S, Wada M, Mizuno K, Oromo K, Abe C, Kawashiro T: 99 Cooperating Institute.
Resistance of Mycobacterium tuberculosis to four first-line anti-tuberculosis drugs
in Japan, 2002. The 26th European Society of Mycobacteriology. Annul meeting in
Turkey, June, 2005.
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Norio Yamada, Hideki Yanai, Naomi Obara, Lisa Imadu,
Jintana Ngamvithayapong, Kyoko Kimura, Surakameth Mahasirimongkol

The primary objective of this project is the identification of the human host factors

related to TB with special emphasis on HIV-infection, human genetics, and also

population movement. One of major research activities is field research of a cohort

of HIV infected population and tuberculosis patients in Chiang Rai Province, northern

Thailand to investigate factors and health interventions (e.g. ART) associated with

tuberculosis incidence and prognosis. Research on the sociologic aspects of TB/HIV

and the TB/HIV program are also implemented in the field. This field research has

contributed to several TB/HIV training activities carried out by WHO and others.

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

Ngamvithayapong-Yanai J, Winkvist A, Luangjina S, Diwan V: "If We Have to Die, We
Just Die": Challenges and Opportunities for Tuberculosis and HIV/AIDS Prevention and
Care in Northern Thailand. Qual Health Res, Nov 2005; 15: 1164-1179.

Nishiura H, Kuratsuji T, Quy T, Phi NC, Ban V, Long HT, Yanai H, Keicho N, Kirikae
T, Sasazuki T, Anderson R: Rapid Awareness and Transmission of Severe Acute
Respiratory Syndrome in Hanoi French Hospital, Viet Nam. American Journal of
Tropical Medicine & Hygiene, 2005; 73(1): 17-25.

Hamano T, Matsuo K, Hibi Y, Takahashi N, Mabuchi Y, Soji T, Irie S, Yanai H, Hara T,
Yamazaki S, Yamamoto N, Takaku H, Okamoto T: Replication-defective HIV isolated
from seronegative individuals at high risk for HIV infection. Nucleic Acids Symp Ser
(Oxf). 2005; (49): 99-100.

Sato R, Keiwarnka B, Isaranurung S, Pattara-Archachai J, Yanai H, Tunekawa K:
Characteristics of Voluntary Counseling and Testing (VCT) Acceptance among
Pregnant Women Attending an Antenatal Care Clinic at Lerdsin Hospital, Bangkok,
Thailand The Journal of AIDS Research 2005; 7: 131-140.

ltoyama S, Keicho N, Hijikata M, Quy T, Phi NC, Long HT, Ha LD, Ban VV, Matsushita
I, Yanai H, Kirikae F, Kirikae T, Kuratsuji T, Sasazuki T: Identification of an Alternative
5'-untranslated Exon and new Polymorphisms of Angiotensin-converting Enzyme 2
Gene: Lack of Association With SARS in the Vietnamese Population Am J Med Genet
2005; 136(1): 52-57.

Hamano E, Hijikata M, Itoyama S, Tran Q, Nguyen PC, Hoang LT, Le HD, Vo BV,
Matsushita |, Yanai H, Kirikae F, Kirikae, T, Kuratsuji T, Sasazuki T: Polymorphisms of
interferon-inducible genes OAS-1 and MxA associated with SARS in the Vietnamese
population. Biochem Biophys Res Commun, 2005; 329(4): 1234-9.

ltoyama S, Keicho N, Quy T, Phi NC, Long HT, Ha LD, Ban VV, Ohashi J, Hijikata
M, Matsushita |, Kawana A, Yanai H, Kirikae T, Kuratsuji T, Sasazuki T: ACE1
Polymorphism and Progression of SARS. Biochem Biophys Res Commun, 2004;
323(3): 1124-9.

Nishiura H, Imadzu L, Yoshiyama T, Yanai H, Sawazaki Y, Kakehashi M. Ishikawa N:
HIV notification and migration. — Epidemiological analysis of migrants from Southeast
Asian countries during 1986-2001. J Population Studies 2004 Nov; 35: 1-11.

Nishiura H, Yanai H, Yoshiyama T, Kakehashi M: Simple Approximate Back-calculation
Method Applied to Estimate HIV Prevalence in Japan. Jpn J Infect Dis. 2004 Jun; 57(3):
133-5.

Tsunekawa K, Moolphate S, Yanai H, Yamada N, Summanapan S, Ngamvithayapong-
Yanai J: Care for People Living with HIV/AIDS: An assessment of Day Care Centers in
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Northern Thailand AIDS Patient Care and STDs 2004; 18(5) 305-14.

Hamano T, Sawanpanyalert P, Yanai H, Piyaworawong S, Hara T, Sapsutthip S,
Phromjai J, Yamazaki S, Yamamoto N, Warachit P, Honda M, Matsuo K: Determination
of HIV-1 CRFO01_AE gag p17 and env-V3 consensus sequences for HIV/AIDS vaccine
design. AIDS Research and Human Retroviruses 2004; 20(3): 337-340.

Yoshiyama T, Yanai H, Rhiengtong D, Palittapongarnpim P, Nampaisan O, Supawitkul
S, Uthaivorawit W, Mori T: Development of acquired drug resistance in recurrent
tuberculosis patients with various previous treatment outcomes. Int J Tuberc and Lung
Dis 2004; 8(1): 31-38

Sato R, Keiwarnka B, Isaranurung S, Pattara-Archachai J, Yanai H, Tunekawa K:
Characteristics of Voluntary Counseling and Testing (VCT) Acceptance among
Pregnant Women Attending an Antenatal Care Clinic at Lerdsin Hospital, Bangkok,
Thailand. The Journal of AIDS Research 2005; 7: 131-140.

Ngamvithayapong-Yanai J: The Role of Social Science Research in Reducing the
Burden of Tuberculosis in High HIV Prevalence Setting. Tropical Medicine and Health.
2005; 33(1): 38.

Kimura K, Imadzu L, Endo A, Ngamvithayapong-Yanai J, Yanai H, Osuga K, Sawazaki Y,
Ishikawa N: Building a network of human resources - challenging and opportunities for
organising an international training course on AIDS prevention and care in Asia. The
15th International AIDS Conference; Bangkok, Thailand, July 11-16, 2004.

Yanai H, Uthaivoravit W, Summanapan S, Yamada N, Rienthong D, Nampaisan O,
Nateniyom S, Yoshiyama T: Reducing drug-resistant tuberculosis among HIV-positive
TB patients, Chiang Rai, Thailand: possible impact of DOTS and nosocomial TB
control. The 15th International AIDS Conference; Bangkok, Thailand, July 11-16, 2004.

Tamura M, Khun KE, Onozaki I, Miura T, Yoshihara N, Kimura K, Yanai H, Mao TE:
More than one-third of TB patients in Phnom Penh were HIV positive - result of national
HIV/TB survey in Cambodia. The 15th International AIDS Conference; Bangkok,
Thailand, July 11-16, 2004.

Moolphate S, Tsunekawa K, Yanai H, Yamada N, Summanapan S: Day Care Center
for People Living with HIV/AIDS in Northern Thailand: Roles and Challenges. The 15th
International AIDS Conference; Bangkok, Thailand, July 11-16, 2004.

Luangjina S, Taokhumchoom S, Summanapan S, Wirayaprasobchok A, Moolphate S,
Yanai H, Yamada N, Ishikawa N, Ngamvithayapong-Yanai J: Contribution of day care
centers and people living with HIV to tuberculosis prevention and care, Chiang Rai,
Thailand. The 15th International AIDS Conference; Bangkok, Thailand, July 11-16,
2004.

Hamano T, Sawanpanyalert P, Okamoto T, Hibi Y, Takahashi N, Yanai H, Hara T,
Yamazaki S, Yamamoto N, Honda M, Matsuo K: Single synonymous mutation in gag
p17 gene controls infectivity of HIV-1 CRF01_AE molecular clone in vitro. The 15th
International AIDS Conference; Bangkok, Thailand, July 11-16, 2004.

Summanapan S, Yamada N, Yoshiyama T, Uthaivoravit W, Nampaisan O, Komsakorn
S, Akarasewi P, Nateniyom S, Yanai H: The trend of HIV-related tuberculosis in Chiang
Rai, Northern Thailand. The 15th International AIDS Conference; Bangkok, Thailand,
July 11-16, 2004.

Ngamvithayapong-Yanai J, Luangjina S, Wirayaprasobchok A, et al.: Development of a
research-based health educational material to enhance adherence to treatment among
people with tuberculosis and HIV/AIDS. The 4th WHO Global TB/HIV Working Group
Meeting; Addis Abeba, Ethiopia, September 20-22, 2004.
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19)
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22)

Yamazaki A, Ishikawa N, Yanai H: HIV Testing for TB patients within TB hospital in the
Tokyo metropolitan district. The 7th International Congress on AIDS in Asia and the
Pacific (ICAAP); Kobe, Japan, July 1-5, 2005.

Yanai H, Nantha S, Nampaisan O, Sumanaphun S, Riengthong D, Nateniyom S,
Ishikawa N Yamada N: Trend of drug-resistant tuberculosis (TB) among Thai and non-
Thai population in Chiang Rai, Thailand. The 7th International Congress on AIDS in
Asia and the Pacific (ICAAP); Kobe, Japan, July 1-5, 2005.

Imadzu, L Carter S, Yanai H: Possibilities and Limitations of a Regional Approach
to HIV/AIDS among the Migrant Population in Asia-Lessons from the European
Experience. The 7th International Congress on AIDS in Asia and the Pacific (ICAAP);
Kobe, Japan, July 1-5, 2005.

Imadzu L, Yanai H: Post-crisis Management: Implications for the Control of HIV/AIDS
in the Asia-Pacific Region. The 7th International Congress on AIDS in Asia and the
Pacific (ICAAP); Kobe, Japan, July 1-5, 2005.

Trongsakul S, Kuptarat R, Narmpaisan O, Yamad N, Yanai H, Ngamvithayapong-Yanai
J: Reasons of high and low HIV testing rate among tuberculosis patients in Chiang Rai.
7th International Congress on AIDS in Asia and the Pacific; Kobe, Japan, July 1-5,
2005.

Trongsakul S, Kuptarat R, Moolphate S, Luangina S, Ngamvithayapong-Yanai J:
Development of evidence-based and practical manual of HIV testing for tuberculosis
(TB) patients. 7th International Congress on AIDS in Asia and the Pacific; Kobe, Japan,
July 1-5, 2005.

Ngamvithayapong-Yanai J, Trongsakul S, Narmpaisan O, Moolphate S: HIV testing for
tuberculosis patients: do we have enough evidences to guide policy and practice. 7th
International Congress on AIDS in Asia and the Pacific; Kobe, Japan, July 1-5, 2005.
Chaita I, Puruksa N, Moolijoy V, Jairawan B, Moolphate S, Chaisangrit D, Luangina S,
Yamad N, Ngamvithayapong-Yanai J: “100% Knowledge TB”: ensuring tuberculosis
education for people with HIV/AIDS by people with HIV/AIDS in Chiang-San, Thailand.
7th International Congress on AIDS in Asia and the Pacific; Kobe, Japan, July 1-5,
2005.

Ngamvithayapong-Yanai J. TB/HIV from Killing to Caring and Cure. Presented at the
Symposium on 2 July 2005 at 7th International Congress on AIDS in Asia and the
Pacific; Kobe, Japan, July 1-5, 2005.

Ngamvithayapong-Yanai J: Process and Products pf TB/HIV operational research,
Chiang Rai, Thailand. Presented at the Satellite Meeting on 4 July 2005 at 7th
International Congress on AIDS in Asia and the Pacific; Kobe, Japan, July 1-5, 2005.
Yamada N, Nedsuwan S, Buranabanjasatean S, Piyaworawong S, et al.: Tuberculosis
detected by the screening among people living with HIV/AIDS (PLWHA) in Chiang Rai,
Northern Thailand. 7th International Congress on AIDS in Asia and the Pacific; July
2005, Kobe Japan.

Nedsuwan S, Yamada N, Yanai H, Sirarayaporn P: Mycobacteremia among Febrile HIV/
AIDS Patients in High AIDS Prevalence Province of Thailand, 2004. 7th International
Congress on AIDS in Asia and the Pacific; July 2005, Kobe Japan.

Saejung S, Kantipong P, Uthaivoravit W, Nampaisan O, Sumanapun S, Yamada N,
Yanai H: Deaths during TB treatment of HIV Co-infected Tuberculosis Cases before
Wide Introduction of ARV in Public Health Services in Chiang Rai, Northern Thailand.
7th International Congress on AIDS in Asia and the Pacific; July 2005, Kobe Japan.
Yanai H: Overview of HIV/TB: focus on Asian experience. 10th International
Conference on Emerging Infectious Diseases in the Pacific Rim under US-Japan



Medical Cooperation Program, Hanoi, Vietnam, (invited speaker) November 16 -17,
2005.

New Anti-TB Drugs RP | Norio Doi, Areeya Disratthakit

Development of novel Anti-TB Drugs will bring us various outcomes such as
shortening the total treatment duration, improvement of the treatment completion
ratio, prevention of multi-drug-resistant tuberculosis (MDR-TB), treatment of HIV/TB
co-infection cases and reduction of overall medical expenditures. The New Anti-
TB Drugs Project focuses on basic research and pre-clinical stage of the novel
candidate agents against TB, MDR-TB, HIV/TB, and screening step for discovery of
the promising lead-compounds newly synthesized in Japan as well. We published a
series of experimental results through the research work shown below at the Annual
Meeting of the International Congress in Europe and the USA. Promising candidate
compounds in progress are shown as follows (1 ~ 3). In addition, another research
project entitled ‘Development of the New Chemotherapy System for the Treatment
of the HIV-Mycobacteriosis’ is also in progress, supported by the International
Collaborative Research Fund of Human Science Foundation in Japan (4 ~ 5).

1. Novel nucleoside-antibiotics caprazamycin derivative CPZEN-45, having specific
narrow-range anti-microbial spectra against Mycobacterial species (collaborative
study with Microbial Chemistry Research Center).

2.Nitroimidazol derivatives: nitroimidazo-oxazol OPC-67683 (Otsuka Pharm.,
Japan) and nitroimidazopyran PA-824 (Chiron Co., US).

3.Newly synthesized Des-F(6)-fluoroquinolone DX-619 (Daiichi Pharm., Japan),
which is effective against quinolone-resistant M. tuberculosis isolates.

4.Basic research of the development of controlled releasing DDS-Rifampicin
for inhalation therapy of tuberculosis, by using experimental immunodeficient
mouse model of TB infection (collaborative study with Saint Marianna Medical
University).

5.Development of the new method to access ‘Drug Tolerability of the clinical
isolates of M. tuberculosis derived from relapsed cases of HIV/TB patients in
Thailand, by means of the BACTEC-TB system (collaborative study with Mahidol
University in Thailand).

1) Koga T, Fukuoka T, Doi N, Harasaki T, Inoue H, Hotoda H, Kakuta M, Marumatsu
Y, Yamamura N, Hoshi M, Hirota T: Activity of capuramycin analogues against
Mycobacterium tuberculosis, Mycobacterium avium and Mycobacterium intracellulare
in vitro and in vivo. J Antimicrob Chemother. 2004; 54: 755-760.

2) Doi N: Possibility of the new anti-tuberculosis drugs. Kokyuki-ka. 2006; 9 (1): 60-67.

3) Doi N, Disratthakit A et al.: In vitro anti-mycobacterial activity of novel Des-F
(6)-quinolone, DX-619: 45th ICAAC, Abstracts F-1471. Washington DC, 2005; Dec.
16-19.
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Doi N, Miyake T et. al.: Possibility of the Caprazamycin Derivatives as an anti-
tuberculosis drug, First Report: Synthesis of the Caprazene Derivatives and their anti-
tuberculous activities. 79th Annual Meeting of Japanese Society for Tuberculosis;
Nagoya, Apr. 2004.

Doi N, Takahashi Y et. al.: Possibility of the Caprazamycin derivatives as an anti-
tuberculosis drug, Second Report: Synthesis of the Caprazol Derivatives and their
anti-tuberculous activity. 79th Annual Meeting of Japanese Society for Tuberculosis;
Nagoya, Apr. 2004.

Doi N: Plenary Lecture; Current status in the Development of the New Anti-Tuberculosis
Drugs. 9th WPCCID (Western Pacific Congress on Chemotherapy and Infectious
Diseases); Bangkok, Dec. 1-5. 2004.

Doi N, Miyake T et al.: The novel nucleoside antibiotic Caprazamycin B and its
derivatization aiming a new anti-TB drug. [Part 1] In vitro anti-mycobacterial activity of
Caprazamycin B. 35th IUATLD Abstract; Paris, 28 Oct. — 1 Nov. 2004.

Doi N, Miyake T et al.: The novel nucleoside antibiotic Caprazamycin B and its
derivatization aiming a new anti-TB drug. [Part 2] In vivo anti-mycobacterial activity of
Caprazamycin B. 35th IUATLD Abstract; Paris, 28 Oct. — 1 Nov. 2004.

Miyake T, Doi N et al.: The novel nucleoside antibiotic caprazamycin B and its
derivatization aiming a new anti-TB drug. [Part 3] Synthesis of Caprazene derivatives
and their anti-Mycobacterium tuberculosis activity, IUATLD Abstract. 35th IUATLD;
Paris, 28 Oct. — 1 Nov. 2004.

Miyake T, Doi N et al.: The novel nucleoside antibiotic caprazamycin B and its
derivatization aiming a new anti-TB drug. [Part 4] Synthesis of Caprazol derivatives and
their anti-Mycobacterium tuberculosis activity. 35th IUATLD, Abstract; Paris, 28 Oct. —
1 Nov. 2004.

Advocacy RP

(until March 2005) Katsunori Osuga, Naomi Obara

1
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The project aimed to explore effective advocacy strategies to strengthen the TB
control program through assessment of previous advocacy activities. The main
activities were as follows:

. To exchange information with other advocacy organizations dealing with public

health issues and to study effective ways to provide information to the target
population.

2.To review published papers in order to identify factors for successful campaign

activities in the areas of anti-smoking and HIV/AIDS, and for the successful
marketing of the WHO’s DOTS strategy by Dr. Kochi.

3. To conduct partnership meetings with NGOs, MOH, JICA with participation of

Ms. Petra Heitcamp and Dr. Joanne Carter.

4.To involve mass media in the international training course to learn how to deal

with mass media.

5. To develop a draft advocacy strategic plan for TB control program in Cambodia.
6. To develop a pamphlet for the“Okinawa Infectious Disease Initiative.”
7. To develop an advocacy plan for World TB Day with Results Japan.



Quality Assurance of Bacteriological Examination RP | Akiko Fujiki, Hiroyuki Yamada

Papers Published

Published Book / Report

Presentation at Meeting

This project conducts research on methods for improvement and strengthening

of laboratory services for TB control mainly in developing countries. The studies

are made both in technical and managerial aspects for external quality assurance,

training and technical standardization of AFB microscopy.

The project has recently developed a new artificial sputum by using a totally

synthetic substance (Polyacrylamide), cultured cell line (THP-1 cell) and avirulent

mycobacteria (BCG). The artificial sputum is applicable for panel slide preparation.

The smear slides prepared by the artificial sputum was superior to compare with the

other methods in terms of quality and safety. It will be utilized for the panel testing and

training material in external quality assessment.

1)

2)

1)
2)

3)

1)

2)

3)
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5)
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H. Yamada, S. Mitarai, L. Aguiman, H. Matsumoto, A. Fujiki: A noval panel slide
preparation method for the proficiency testing of tuberculosis microscopy with
polyacrylamide gel, culture cell and avirulent mycobacteria. [IUATLD. Int J Tuberc Lung
Dis (in press).

A. Ohkado, L. Aguiman, S. Adlawan, E. Baring, O. Quirante, M. Suchi, S. Endo, A.
Fujiki, T. Mori: Tuberculosis drug resistance and treatment outcomes in DOTS settings
in large cities in the Philippines. IUATLD. Int J Tuberc Lung Dis 10(2): 1-7, 2006.

A. Fujiki:Quality Smear Preparation for AFB, A visual guide for TB laboratory workers
on the front line; RIT, 2005: 1-11.

A. Fujiki: AFB microscopy training; RIT, IUATLD and USAID, 2005: 1-57

A. Fujiki: Studies on standardization of case-finding;International Health Cooperation
Research, international medical center of Japan, 2004.

A.Fujiki,T.Zama, T.Kudoh, N.Ishikawa: EQA development for TB laboratory in NTP of
Zambia with high HIV/AIDS prevalence. 20th Annual conference of Japan Association
for International Health; Tokyo, November, 2005.

A.Ohkado, L.Aguiman, S.Adlawan, E.Baring, O.Quirante, M.Suchi, S.Endo, A.Fujiki,
T.Mori: A city-wide Tuberculosis Drug Resistance Survey, Cebu and Mandaue,
Philippines, 2000. 36th UNION World Conference on Lung Health; Paris, France,
October, 2005.

L. Aguiman, A. Fujiki, M. Trono, T. Shirahama, M. Suchi: Improving skills on AFB
microscopy through effective training. 36th UNION World Conference on Lung Health;
Paris, France, October, 2005.

Ti Ti, Thandar Lwin, Phyu Noe, Tin Tin Mar, Win Maung, A.Fujiki; Comparing the
effectiveness between conventional method and new external quality assessment
(EQA) based on LQAS method. 36th UNION World Conference on Lung Health; Paris,
France, October,2005.

H. Yamada, S. Mitarai, L. Aguiman, A. Fujiki: Evaluation of a novel artificial sputum
developed for panel test slides to be used in external quality assessment. 36th UNION
World Conference on Lung Health; Paris, France, October, 2005.

H. Yamada, S. Mitarai, A. Fujiki: Evaluation of a novel artificial sputum developed for
panel test slides to be used in external quality assessment. 80th Annual Conference of

7



7)

8)

9)

10)

11)

the Japanese Society for Tuberculosis; Saitama, Japan, May, 2005.

H. Yamada, S. Mitarai, A. Fujiki: Examination of two methods to prepare panel test
slides with known contents using NaOH or NALC. 35th UNION World Conference on
Lung Health; Paris, France, October, 2004.

C. Giango, A. Fujiki, S. Endo, T. Shirahama, S. Kato, S. Shishido: External Quality
Assessment for AFB Microscopy in Cebu Province. 35th UNION World Conference on
Lung Health; Paris, France, October, 2004.

D. Bacalso, A. Fujiki, S. Endo, T. Shirahama, S. Kato, S. Shishido: Blind Rechecking of
AFB Smear Examination in Cebu City. 35th UNION World Conference on Lung Health;
Paris, France, October, 2004.

A. Fujiki, A. Ohkado: Effective AFB microscopy training for TB control program. 19th
Annual conference of Japan Association for International Health; Tokyo, October, 2004.
S. Katoh, K. Ohsuga, M. Suchi, A. Fujiki, S. Endo, N. Ishikawa, T. Mori, S. Shishido,
T. Shirahama: DOTS in Manila city - Problem of NTP in urban area -. 79th Annual
conference of the Japan society of Tuberculosis; Nagoya, April, 2004.

Akihiro Ohkado, Masashi Suchi,

DOTS Expansion RP | (until March 2005) Norio Yamada, Akiko Fujiki,

Papers published

72

Katsunori Osuga

This project aimed to explore the interrelation between the process of DOTS

expansion and the existing primary health care network, the effective collaboration

between the national tuberculosis control programme and non-governmental

organizations such as the private sector and NGOs in several developing countries

such as Yemen, Afghanistan, Pakistan, Thailand, Nepal, Myanmar, Bangladesh, and

the Philippines where the human network with the RIT has already been established.

It also aimed to search for effective ways to improve and maintain the quality NTP,

especially on case finding and case holding, to contribute to the effective international

technical assistance on tuberculosis control.

1)

2)

3)

1)

2)

L.Veron, L. Blanc, M.Suchi, et al.: DOTS expansion: will we reach the 2005 targets? Int
J Tuberc Lung Dis. 2004; 8: 139-46.

A.Ohkado, L.Aguiman, S.Adlawan, et al.: Tuberculosis drug resistance and treatment
outcomes under DOTS settings in large cities in the Philippines. Int J Tuberc Lung Dis.
2006; 10: 283-288.

S. Endo: Cooperation with the Philippines in Tuberculosis Control (in Japanese). J Int
Health. 2005; 12: 53-63.

Study on the establishment of primary health care system utilizing DOTS as a model
in developing countries (in Japanese). Chief researcher: Masashi Suchi. A Report
of International Health Cooperation Research, 2004. Ministry of Labour, Health, and
Welfare, Japan.

Study on the establishment of primary health care system utilizing DOTS as a model
in developing countries (in Japanese). Chief researcher: Masashi Suchi. A Report
of International Health Cooperation Research, 2005. Ministry of Labour, Health, and
Welfare, Japan.
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7)

8)

9)

10)

1)

12)

1)

2)

3)

4)

5)

6)

National Center for Tuberculosis and Leprosy Control. Report: National TB Prevalence
Survey, 2002. Phnom Penh, Cambodia, 2005.

K. Osuga: The need for public-private partnership in urban setting (in Japanese). 79th
Japan Tuberculosis Association Annual Meeting; Nagoya, April 2004.

J. Kato, T. Yoshiyama, K. Osuga: The need for public-private partnership in Kathmandu
(in Japanese). 79th Japan Tuberculosis Association Annual Meeting; Nagoya, April
2004.

M. Suchi: The establishment of NTP in Yemen and the contribution of Japan (in
Japanese). 79th Japan Tuberculosis Association Annual Meeting; Nagoya, April 2004.
S. Kato, K. Osuga, M. Suchi: DOTS in Manila City — a perspective of tuberculosis
control programme in urban setting — (in Japanese). 79th Japan Tuberculosis
Association Annual Meeting; Nagoya, April 2004.

I. Onozaki, N. Yamada: TB Epidemiology in Cambodia: The results of national TB
prevalence survey in Cambodia and an estimation of incidence of smear positive
pulmonary TB (the first report) (in Japanese). 79th Japan Tuberculosis Association
Annual Meeting; Nagoya, April 2004.

M. Tamura, K E. Khun, B H. Yuos, et al.: High prevalence/incidence of TB and poor
outcomes of TB treatment among people living with HIV/AIDS (PLWHA) in Phnom
Penh, Cambodia. 15th International AIDS Conference; Bangkok, July 2004.

T. Sugiyama, K. Osuga, R. Pant, et al.: Tuberculosis control improvement in Kathmandu
metropolitan city. 35th Union World Conference on Lung Health; Paris, October 2004.
K. Osuga, J. Kato, D. Bam: Can we improve community lung health? —Experience in a
rural setting in Nepal-. 35th Union World Conference on Lung Health; Paris, October
2004.

S. Saint, K. Kong, T. Mao, et al.: Health Seeking Behavior Survey in the capital city with
public and private sectors mixed in Cambodia. 35th Union World Conference on Lung
Health; Paris, October 2004.

N. Jorvina, C. Canlas, A. Lagos, et al.. Comparative study of the characteristics of
TB treatment partners of DOTS strategy and its effect on treatment adherence of TB
patients. 36th Union World Conference on Lung Health; Paris, October 2005.

A. Ohkado, L. Aguiman, A. Adlawan, et al.: A city-wide tuberculosis drug resistance
survey in an urban setting in the Philippines. 36th Union World Conference on Lung
Health; Paris, October 2005.

M. Win, L. Thandar, N. Phyu, et al.: Directly Observed Treatment by different providers
in implementation of daily 4 drug fixed Dose Combination (4-FDC) regimens in
Myanmar. 36th Union World Conference on Lung Health, Paris, France, October 2005.

N.Yamada: Thailand, September 15, 2002 — March 31, 2005. HIV/TB Research Project
in Thailand.

H.Miyagi: Pakistan, December 16, 2002 — December 15, 2005. Tuberculosis Control
Project (JICA).

T. Hayakawa: Afghanistan, March 17, 2003-March 17, 2006. Tuberculosis Control
Project (JICA).

S. Shishido: The Philippines, August 19, 2003-August 28, 2004. DOH-JICA Quality
Tuberculosis Control Project (JICA).

T. Sugiyama: Nepal, October 27, 2003-September 24, 2005. Community TB and Lung
Health Project (JICA).

K. Yokoi: Afghanistan, January 19, 2004-January 19, 2006, Tuberculosis Control
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Project (JICA).

7) M. Suchi: Yemen, June 20-July 2, 2004. Tuberculosis Control Project (JICA).

8) S. Kato: The Philippines, June 24-July 10, 2004. DOH-JICA Quality Tuberculosis
Control Project (JICA).

9) N. Ishikawa: Afghanistan, July 5-12, 2004. Tuberculosis Control Project (JICA).

10) N. Ishikawa: Pakistan, July 13-22, 2004. Tuberculosis Control Project (JICA).

11) T. Date: Yemen, August 8, 2004-August 7, 2005. Tuberculosis Control Project, follow

up (JICA).

12) T. Yoshiyama: Nepal, August 14-27, 2004. Community TB and Lung Health Project
(JICA).

13) I. Onozaki: Cambodia, August 28-September 7, 2004. Tuberculosis Control Project
(JICA).

14) N. Obara: Pakistan, August 30-September 17, 2004. “Study on the establishment of
primary health care system utilizing DOTS as a model in developing countries, MLHW,
Japan”.

15) N. Ishikawa: Thailand, September 17-19, 2004. IUATLD Eastern Region Meeting.

16) N. Yamada: Thailand, September 17-19, 2004. IUATLD Eastern Region Meeting.

17) N. Ishikawa: Bangladesh, September 19-25, 2004. JATA Seminar on TB.

18) K. Osuga: Myanmar, October 7-18, 2004. Infectious Disease Control Project (JICA).

19) T. Shirahama: The Philippines, November 4, 2004-March 20, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

20) M. Suchi: The Philippines, November 4, 2004-March 12, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

21) A. Ohkado: Yemen, November 18-December 8, 2004. Tuberculosis Control Project,
follow up (JICA), GDF Mission.

22) N. Obara: Cambodia, December 1-17, 2004. Tuberculosis Control Project (JICA).

23) S. Kato: Pakistan, December 5-18, 2004. Tuberculosis Control Project (JICA).

24) N. Ishikawa: Bangladesh, December 8-14, 2004. JATA Seminar on TB.

25) K. Watanabe: Pakistan, December 10, 2004-December 9, 2006. Tuberculosis Control
Project (JICA).

26) |. Onozaki: Cambodia, December 19-29, 2004. Tuberculosis Control Project (JICA).

27) 1. Onozaki: Myanmar, January 16-30, 2005. Infectious Disease Control Project (JICA).

28) A. Ohkado: Afghanistan, February 5-19, 2005. Tuberculosis Control Project (JICA),
GDF Mission.

29) M. Kasamatsu: The Philippines, February 6-19, 2005. DOH-JICA Quality Tuberculosis
Control Project (JICA).

30) K. Osuga: India, February 7-13, 2005. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

31) K. Ito: The Philippines, February 14-19, 2005. DOH-JICA Quality Tuberculosis Control
Project (JICA).

32) A. Ohkado: Pakistan, February 19-26, 2005. Tuberculosis Control Project (JICA), NTP
review by WHO.

33) K. Osuga: Nepal, February 23-March 2, 2005. Community TB and Lung Health Project
(JICA).

34) N. Obara: Pakistan, March 4-18, 2005. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

35) N. Yamada: Cambodia, March 13-18, 2005. Tuberculosis Control Project (JICA).

36) |. Onozaki: Cambodia, March 13-19, 2005. Tuberculosis Control Project (JICA).

37) T. Mori: Cambodia, March 14-19, 2005. Tuberculosis Control Project (JICA).



38) T. Yoshiyama: Nepal, March 19-24. “Study on the establishment of primary health care
system utilizing DOTS as a model in developing countries, MLHW, Japan”.

39) K. Osuga: Myanmar, March 26-April 3, 2005. Infectious Disease Control Project (JICA).

40) M. Kasamatsu: The Philippines, April 14-September 1, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

41) M. Suchi: The Philippines, April 14-June 10, 2005. DOH-JICA Quality Tuberculosis
Control Project (JICA).

42) J. Kato: Nepal, April 18-27, 2005. Community TB and Lung Health Project (JICA).

43) T. Yoshiyama: Nepal, April 30-May 8, 2005. Community TB and Lung Health
Project(JICA).

44) N. Ishikawa: Nepal, May 14-22, 2005. Community TB and Lung Health Project (JICA).

45) H. Yanai: Thailand, May 15-21, 2005. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

46) K. Osuga: Cambodia, May 16-21, 2005. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

47) |. Onozaki: Cambodia, May 16-21. “Study on the establishment of primary health care
system utilizing DOTS as a model in developing countries, MLHW, Japan”.

48) A. Ohkado: Yemen, May 19-June3, 2005. “Study on the establishment of primary
health care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

49) S. Kato: Afghanistan, May 20-June 3, 2005. Tuberculosis Control Project (JICA).

50) N. Yamada: Thailand, June 4-8, 2005. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

51) S. Endo: The Philippines, June 8-16, 2005. “Study on the establishment of primary
health care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

52) A. Ohkado: The Philippines, June 13-July 12, 2005. DOH-JICA Quality Tuberculosis
Control Project (JICA).

53) M. Suchi: The Philippines, July 27-September 21, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

54) |. Onozaki: Cambodia, July 29-August 10, 2005. Tuberculosis Control Project (JICA).

55) K. Osuga: Nepal, August 21-29, 2005. Community TB and Lung Health Project (JICA).

56) |. Onozaki: Myanmar, September 1-16, 2005. Infectious Disease Control Project (JICA).

57) M. Tamura: Cambodia, September 4-10, 2005. “Study on the establishment of primary
health care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

58) N. Ishikawa: Pakistan, September 20-30, 2005. Tuberculosis Control Project (JICA),
IUATLD Eastern Region Meeting, JATA Seminar on TB.

59) |. Onozaki: Pakistan, September 20-30, 2005. Tuberculosis Control Project (JICA),
IUATLD Eastern Region Meeting, JATA Seminar on TB.

60) T. Yoshiyama: Pakistan, September 20-30, 2005. Tuberculosis Control Project (JICA),
IUATLD Eastern Region Meeting, JATA Seminar on TB.

61) S. Mitarai: Pakistan, September 20-30, 2005. Tuberculosis Control Project (JICA),
IUATLD Eastern Region Meeting, JATA Seminar on TB.

62) M. Kasamatsu: The Philippines, October 3-December 23, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

63) A. Ohkado: The Philippines, October 11-26, 2005. DOH-JICA Quality Tuberculosis
Control Project (JICA).

64) |. Onozaki: France, October 14-23, 2005. WHO/UNION, “Study on the establishment of
primary health care system utilizing DOTS as a model in developing countries, MLHW,
Japan”.

65) M. Suchi: France, October 14-23, 2005. WHO/UNION, “Study on the establishment of
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primary health care system utilizing DOTS as a model in developing countries, MLHW,
Japan”.

66) K. Osuga: France, October 14-23, 2005. UNION World Conference on TB and Lung
Health (JICA).

67) A. Ohkado: France, October 14-23, 2005. UNION World Conference on TB and Lung
Health (JICA).

68) K. Osuga: Myanmar, October 23-30, 2005. Infectious Disease Control Project (JICA).

69) S. Kato: The Philippines, October 24-29. DOH-JICA Quality Tuberculosis Control
Project (JICA).

70) M. Suchi: Afghanistan, November 9-18, 2005. Tuberculosis Control Project (JICA).

71) N. Yamada: The Philippines, November 9-29, 2005. DOH-JICA Quality Tuberculosis
Control Project (JICA).

72) T. Sugiyama: Cambodia, November 18, 2005 — March 25, 2006. Tuberculosis Control
Project (JICA).

73) A. Ohkado: UK and Yemen, November 19- December 9, 2005. “Study on the
establishment of primary health care system utilizing DOTS as a model in developing
countries, MLHW, Japan”.

74) Y. Uchiyama: Cambodia, November 21, 2005-February 21, 2006. Tuberculosis Control
Project (JICA).

75) M. Suchi: The Philippines, November 24-December 20, 2005. DOH-JICA Quality
Tuberculosis Control Project (JICA).

76) K. Osuga: Cambodia, November 28-December 10, 2005. Tuberculosis Control Project
(JICA).

77) N. Obara: Cambodia, November 30-December 13, 2005. Tuberculosis Control Project
(JICA).

78) N. Yamada: Cambodia, December 4-10, 2005. Tuberculosis Control Project (JICA).

79) Y. Tsurugi: Cambodia, December 10, 2005-March 28, 2006. Tuberculosis Control
Project (JICA).

80) N. Ishikawa: Bangladesh, December 15-23, 2005. “Study on the establishment of
primary health care system utilizing DOTS as a model in developing countries, MLHW,
Japan”.

81) N. Yamada: The Philippines, December 21, 2005-February 13, 2006. DOH-JICA
Quality Tuberculosis Control Project (JICA).

82) T. Yoshiyama: Nepal, December 26, 2005-January 1, 2006. “Study on the
establishment of primary health care system utilizing DOTS as a model in developing
countries, MLHW, Japan”.

83) K. Osuga: Nepal, December 26, 2005-January 6, 2006. “Study on the establishment of
primary health care system utilizing DOTS as a model in developing countries, MLHW,
Japan”.

84) M .Kasamatsu: The Philippines, January 5-March 18, 2006. DOH-JICA Quality
Tuberculosis Control Project (JICA).

85) A. Ohkado: The Philippines, January 5-14, 2006. DOH-JICA Quality Tuberculosis
Control Project (JICA).

86) M.Tsukamoto: Pakistan, January 6-26, 2006. Tuberculosis Control Project (JICA).

87) N.Ishikawa: Afghanistan, January 13-20, 2006. Tuberculosis Control Project (JICA).

88) S.Mitarai: Cambodia, January 14-26, 2006. Tuberculosis Control Project (JICA).

89) 1.0nozaki: Myanmar, January 28-February 4, 2006. JATA TB Control Project.

90) M.Suchi: The Philippines, February 1-March 11, 2006. DOH-JICA Quality Tuberculosis
Control Project (JICA).



91) N.Ishikawa: Malaysia, February 9-12, 2006. IUATLD Eastern Region Meeting.

92) T.Yoshiyama: Malaysia, February 9-12, 2006. IUATLD Eastern Region Meeting.

93) K.Osuga: Cambodia, March 1-12, 2006. Tuberculosis Control Project (JICA).

94) 1.0nozaki: Cambodia, March 19-26, 2006. Tuberculosis Control Project (JICA).

95) N.Obara: Pakistan, March 20-26, 2006. “Study on the establishment of primary health
care system utilizing DOTS as a model in developing countries, MLHW, Japan”.

Akihiro Ohkado,

Molecular Epidemiology RP | (from April 2005) Shinji Maeda, Yoshiro Murase,

Kazuhiro Uchimura, Norio Yamada

Papers published

The overall goal of the project is to contribute to improving tuberculosis control
activities in both Japan and abroad through exploring epidemiological infection routes
of M. tuberculosis by analyzing the DNA fingerprinting patterns. The objectives of
the project are: to set up a database of all DNA fingerprinting patterns by the key
methods, 1IS6770-RFLP analysis and VNTR method; to set up a mechanism at the
RIT to feed back the DNA fingerprinting results rapidly to the field; to propose a
standardized combination of the two DNA fingerprinting methods in the context of
Japan; to summarize the ongoing population-based DNA fingerprinting studies in
Okinawa Prefecture, Shinjuku, and Kawasaki City; and to pursue the epidemiological
modeling of TB infection in a community.

1) K. Ito, M.Takahashi, T. Yoshiyama, et al.: Multi-Drug Resistant Lung Tuberculosis due
to Double Infection of MDR Strain (in Japanese, abstract available in English). Kekkaku
2004; 79: 387-390.

2) K. Hirano, A. Aono, M. Takahashi, et al.: Mutations including 1S6110 insertion in the
gene encoding the MPB64 protein of Capilia TB-negative Mycobacterium tuberculosis
isolates. J Clin Microbiol. 2004; 42: 390-2.

3) T. Mori: Changing the mode of M.tuberculosis outbreak and new direction of the contact
investigation (in Japanese). Kekkaku Tenbo. 2004; 42: 67-71.

4) A. Ohkado: DNA fingerprinting of M.tuberculosis (in Japanese). Kekkaku Tenbo. 2004;
42: 72-79.

5) A. Ohkado: Going forward to further development of the community-based molecular
Epidemiology in the field of tuberculosis (in Japanese). Shiryo to Tenbo. 2005;
51:43-45.

6) T. Mori: Community-based molecular Epidemiology for tuberculosis control (in
Japanese). Shiryo to Tenbo. 2005; 51: 45-57.

7) M. Takahashi: New era of tuberculosis and M.avium infection utilising DNA
fingerprinting (in Japanese). Shiryo to Tenbo. 2005; 51: 57-70.

8) K. Uchimura: M.tuberculosis surveillance in the Netherlands (in Japanese). Shiryo to
Tenbo. 2005; 51: 71-77.

9) A.Ohkado, M.Takahashi, K.Uchimura, et al.: Result of the population-based RFLP
project of M.tuberculosis in Okinawa Prefecture — from April 1996 through May 2004 - (in
Japanese) Shiryo to Tenbo. 2005; 51: 77-83.

10) M.Takahashi: Molecular Epidemiology of Tuberculosis (in Japanese). Kokyukika. 2005;
7: 76-94.
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1) Annual report of the study on transmission of M.tuberculosis in urban setting. Chief
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2)

3)

1)

1)

2)

3)

4)

5)

6)

7)

8)

9)

researcher, Dr Nobukatsu Ishikawa, funded by the Ministry of Labour, Health, and
Welfare, Japan. March 2005;146-156.

A summary report of the study on transmission of M.tuberculosis in urban setting. Chief
researcher, Dr Nobukatsu Ishikawa, funded by the Ministry of Labour, Health, and
Welfare, Japan. March 2005;84-92.

A summary report of the study on development of prevention, diagnosis, and treatment
of TB in children and MDR-TB. Chief researcher, Dr Toru Mori, funded by the Ministry
of Labour, Health, and Welfare, Japan. March 2006; 326-332.

M. Takahashi, T. Mori edited: Tuberculosis Genotyping Network in the US. Shiryo to
Tenbo. 2004; 51: 1-42.

T. Mori: Application of community-based molecular Epidemiology to tuberculosis control
programme (in Japanese). 1st community-based molecular Epidemiology meeting;
Tokyo, July 2004.

M. Takahashi: A revolution of molecular Epidemiology of mycobacteria (in Japanese).
1st community-based molecular Epidemiology meeting; Tokyo, July 2004.

K. Uchimura: M.tuberculosis surveillance in the Netherlands (in Japanese). 1st
community-based molecular Epidemiology meeting; Tokyo, July 2004.

A. Ohkado, M. Takahashi, K. Uchimura, et al.: Result of the population-based RFLP
project of M.tuberculosis in Okinawa Prefecture — from April 1996 through May 2004 - (in
Japanese). 1st community-based molecular Epidemiology meeting; Tokyo, July 2004.
A. Ohkado, M. Takahashi, K. Uchimura, et al.: Result of the population-based RFLP
project of M.tuberculosis in Okinawa Prefecture — from April 1996 through May 2004 -
(in Japanese). 80th Japanese Society for Tuberculosis Annual Meeting; Omiya, April
2005.

S. Maeda: Practical issues of genotyping of mycobacteria. 2nd community-based
molecular Epidemiology meeting; Tokyo, September 2005.

K. Uchimura: An estimation of Transmission Index of M.tuberculosis using RFLP
analysis according to the background of the patients. —Netherland and Okinawa-. 2nd
community-based molecular Epidemiology meeting; Tokyo, September 2005.

A. Ohkado, M. Nagamine, S. Kaguraoka, et al.: An estimation of the transmission of
M.tuberculosis in Shinjuku utilizing DNA fingerprinting method. 2nd community-based
molecular Epidemiology meeting; Tokyo, September 2005. 64th Japanese Society
of Public Health Annual Meeting; Sapporo, September 2005. 3rd community-based
molecular Epidemiology meeting; Tokyo, March 2006.

S. Maeda: Achievements and issues of DNA fingerprinting of M. tuberculosis using
RFLP analysis and VNTR method. 1st Meeting for effective tuberculosis control
programme in urban setting; Osaka, February. 3rd community-based molecular
Epidemiology meeting; Tokyo, March 2006.



Research Outside Project (General)

Papers published )]

2)

3)

4)

" Report R

Presentation at meeting k)]

Mori T, Sakatani M, Yamagishi F, Takashima T, Kawabe Y, Nagao K, et al.: Specific
Detection of Tuberculosis Infection with an interferon-gamma Based Assay Using New
Antigens. Am J Respir Crit Care Med. 170: 59-64, 2004.

Mori T: Peripheral T Cell Interferon-gamma Responses and Latent Tuberculosis. (from
the Authors). Am J Respir Crit Care Med. 170: 98, 2004.

Otsuka Y, Fujino T, Mori N, Sekiguchi J, Toyota E, Saruta K, Kikuchi Y, Sasaki Y,
Ajisawa A, Otsuka Y, Nagai H, Takahara M, Saka H, Shirasaka T, Yamashita Y,
Kiyosuke M, Koga H, Oka S, Kimura S, Mori T, Kuratsuji T, Kirikase T: Survey of human
immunodeficiency virus (HIV)-seropositive patients with mycobacterial infection in
Japan. J Infection (in press).

Kimura M, Comstock GW, Mori T: Comparison of erythema and induration as results or
tuberculin tests. Int J Tuberd Lung Dis. 9(8): 853-857,2005.

Mori T: Microepidemics of tuberculosis revealed by DNA-fingerprinting of M.
tuberculosis. Internal Medicine. 43(3): 177-178, 2004.

Mori T: NTP Control Issues of an Intermediate Burden Country -A Case of Japan-. The

International Conference on Global Tuberculosis Control in the Countries of Central
Asia. 20-21 September, 2001 (Tashkent, Uzbekistan, Republic)
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Mycobacterium
Reference Center (MRC)

Director: Isamu Sugawara

It is three years since this center was reorganized. It consists of four divisions---
Pathology, Immunology, Bacteriology and Mycobacterium tuberculosis information. At
the same time, this center is being recognized by outside universities and institutions.
We accept intriguing specimens from examination from outside institutions and
hospitals. Our research activity goes steadily in spite of limited personnel. This
academic achievement covers academic activity from April 1st, 2004 to March 31st,
2006. We welcomed Dr. Shinji Maeda as a new chief of M. tuberculosis information
division in 2005. We want to develop this center further by working more efficiently

with limited manpower.

Isamu Sugawara (acting), Nobunori Itagaki, Hiroyuki Yamada,

Patho'°gy Division Yuko Kazumi, Toshiaki Aoki, Tadashi Udagawa, Satoru Mizuno

Duties of Pathology Division include genetic identification of M. tuberculosis in
paraffin-embedded tissue samples and ultrastructural examination of tuberculosis.
On the other hand, we are trying to clarify pathogenesis of tuberculosis using

tuberculosis animal models and aerosol infection system.

There are 17 English papers published for the years of 2004 and 2005 fiscal years.

1) |. Sugawara, H. Yamada, S. Mizuno: STAT1 knockout mice are highly susceptible to
pulmonary mycobacterial infection. Tohoku J. Exp. Med. 202: 41-50, 2004.

2) T. M. Lasco, O. C. Turner, L. Cassone, |. Sugawara, H. Yamada, D. N. McMurray, |. M.
Orme: Rapid accumulation of eosinophils in lung lesions in guinea pigs infected with
Mycobacterium tuberculosis. Infect. Immun. 72: 1147-1149, 2004.

3) I. Sugawara, T. Udagawa, H. Yamada: Rat neutrophils prevent the development of
tuberculosis. Infect. Immun. 72: 1804-1806, 2004.

4) N. Tsukue, S. Yoshida, I. Sugawara, K. Takeda: Effect of diesel exhaust on development
of fetal reproductive function in ICR female mice. J. Health Sci. 50: 174-180, 2004.

5) Y. Matsui, K. Otomo, S. Ishida, K. Yanagihara, Y. Kawanobe, S. Kida, E. Taruoka, I.
Sugawara: Effect of silver-carrying photocatalyst “Hikari-Gintech” on mycobacterial
growth in vitro. Microbiol. Immunol. 48: 489-495, 2004.

6) |. Sugawara, H. Yamada, S. Mizuno: Pathological and immunological profiles of rat
tuberculosis. Int. J. Exp. Pathol. 85: 125-134, 2004.

7) I. Sugawara, H. Yamada, S. Mizuno: Mycobacterial infection in spontaneously diabetic
Goto Kakizaki rats. Tohoku J. Exp. Med. 204: 135-145, 2004.

8) I. Sugawara, K. Otomo, S. Mizuno, Y. Kazumi, M. Takahashi, K. Nemoto, S. Watanabe,
Toru Yanagi, G. Wang, C. Du and G. Zhang: Recent advances on multidrug-resistant
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9)

10)

11)

12)

13)

14)

15)

16)

17)

tuberculosis testing and identification among various Mycobacteria. Res. Adv. In
Microbiology 4, p1-15, 2004. Research Global Network, India.

Y. Kazumi, K. Otomo, M. Takahashi, S. Mitarai, |. Sugawara, J. lzumi, A. Andoh,
H. Hasegawa: M. Shinshuense isolated from cutaneous ulcer lesion of right lower
extremity in a 37-year-old woman. Kekkaku. 79: 437-441, 2004.

I. Sugawara, H. Yamada, R. Shi: Pulmonary tuberculosis in various gene knockout
mice with special emphasis on roles of cytokines and transcription factors. Current
Respiratory Medicine Review. 1: 7-13 2005.

K. Hiramatsu, A. Azuma, H. Takizawa, S. Kudoh, |. Sugawara: The effects of inhalation
of diesel exhausts on murine mycobacterial infection. Exp. Lung Res. 31: 405-416,
2005.

H. Yamada, T. Udagawa, S. Mizuno, K. Hiramatsu, |. Sugawara: A reliable and
reproducible method for evaluating cytokine and iINOS mRNA expression in guinea pig
lung tissues by RT-PCR using newly designed primer sets. Experimental Animals. 54:
163-172, 2005.

I. Sugawara, Y. Kazumi, K Otomo, K Ooki, S. Mitarai, K Mori: Mycobacterium branderi
isolated pus of a right pulmonary cavitary lesion. Jap J Infect Dis. 58: 187-188,2005.

R. Shi, K. Otomo, H. Yamada, T. Tatsumi, I. Sugawara:Temperature-mediated
heteroduplex analysis for the detection of drug-resistant gene mutations in clinical
isolates of Mycobacterium tuberculosis by denaturing HPLC and SURVEYOR nuclease.
Microbes and Infection. 8:128-135,2005.

A. Fujimoto, N. Tsukue, M. Watanabe, |. Sugawara, R. Yanagisawa, H. Takano, S.
Yoshida, K. Takeda: Diesel exhaust affects immunological action in the placentas of
mice. Environ Toxicol. 20: 431-440, 2005.

I. Sugawara, H. Yamada, S. Mizuno: Nude rat (F344/N-rnu) tuberculosis. Cell.
Microbiol. 8: 661-667, 2006.

I. Sugawara, K. Otomo, H. Yamada, G. Wang, C. Du, R. Shi, G. Zhang: The molecular
epidemiology of ethambutol-resistant M. tuberculosis in Henan province, China. Jpn. J.
Infect. Dis. 58: 393-395, 2005.

Bacteriology Division | Satoshi Mitarai, Koji Otomo, Kazue Mizuno

The bacteriology division provides the referral services for the mycobacterial

examinations that would be difficult to obtain accurate results in the ordinary

laboratories, especially in the area of drug susceptibility testing and species

identification. It also serves as a WHO supranational reference laboratory helping

other countries to develop good laboratories.

In the context above, it performs the external quality assessment to the laboratories

that perform drug susceptibility testing in cooperation with the Japanese Tuberculosis

Society, and implements nationwide drug resistance survey with Ryoken. It also

performs several research works to develop better laboratory services.
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gene encoding the MPB64 protein of Capilia TB-negative Mycobacterium tuberculosis
isolates. J Clin Microbiol. 2004; 42: 390-392.

Lubasi D, Habeenzu C, Mitarai S: Evaluation of Modified Ogawa Mycobacterium
Culture Method for Higher Sensitivity Employing Concentrated Samples. Jpn. J. Trop.
Med. Hyg. 2004; 32: 1-4.

Mori T, Sakatani M, Yamagishi F, Takashima T, Kawabe Y, Nagao K, Shigeto E, Harada
N, Mitarai S, Okada M, Suzuki K, Inoue Y, Tsuyuguchi K, Sasaki Y, Mazurek GH,
Tsuyuguchi I: Specific Detection of Tuberculosis Infection with an Interferon-gamma
Based Assay Using New Antigens. Am J Respir Crit Care Med. 2004; 170: 59-64.
Kazumi Y, Ohtomo K, Takahashi M, Mitarai S, Sugawara |, Izumi J, Andoh A,
Hasegawa H: Mycobacterium shinshuense isolated from cutaneous ulcer lesion of right
lower extremity in a 37-year-old woman. Kekkaku. 2004; 79: 437-41. Japanese.
Yoshiyama T, Ito K, Ogata H, Mitarai S, Hoshino H, Okumura M, Aman K, Aono A,
Wada M: Process of acquiring drug resistance: retrospective review of records of MDR
TB. Kekkaku. 2004; 79: 717-24. Japanese.

Ito A, Kishi F, Saito N, Kazumi Y, Mitarai S: Pulmonary Mycobacterium intermedium
disease in an elderly man with healed pulmonary tuberculosis. J. Clin. Microbiol. 2005;
43: 1473-1474.

Takakura S, Tsuchiya S, Fujihara N, Kudo T, linuma Y, Mitarai S, Ichiyama S,
Yasukawa K, Ishiguro T: Isothermal RNA sequence amplification method for the rapid
antituberculous susceptibility testing of Mycobacterium tuberculosis. J. Clin. Microbiol.
2005; 43: 2489-2491.

Mitarai S, Habeenzu C, Lubasi D, Kafwabulula LM, Kasolo FC, Ichiyama K, Terunuma
H, Ito M, Shishido H, Numazaki Y: Mycobacterium tuberculosis and gyrA variation in
Zambia. Tuberculosis. Tropical Medicine and Health. 2005; 33: 91-94.

Mitarai S: Committee for Mycobacterial Examinations, Japanese Society for
Tuberculosis. The external quality assessment for Mycobacterium tuberculosis drug
susceptibility testing by proficiency testing panel to the commercial laboratories.
Kekkaku. 2005; 80: 349-58. Japanese.

Sugawara I, Kazumi Y, Otomo K, Ooki K, Mitarai S, Mori K: Mycobacterium branderi
isolated from pus of a right pulmonary cavitary lesion. Jpn J Infect Dis. 2005; 58:
187-188.

Mori T, Mitarai S: Gene-based testing of Mycobacterium tuberculosis. Nippon Rinsho.
2005; 63: 353-357. Review. Japanese.

Kobayashi |, Abe C, Mitarai S: BACTEC MGIT 960 system for drug susceptibility testing
of Mycobacterium tuberculosis: a study using external quality assessment strains.
Kekkaku. 2006; 81: 57-62. Japanese.

Kaseba-Sata C, Kasolo F, Ichiyama K, Mitarai S, Nishiyama A, Kanayama N, Wakasugi
N: Increased Risk of Intrauterine Transmission of HIV-1 Associated With Granulocyte
Elastase in Endocervical Mucus. J Acquir Immune Defic Syndr. 2006; 41: 249-251.
Ohmori M, Wada M, Mitarai S, Yanai H, Ito K, Yamauchi Y, Shishido S: Tuberculosis
control in health care facilities for the elderly, from the viewpoint of risk management.
Kekkaku. 2006; 81: 71-77. Japanese.

Yamada S, Mitarai S, Aguiman L, Matsumoto H, Fujiki A: Preparation of mycobacteria-
containing artificial sputum for TB panel testing and microscopy of sputum smears. Int
J Tuber Lung Dis 2006; 10: 899-905.

Mitarai S: Committee for Mycobacterial Examinations, Japanese Society for
Tuberculosis. External quality assessment of drug susceptibility testing for
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Mycobacterium tuberculosis. Kekkaku. 2006; 81: 501-509.

Mitarai S, Shiomi M, Ogata H, Otomo K, Aman K, Okumura M, Hoshino H, Wada M,
Yoshiyama T, Ogata H: Drug Monitoring and Multiple Drug Resistance. 35th Union
World conference on Lung Health. Paris, October, 2004

Yamada H, Mitarai S, Fujiki A: Evaluation of two methods for preparation of panel test
slides using NaOH or NALC. 35th Union World conference on Lung Health. Paris,
October, 2004

Mitarai S: Panel testing and supervision in external quality assessment of smear
microscopy. AFB-Microscopy and EQA for Laboratory Consultants Workshop. Antwerp,
Institute of Tropical Medicine. August 1 - 4, 2005.

Yamada H, Mitarai S, Aguiman L, Fujiki A: Evaluation of a novel artificial sputum
developed for panel test slides to be used in external quality assessment. 36th Union
World conference on Lung Health. Paris,October, 2005.

Mitarai S (Tuberculosis Research Committee: Ryoken): Drug Resistance Surveillance
to Major Anti-tuberculosis Drugs in Japan. 36th Union World conference on Lung
Health. Paris, October, 2005.

Mitarai S: Meeting for TB Programme and Laboratory Managers in the Western Pacific
Region, Hangzhou, China, June 28 — July 3, 2004.

Mitarai S: Annual meeting of IUATLD and SLCS-DEWG/SRLN-DRS meeting, Paris,
France, October 27 — November 4, 2004.

Mitarai S: Annual conference of WPCCID and meeting for Human Science Research,
Bangkok and Ching Rai, Thailand, December 2 — 8, 2004.

Mitarai S: WHO mission; External quality assessment of tuberculosis national reference
laboratory in Mongolia, Uraanbataar, Mongolia, May 30 — June 4, 2005.

Mitarai S: Meeting for TB Programme and Laboratory Managers in the Western Pacific
Region, Siem Reap, Cambodia, June 12 — 17, 2005.

Mitarai S: Union AFB-microscopy and EQA workshop for laboratory consultants
Antwerp, Belgium, July 31 — August 6, 2005.

Mitarai S: Annual meeting of IUATLD eastern region and JATA mobile seminar, Lahore,
Pakistan, September 23 — 28, 2005.

Mitarai S: Annual meeting of IUATLD and SLCS-DEWG/SRLN-DRS meeting, Paris,
France, October 18 — 25, 2005.

Mitarai S: Research for ARV implementation, Lusaka, Zambia, November 12 — 17,
2005.

Mitarai S: Research for emerging and re-emerging infectious diseases, Atlanta and
Albany, USA, November 28 — December 4, 2005.

Mitarai S: Informal consultation meeting on culture and drug sensitivity testing in the
Western Pacific Region, Manila, Philippines, January 8 — 11, 2006.

Mitarai S: Short term expert dispatched by JICA, Phnom Penh and Battambang,
January 14 — 26, 2006.
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Immunology Division | Nobuyuki Harada, Kazue Higuchi

Papers Published

Presentation at Meeting
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The Immunology Division accepts the QuantiFERON-TB second generation
(QFT-2G; This is a Japanese name of QuantiFERON-TB Gold) test, which is not
confounded by BCG vaccination. The training course for the QFT-2G test is also
conducted. Our main research projects are to develop a new anti-tuberculosis
vaccine and new diagnostic methods for M. tuberculosis (Mtb) infection. We have
been characterizing Mtb-derived materials which induce the cell-mediated immunity
during the last several years. Through the data obtained from this research, we are
aiming to develop a new anti-tuberculosis vaccine. As for new diagnosis methods for
Mtb infection, we are characterizing QFT-2G test performance. We also work on the
development of anti-tuberculosis drugs using the drug delivery system. The results
of our works have been reported at various research meetings such as the Japanese
Society for Tuberculosis, the Japan Experimental Tuberculosis Research Association,
IUATLD, European Respiratory Society Annual Congress and so on. In the training
courses conducted by the Department of Program Support and the Department of
International Cooperation, we have given lectures on Immunology on Tuberculosis
and the Disposable System.

1) Mori T, Sakatani M, Yamagishi F, Takashima T, Kawabe Y, Nagao K, Shigeto E, Harada
N, Mitarai S, Okada M, Suzuki K, Inoue Y, Tsuyuguchi K, Sasaki Y, Mazurek GH,
Tsuyuguchi I: Specific detection of tuberculosis infection with an interferon-gamma
based assay using new antigens. Am J Respir Crit Care Med. 2004; 170: 59-64.

2) Harada N, Mori T, Shishido S, Higuchi K, Sekiya Y: Usefulness of a novel diagnostic
method of tuberculosis infection, QuantiFERON® TB-2G, in an outbreak of
tuberculosis. Kekkaku. 2004; 79:637-43.

3) Harada N, Higuchi K, Sekiya Y, Rothel J, Kitoh T, Mori T: Basic characteristics of a
novel diagnostic method (QuantiFERON® TB-2G) for latent tuberculosis infection
with the use of Mycobacterium tuberculosis-specific antigens, ESAT-6 and CFP-10.
Kekkaku. 2004; 79:725-35.

4) Miyashita H, Higuchi K, Higashiyama N, Oki S, Harada N, Sekiya Y, Shishido S, Mori
T: Detection of tuberculosis infection using a whole blood interferon gamma assay
in a contact investigation; evaluation using QuantiFERON®TB-2G. Kekkaku. 2005;
80:557-64.

5) Mori T, Harada N: Cost-effectiveness analysis of QuantiFERON® TB 2nd generation
used for detection of tuberculosis infection in contact investigations. Kekkaku. 2005;
80:675-86.

1) Higuchi K, Harada N, Sekiya Y, Nakajima Y, T Mori T: Investigation of M. tuberculosis
infection among health care workers in Japan. 35th Union World Conference on Lung
Health, Paris, October, 2004.

2) Harada N, Higuchi K, Sekiya Y, Kitoh T, Mori T: Evaluation of a new diagnosis system
for M. tuberculosis infection. 35th Union World Conference on Lung Health, Paris,
October, 2004.

3) Higuchi K, Harada N, Mori T: Effect of prophylaxis on responses for ESAT-6/CFP-10
in whole blood IFN-y test. 15th European Respiratory Society Annual Congress,



Copenhagen, September, 2005.
4) Harada N, Higuchi K, Sekiya Y, Mori T: Tuberculosis outbreak in a special public bath.
15th European Respiratory Society Annual Congress, Copenhagen, September, 2005.

Mycobacterium Tuberculosis Information Division | Shinji Maeda, Yoshiro Murase

The purpose of our research is to develop a standard method to analyze molecular
epidemiology of Mycobacterium tuberculosis in Japan with special emphasis on
standardization of variable numbers of tandem repeat (VNTR) analysis and its

popularization.

1) Oiso R, Fujiwara N, Yamagami H, Maeda S, Matsumoto S, Nakamura S et al.:
Mycobacterial trehalose 6,6'-dimycolate preferentially induces type 1 helper T cell
responses through signal transducer and activator of transcription 4 protein. Microb
Pathog. 2005; 39: 35-43.
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Department of Programme
s u p po rt Head: Noriko Kobayashi (from October 2005)

Seiya Kato (until September 2005)

The Department plays an important role in providing a technical support in
implementation of TB control program in national and local government as well as in
health facilities. Main activities include 1) training courses for doctors, public health
nurses, nurses, x-ray technicians, government staff, 2) mobile training, lecture, and
seminar for health professionals and general public, 3) promotion of TB control
program project, 4) managing the national tuberculosis control promotion convention,
5) running RITs website. Major achievements of the department in the year of
2004-2005 are as follows.

1. The International Tuberculosis Seminar: In 2004, Dr. Gerald Mazurek who made
a QFT guideline at CDC, USA spoke on the application to new technology and
what TB control program should achieve (244 participants). In 2005, based
on two themes of “new global TB control plan” and “perspective of TB control
program in Japan”, Dr. Marcos Espinal, Executive Secretary, at the Stop TB
Partnership and Dr. Martin Schweiger, Head of Health Protection Agency, West
Yorkshire, UK spoke at the symposium (220 participants).

2. The National Tuberculosis Control Promotion Convention: Activities of TB control
promotion were presented and the importance of how TB control program was
discussed. The theme for the year 2004 was “development of Japanese version
of DOTS” (241 participants) and “prevention and control of MDR TB” for the year
of 2005 (311 participants).

3. Regional TB training courses: Regional training targeted to health professionals
in Japan were held. TB control was promoted across Japan in collaboration with
prefectural offices. The number of participants was 1,535 in 2004, and 1,328 in
2005.

4. The Annual Meeting of the Japanese Society of Public Health: The activities of
RIT were presented at the booth including information on current trends in TB
control.

5. An ad hoc meeting to discuss ways to control TB outbreaks was curried out at
the Annual Meeting of the Japanese Society of Public Health. The number of
participants was 107 in 2004 and 106 in 2005.

6 . Consultation for health professionals: Technical advice on TB related issues were
provided to health professionals through e-mail, telephone and fax. The number
of consultations was 660 in 2004, 766 in 2005.

7 . Technical support: Technical advice in training and plan of activities were given
to local government and health facilities. RIT staff visited 237 places in 2004 and
236 places in 2005.

8. A newsletter “TB Control Support News” was published in Feb. 2005 and in Feb.
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2006 in order to provide information on current trends in TB control to related
organizations.

Hitoshi Hoshino (Tagawa), Shiho Ozaki (Until February 2005),
Planning and Medical Doctors Training Division | Keiko Masuda (From February 2005), Naomi Obara (From May 2005)

Kishitugu Otake (Until March 2005)

Training for medical doctors and lab-technicians working for tuberculosis control
program is the mission of the division. This division organized the following activities
for implementation and reinforcement of the National Tuberculosis Control Program in
the 2004 and 2005 fiscal year.

1. Dissemination of information of new technologies for TB control program

The booth of the Research Institute of Tuberculosis was presented at Annual
Meeting of the Japanese Society of Public Health each year (2004 and 2005) to
provide information of up-to-date progress of TB related research outcomes and
new strategies for TB control program for participants of the annual meeting. Annual
report of activities of TB control program for area-specific problems was published
and distributed. News reports of progress of the TB control program were released.
The fifth report was in Feb. 2005, the sixth one was in Feb. 2006.

2. Training for Medical Doctors
The following 6 training courses were held. Number of participants in the last 2
years was as follows;

Term 2004 2005
Comprehensive course 16 days 19 18
Eight days course 8 days 32 29
X-ray reading course 4 days 20 18
TB control leader course 15 days 4 5
TB clinician’s course 3 days 28 22
TB lab-technician’s course 5 days 36 35

3. The activities of the Photography Room to support research, training etc.
are as follows:

1) Video recording and taking of snapshots at several seminars and conferences,

2) Preparation of slides, photo material for publication and education using
computer visual aids and software,

3) Photo-taking of participants of international training courses

4) Designing of posters and pamphlets

The Photography room was closed on March 31st in 2005 through RIT’s structural
reform.
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Public Health Nurse Training Division

Yoko Nagata,
Noriko Kobayashi (Until September 2005)

Main activities at the Division include training for public health nurses involving the
TB control program, technical support for local government to control TB, planning
and implementation of seminars to promote the Japanese version of the DOTS
strategy and related research activities.

Training courses including the eight-day course for public health nurses (twice a
year), the four-day course for public health nurses and nurses (three times a year),
the comprehensive course, and the summer course were held. Furthermore, staff at
the Division participated in the regional training program in seven sections in Japan
as a lecturer. The number of participants for the training courses held at RIT was as

follows:
Term 2004 2005
Comprehensive course 16 days 12 16
Eight-day course 8 days 97 107
Four-day course 4 days 256 222
Summer course 3 days 139 159

The number of nurses working at hospitals within the TB ward who participate in
the training courses increase every year. Seventy-five percent of hospitals with a TB
ward implement DOTS for inpatients. Furthermore, percentage of implementation
for the Japanese version of the DOTS strategy at public health centers in Japan
increased from 57% in 2004 to 79% in 2005.

Research activities include research of an effective training course to meet the
needs of participants and administration of drug intake towards promotion of DOTS
expansion. An educational program for treatment supporters designed by the
research group during the comprehensive course was introduced through RIT’s
website, which helped increase knowledge of TB and expansion of DOTS.

Moreover, four-day training course for health promoters will be held in August 2006.
The purpose of the course was to educate individual health promoters to control life
style related disease such as diabetes and smoking that are related factors to develop
TB.

Radiological Technologist Training Division

Yutaka Hoshino,
Shizuo Nakano (until August 2005)

88

The division provides technical support on technological issues in radiological
technology through training, seminars etc. In the radiology department, the
training intended for the diagnosis and treatment of radiation engineers involved in
tuberculosis measures is a main focus of the department. Seven kinds of training
courses were carried out every year. Moreover, the Cancer society co-sponsoring
course and Mammogram course were started in 2004. The number of participants to



each training courses is as follows.

004 D0

Comprehensive course 16days 5

Eight-day course 8days 11 7
clologealsecion course i 2|
Summer course 3days 23 23
Course for administrative officers 4days 62 64
Course according to district 2days 185 167
Course of medical examination car 2days 27 -
Cancer society co-sponsoring course 3days 63 57
Mammogram course 3days 100 348

Additionally, Training was undertaken from the Japan Anti-Tuberculosis Association
radiation engineer conference that was the national organization. The project of the
chest medical examination accuracy Management Division association film evaluation
association, management, and the total analysis of data are done. The division
provided technical support in the field to the prevalence survey in Cambodia. Those
were done as a common enterprise with the JATA headquarters.
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Department of
International Cooperation

Head: Masashi Suchi
Deputy Head: Ikushi Onozaki (from February 2005)

Norio Yamada,

Project Development and Management Division | Akihiro Ohkado (until August 2004),
Naomi Obara, Makiko Goto

The Project Development and Management Division is responsible for planning and
promoting international cooperation in tuberculosis control and for the research to

improve tuberculosis control in developing countries.

Main activities are:

1. Support for the Japan International Cooperation Agency (JICA) projects in
Afghanistan, Cambodia, Myanmar, Pakistan, Nepal, the Philippines, Yemen,
Zambia, and others. Staff members are dispatched to the project sites to support
the project team as experts and consultants, and provide technical support
through participating in JICA’s project support committee.

2. Collaboration with anti-tuberculosis associations in Nepal, Indonesia and
Myanmar through JATA headquarters’ projects and TB control seminar in
Bangladesh, Pakistan and Bhutan.

3. Support and promotion of the Stop TB Partnership activities through various
activities such as sending staff to the Technical Advisory Group meetings of
WHO and DOTS Expansion Working Group and HIV/TB Group meetings,
technical support to NTP review and implementation of epidemiologic surveys.
Since 2005, we also have participated in TBCTA (Tuberculosis Coalition for
Technical Assistance) .

4 . Research activities: The division was engaged in researches on expansion of
quality DOTS in developing countries and epidemiologic researches such as
analysis of prevalence survey data in Cambodia and designing drug resistance
surveys in Cambodia and prevalence surveys in Myanmar. The staff members
also join various research projects under the department of research, such as
HIV/TB, molecular epidemiology and urban TB and advocacy as mentioned in

those sections.

1) 1 Onozaki, N Yamada, TS Vanna, P Satha, T Miura, K Okada: MT Eang: National TB
Survey 2002, Cambodia, -Prevalence of Pulmonary TB: Preliminary Report. The 35th
World Conference on Lung Health of the International Union Against Tuberculosis and
Lung Disease. Paris, France 28 Oct — 1 Nov. 2004. Int J Tuberc Lung Dis. 2004; 8 (suppl
1): S110.

2) | Onozaki, N Yamada: Estimation of New Smear Positive TB Incidence and Case
Detection Rates in Cambodia. The 35th World Conference on Lung Health of the
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International Union Against Tubeculosis and Lung Disease. Paris, France 28 Oct — 1
Nov. 2004. Int J Tuberc Lung Dis. 2004; 8 (suppl 1): S158

3) M Tamura, KE Khun, BH Yuos, T Yoshiyama, K Okada, | Onozaki, TE Mao: Treatment
outcomes improved but TB is still prevalent among PLWHA in Phnom Penh, Cambodia.
36th World Conference on Lung Health of the International Union Against Tuberculosis
and Lung Disease. Paris, France. 18-22 October 2005. Int J Tuberc Lung Dis. 2005; 9
(suppl 1): S60

4) K Okada, | Onozaki, N Yamada, T Miura, S Saly, P Satha, M T Eang: Small proportion
of smear positives to baceteriologically positives in prevalence survey reflects good
TB control in high burden settings. 36th World Conference on Lung Health of the
International Union Against Tubeculosis and Lung Disease. Int J Tuberc Lung Dis.
2005; 9 (suppl 1): S100

5) S Touch, BK Team, TE Mao, K Kimsan, K Okada, | Onozaki, T Kasai, DL Ahn:
Achievement and constraints of TB control in Cambodia: experience of DOTS
expansion for 5 years. 36th World Conference on Lung Health of the International
Union Against Tuberculosis and Lung Disease. Int J Tuberc Lung Dis. 2005; 9 (suppl 1):
S133

6) KE Khun, K Okada, T Miura, K Yamagushi, N Yoshihara, | Onozaki, MT Eang, P.
Jayavanth: Second National HIV seroprevalence survey among TB patients: preliminary
report in Cambodia. 36th World Conference on Lung Health of the International Union
Against Tuberculosis and Lung Disease (Absract No. PS-1467-21) Int J Tuberc Lung
Dis. 2005; 9 (supple1): S199

7) LA Aguiman, A Fujiki, MT Trono, T Shirahama, M Suchi: Improving skills on AFB
microscopy through effective training. 36th World Conference on Lung Health of the
International Union Against Tubeculosis and Lung Disease. Paris, France. 18-22
October 2005. Int J Tuberc Lung Dis. 2005; 9 (suppl 1): S119

8) N Jorvina, C Canlas, A Lagos, T Shirahama, M Kasamatsu, M Suchi: Comparative
study of the characteristics of TB treatment partners of DOTS strategy and its effect
on treatment adherence of TB patients. 36th World Conference on Lung Health of
the International Union Against Tuberculosis and Lung Disease. Paris, France. 18-22
October 2005. Int J Tuberc Lung Dis. 2005; 9 (suppl 1): S183

Manpower Development Division | Katsunori Osuga, Akiko Fujiki, Yoshika Ban

Forty-two years have passed since the first international TB training course was
conducted in 1963. Over the years, the training content of both group training courses
and individual training in TB and HIV/AIDS has been revised to better meet the needs
of the doctors and paramedics in developing countries. These courses have been
conducted at the RIT for the Japan International Cooperation Agency (JICA) and
the Japanese Foundation of AIDS Prevention (JFAP), with financial assistance from
the Ministry of Foreign Affairs, and Ministry of Health, Welfare, and Labor. Close
collaboration has also been maintained with the Western Pacific Regional Office of
the World Health Organization. These courses also serve as a great opportunity for

human resource development in Japan especially in infectious disease control and
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international health. The Japan Anti-Tuberculosis Association (JATA) branch offices

across the country have also made a significant contribution in organizing the field

trips during the training courses.

As group training courses, three courses in TB control, and a HIV/AIDS training

course are currently conducted. During the past two years (2004-2005), 131

completed the training courses (average 66 a year). Out of those listed below, #3

Group Training Course for National Tuberculosis Program Management was decided
to be terminated by the Ministry of Health, Welfare, and Labor, and JICA. It is to be
regretted since the training course, started in 1973 with high priority on program

management, has been in the highest demand by the developing countries.

1.

Stop TB Action Training Course (funded by JICA in collaboration with WHO
Western Pacific Regional Office, Duration:12 weeks, 48 graduates/2004-2005):
This course, originally started in 1963, provides the scientific background

knowledge on TB and its epidemiology to fully understand how to control TB
through the DOTS strategy. Lecturers are both from Japan, and international
community in TB/HIV and international health (international lecturers are funded
by the WHO). In response to the increasing demand for the capacity building
for conducting operational researches (OR), a 1-week special session on OR
methodology was organized in full collaboration with the U.S. Centers for Disease
Control and Prevention. As a result, some participants were able to develop OR
proposals, while others worked on more conventional Action Plans.

TuberculosisControl Laboratory Management /Tuberculosis Laboratory Network
for DOTS Expansion (funded by JICA in collaboration with WHO Western Pacific
Regional Office, Duration: 9 weeks, 18 graduates /2004-2005): This course,

started in 1975, has the main purpose of developing laboratory managers, who
can lead the TB laboratory management for the NTP. Through lectures and
laboratory work, participants learn all the essential components in TB laboratory
including external quality assurance system for sputum smear microscopic
diagnosis. A medical technologist from the Philippines, who was trained through
the JICA TB Project, was temporarily recruited as a laboratory assistant for the
training course. This could be an indirect example of the so-called South-South
cooperation.

National Tuberculosis Program Management (funded by JICA in collaboration

with the WHO Western Pacific Regional Office, Duration: 6 weeks, 28 graduates
/2004-2005): Started in 1973, for those already familiar with TB control at a
district level, this 6-week course is designed to teach TB control management at
higher levels (e.g. Regional and National level). In 2005, a special 3-week course
was conducted for the busy top-level program managers (e.g. Director General of
Disease Control, Director of Policy Planning, etc.), who are usually unable to stay
away from their duty station longer than 3 weeks. Focused discussions on the
selected issues were the main method of teaching. Every year the participants
are invited to the residence of Her Imperial Highness Princess Akishino, the
Patroness of JATA, during the training course. In 2005, it was decided that this
course be terminated after having been carried out at RIT since 1973.

4. AIDSPrevention and Care in Asia (funded by the Japanese Foundation for AIDS
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Prevention, Duration: 6 weeks, 37 graduates /2004-2005): In 1994, this 6-week
training course was started particularly for countries in Asia under the Global
Issue Initiative for Population and AIDS (GIl). Doctors, paramedics, and NGO
staff participate in this course, focusing on prevention of HIV infection and care
to the people with HIV and AIDS in the Asian context. The course conducted in
2005 was coordinated with the International Conference on AIDS in Asia and
Pacific (ICAAP) held in Kobe. A panel discussion with the invited graduates of
this course as panelists, and presentation of papers by the course participants in
the plenary sessions were arranged.

In addition to the lecturers, each training course participant has a tutor, who gives

necessary suggestions and advices for the planning and presentation of the Action

Plan. With additional assistance from the CDC team, informal tutoring for the OR

proposal was continued, even after the completion of the training course.

Small group and individual training sessions, lasting for a few days, have also been

organized for 242 people during 2004-2005. Those sessions were arranged following

the requests from JICA, medical schools, hospitals, research centers, and NGOs.

Many of the graduates are currently working for TB control overseas.

1)

2)

3)

4)

K. Osuga: “Symposium: The role of the laboratory in international cooperation in the
area of TB and HIV infection control”, Annual Meeting of Japanese Association for
Tropical Medicine, Kyoto 2005.

K. Osuga: “Poster discussion: Health intervention development in HIV/AIDS”,
“Workshop: Project management”, Annual Meeting of Japanese Association for
International Health, Tokyo 2005.

Win Maung, Thandar Lwin, Phyu Noe, Moe Zaw, K Osuga: “Directly Observed
Treatment by different providers in implementation of daily 4 drug fixed Dose
Combination (4-FDC) regimens in Myanmar”, The 36th World Conference on Lung
Health, IUATLD, Paris, France, 2005.
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International Tuberculosis
Information Center

Director: Nobukatsu Ishikawa

The International Tuberculosis Information Center collects, analyzes and distributes
information regarding Tuberculosis (TB), as well as the human and organization
network all over the world focused on TB, including specialists, researchers, health
professionals of national TB programs, and ex-participants of RIT international
training courses.

We carry out epidemiological analysis of TB information in the Asia and Western
Pacific region countries, collaborating with WHO/WPRO. We also contribute to the
discussion in WHO headquarters, Tuberculosis Surveillance Research Unit and
International Tuberculin Surveillance Center, and International TB Surveillance center
and play a part in the review of the implementation methods or interpretation of
epidemiological research based on our accumulated information on TB.

This center presented important information about a survey in Cambodia to the
symposium and the post graduate course for TB prevalence survey which were held
in Paris, October, 2004.

Our fundamental and crucial information provided to the governments of many
countries is phenomenally conducive for planning their National TB programs and

developing operational research plans.



General Affairs Division

Department of Administration

Tsutomu Toyama(from May 2004)
Hiromichi Ito, Keiko Masuda(from February 2005)

The General Affairs Division deals with the general affairs, and administrative

services for the training courses.

Accounting Division

Tsutomu Toyama
Masato Yasuda, Mikie Yamaguchi

The Accounting Division was born on April 2001 and deals with the finance,

purchase and management of equipment, as well as other administrative services.

Library and Information Division

Yoshiko Kazami(until February 2005)
Kunihiko Ito (from March 2005)

Our division has administrated library, and at the same time given reference
service concerning data and articles about tuberculosis. With rapid the prevalence of
Internet and other information technologies our division has been changed now from
" library as a space" to " library as a function". Our database of books and journals
is connected online with the National Institute of Information (NII). For several years
online journals have been disemminated and the management of these matters is
also one of our major functions. This annual report is also edited by our divison.
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