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Fig. 2 Differences in the severity of pulmonary tubercu-
losis among different socio-economic groups

*Subjects were all men aged from 30 to 59 years who were reg-
istered for the first time as pulmonary tuberculosis cases at all
prefectural health centres in Osaka Prefecture.
*Group I : teachers, civil servants of all kinds, medical personnel
Group II: company employees doing desk work, including
managers
Group II: blue-collar workers
Group IV: barbers, hairdressers, merchants, artisans, day labour-
ers, farmers, and fishermen
Group V: part-time workers and the unemployed
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Fig.3 Chest X-ray examination within the preceding year
among different socio-economic groups

*Subjects were all men aged from 30 to 59 years who were regis-
tered for the first time as pulmonary tuberculosis cases at all
prefectural health centres in Osaka Prefecture.
"Group I : teachers, civil servants of all kinds, medical personnel
Group II: company employees doing desk work, including
managers
Group [I: blue-collar workers
Group IV: barbers, hairdressers, merchants, artisans, day labour-
ers, farmers, and fishermen
Group V: part-time workers and the unemployed
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ZONE A
(Nishinari)
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Fig.4 Osaka metropolitan area and research regions

Region in Zone A : Nishinari-ku

Region in Zone B : Naniwa-ku, Chuo-ku, Sumiyoshi-ku, Taisho-ku,
Nishiyodogawa-ku, Higashiosaka-nishi, Sakai-kita,

Neyagawa

Region in Zone C : Hirakata, Katano, Ibaraki, Ikeda, Mino, Nose, Toyono,
Fujiidera, Habikino Takaishi, Izumiotsu, Nishinomiya
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Table Percentage distribution of tuberculosis cases divided by groups in Osaka metropolitan areas

Zone A ZoneB  Zone C p vlaue
_ _ _ three groups two groups
N=682 N=856 N=819 (A*B*C) (B*C)
Sex Male 90.9 71.8 66.4 o *
Female 9.1 28.2 33.6
Age group 0-39 7.2 215 21.9 ok NS
40-69 74.3 52.3 48.0
70 and over 18.5 26.2 30.1
Medical care insurance Employees 10.1 36.7 44.1 o ok
National 9.7 30.0 22.1

Health services system

for the elderly 7.0 14.0 26.5

Welfare 69.4 17.2 6.0
Others 3.8 2.1 1.3
Employment status Employees 5.4 243 28.9 ok *
Daily employed 11.9 7.5 5.7
Self-employed 53 13.0 11.2
Unemployed 71.1 471 424
Not in labour force 1.5 6.9 10.5
Others and unknown 4.8 1.2 1.3
Tenure of dwelling Owned houses - 2.8 343 54.5 ok ok
Rented houses 13.0 25.5 30.6
Rented rooms 7.6 0.7 0.7
Homeless 20.8 2.8 0.9
Others and unknown 55.8 36.7 133
Family Alone 74.9 25.8 17.3 ok ok
Married couples 5.7 21.1 253

Others and unknown 194 53.0 57.4

NS: Not significant *ak: p<0.001 *: p<0.05
Number is percentage of cases for each category.

Research region in Zone A : Nishinari-ku

Research region in Zone B: Naniwa-ku, Chuo-ku, Sumiyoshi-ku, Taisho-ku, Nishiyodogawa-ku, Higashiosaka-nishi, Sakai-kita,
Neyagawa

Research region in Zone C: Hirakata, Katano, Ibaraki, Ikeda, Mino, Nose, Toyono, Fujiidera, Habikino, Takaishi, Jzumiotsu,
Nishinomiya
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Fig.5 Trend of tuberculosis incidence in Japan, Osaka City and other Osaka



Lunch Time Lecture/TB as an Urban Health Problem/T.Takatorige

Incidence ratio (Group A/Group E)
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Age Group
Ward Group Number  Population  Outline of Ward
Group A: 2 Wards 190,971 High umployment rate
Group E: 7 Wards 883,993 Residential areas
Fig. 6 Incidence Ratio (Group A/Group E)
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Fig. 7 The proportion of patients at specific districts
to all patients of Osaka City (Group A)

Period I : 197882, Period II: 1983-87, Period II: 1988—
92, Period IV: 1993-97
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The 77th Annual Meeting Lunch Time Lecture

TUBERCULOSIS CONTROL AND STRATEGY AS AN URBAN PROBLEM

Toshio TAKATORIGE

Abstract Tuberculosis is always an urban problem. There
are differences in the severity of pulmonary tuberculosis in
relation to socio-economic groups. The percentages of cases
shown to be positive by smear microscopy of acid-fast bacilli
in their sputum specimens and of cases with cavitary lesions
in the lungs were high for the lower socio-economic group.
The percentage of cases having had chest X-ray examination
within the preceding year was low for the lower socio-
economic group. The Osaka metropolitan area consists of
many prefectures and cities. Osaka City is in the center of this
great metropolis. Registered cases of each zone had statisti-
cally differences about social characteristics. This result was
thought to reflect the population of each zone. Cooperative
common political will against tuberculosis in this area is
needed to promote tuberculosis control.

We analyzed the incidence rate in Osaka City in five-year
from 1978 to 1997. Until the first half of 1980, the tuberculo-
sis incidence rate in Osaka City had been dropping every
year, but the rate of decline has been slowed substantially or
even stopped since 1983. The slowdown in the reduction of
the tuberculosis incidence rate has occurred not in all wards,

but in a few wards and it is a typical phenomenon of the
middle-aged in those wards.

Such tuberculosis among employees in an insecure position
has a growing urban social problem. It is important to estab-
lish the cooperation between medical facilities and public
health centers within the territory of tuberculosis hospitals in
an urban area. The sources of tuberculosis infection in an
urban area are quite diverse and complicated. We shall utilize
a molecular epidemiologic analysis of Mycobacterium tuber-

culosis.

Key words: Tuberculosis control, Urban problem, Socio-
economic, Political will

Department of Social and Environmental Health, Osaka Uni-
versity Graduate School of Medicine

Correspondence to : Toshio Takatorige, Department of Social
and Environmental Health, Osaka University Graduate School
of Medicine, 2—2, Yamadaoka, Suita-shi, Osaka 565—0871
Japan. (E-mail: tori@pbhel.med.osaka-u.ac.jp)
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HIV i 4%

RHE St 'BR EBEA
e & BEE B

Yo LR OTREL - v A IV ARERDORERE

RE R kI B

¥—TJ—XHIV, %, CEBPpR, NF-«B, p24HiE

¥

ML HIVEEOEHE, 7V7, 77U HEH L
WML, &RED138%ICRATVS EH#EEN
TWh, bNOIIIHHEZRET 2 & BN S L7z Bfife ik
BT, IEREIBICHNTY AV A BHE L < Hn
LTwaZea#HELAEY, /2, ZoOFL LTHIV
LB OEREE LBV CHELER D707 7 —DT
IO FEE R T C/EBP 8 16 kD short form A3 125
BHLTWTHIV OEAEDPHH SN TWB D, EEmRE
Mo ORfREERT O~ s 07 7 — U TIZZF DRI E
WIIRTL, OHIVEEPSELTWLZ EERR
L72% FERGIREERIC BT 5 HIV EEEOBINE, K~
U T 7= VIIBTHMHEMEDOERE R T C/EBP S short
form DPPIZRENH B L ER, Wiz EDTET,
ARFFETIE, ZORAEBRIET 572012, T4 &0
BB, EERFORE, 71V ADEE%FH
HEMICANI, F72, YD L) B4 TFTCEBPR
short form D {H A& HIV EAEDBEEIKE 5 D0 % in
vitro THET L 72,

il

] R

(1) FIRB X CAEBAREH O W3FEIEH OHIVO R TE
IR AR 16 51 O HIV-p 24 HUE O G MMk 5 et D
iR % Table |27 T, BBRIEWZ EIZHIVEELTWS
MAEIEEE LTl CD 424100 B UL Lo 8% o fi
T, FLLTHERMBEZ W LIZEERICIIRELT
WV, ERLDODOHEYr a7y —IUPELEL TV
7z (Fig. 1-1, 1-2),

(2) HIMB L OEMAREH O AFEOEE R FDFB

BRI LD, Bfio~wra 77— &L,
TNFa % IL-13, IL-6 %2 EOHKFEMEY A b A4 > & 1L-8,
MCP-1, MIP-1a 2 ED7 EH A4 2B L, REOE
L ZNITHE) WOBRICH LI 2 ZE %09, v 0
7 7 =V DAL IMBEN OERE R 75 E L S
FIEBNTEANBEI T EPEETHL, £2T
A FIERITCORER ORI Z A2, EERT
OHTT 07 7 — Y OEMAL & HIV O FE A Ff 2B
bbb, bobDBEELR DL LT, NF-«B (nuclear fac-
tor « B) & NF-IL6 (nuclear factor IL6, C/EBP 3 : CCAAT/
enhancer binding protein ) B Y ¥/,

IE HIV REAZAEEN C I REIESE A B OB ER2 12 NF- « B
PHECEBRL, ZORMERIEY NF-«B BN %
ERAVEEH LT\ 72 (Fig. 2 78) o

M+ CD4 %% 84 mm’ @ HIVAEZBREZE DY ¥ XTI
NF-«BRptk~2 077 —VIERBLTHB Y, JEHIVE
FAZHARTREG L Tz (Fig. 2 4), IH CD4 7541 D
HRRY CONEITIE, S5 I LRI NF- « B O5HIX
57072, CD4 2524 8B X U 6/mm* D) ¥ /SHikE LR B
TIIEIC %\ LIS O ABICHE VA L T v
7077 —=UEPEHY, NF-«B DEHIZZEHLO T o
2o EROU VY NRFiOow s 77 —JI2iznERD
C/EBP B DFEBIIR SN d 572 (Fig. 3£),

HIV S 0HER OIEREER B & UM% i <1, C/EBPp
B~ 2717 7 — OISR EHLTW (03 45),
T2, A XEHRAREBOBRETL T3, EHELD~
U7 7—=VIZ§H<{ NF-«B2S%B L, C/EBPpI3ZH
LTWhhol, TOLHIZIEHIV DRERIFEL I

EIBRERAR £ 7 —REFEPTIR B BRI, Al A T AR A
Bt P ENLEREERT RORBEIFR AR, HR LI R B SRR

ARG RE S, ERESY S ¥ — B SERTIIR 2 B I,
T 162-8655 HAEUHHFTEX 1L 1-21-1 (E-mail: knak@ri.imcj.go.
ip)

(Received 19 Jul. 2002)
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Table HIV-1 p24 antigen expression at the site of inflammation due to
M. tuberculosis infection

Cl()/;rcnc;l;nt giant cell P 24c;;(])lsslt1ve stained sites
TBLB
T1 452 + ++ epithelioid cells, AM(?)
T2 250 + o + epithelioid cells, AM
T3 88 =+ TP epithelioid cells
T4 80 = + epithelioid cells
T5 20 - negative
T6 12 - negative
T7 10 = negative
Lymphnode
L1 391 =t - macrophage, follicle
L2 83 = Al epithelioid cells, macrophages
L3 41 - + macrophages
L4 26 - negative
L5 6 - negative
Lung
P1 391 ++ I macrophages
P2 70 + I macrophages
P3 6 - negative
P4 26 = negative

Fig. 1-1 HIV-1 p24 immunoperoxidase staining of a transbronchial lung biopsy from two
patients with blood CD4 number, 88/mm” (left column) and 250/mm’ (right column).

Fig. 1-2 Double immunostaining with HIV-1 p24 (red) and CD4 (blue).

i EEEOw s 07 7 —VIZIEFEICD L { NF-«B TIE NF-« B DFHNEIL, Lo Txr7ua 77—
ARELTBY, w707 7= > T DIEHALDREE DIV EEZ EN D,
LEEZLNL, SR LT, T4 XEBHEZEO R —7Jj, C/EBPB W OMiE~ s 17 7 — Y DI
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TB lymphnode TB/HIV lymphnode

Fig.2 NF- « B expression in lymphnodes infected with M. tuberculosis
Left upper (100 <) and lower (400 X)) column: a lymphnode from a non-HIV patient
Right upper (100X) and lower (400 X) column: a lymphnode from a HIV patient

C/EBP 3 expression in the lung and lymphnode

Fig.3 C/EBP j? expression in the lung infected with HIV and M. tuberculosis
Left upper column : Lung segment from the same AIDS patient involved with TB shows

no C/EBP 2 immunoperoxidase staining.
Left lower column: Immunostaining of C/EBP /3 in mediastinal lymphnode infected

with M. tuberculosis.
Right upper (100 <) and lower (200 X) column: Uninvolved lung segment of an HIV-1

infected patient with TB shows strong C/EBP 3 immunoperoxidase staining in AM.
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FEHLTWE25, HEBoOMiE~sn 77— BLUR l& ke HNEIEASEZ B Z LM bNTWAE, 2F 0, T

FENO~ 707 7= VIZIFRBL T idhor,
(3) WML T NS & B HIV 4 o fgig

HIV &A1 B\ C CD4 T B DA 7542 Z 2 i,
FMBL O AL L HFE D 7 10— o OBgGl, HIV FE A1,

R T R e — T A& PR fE— 7 A L A MLAE —CD4 ™ T Al
DPWH—AIDS DHETE V) TU X ADH L ERbNRS,
I A XEPAERICB T HIV % AT 5 i3
LT u8 77— TCTHAIENTILoT0EY, Fh
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HIV/TB coinfected Patient

TB Uninvolved

Allogenic Lymph + [+ + 173
Syngenic Lymph + | + '§

0.4 pm Insert + | =

Days Post Bronchoscopy | 1 | 1 | 4 | 1 | 4 | 4 |B®

Fig.4 C/EBP j3 expression and HIV-1 viral loads in AM after lymphocyte addition. AM from an
uninvolved lung segment of a patient co-infected with HIV-1 and M b shows strong expression of
inhibitory 16 kDa C/EBP 3 (lane 1). There is a reduction of inhibitory C/EBP 3 expression 1 day
after addition of ConA stimulated allogenic lymphocytes (lane 2) which is abolished after 4 days
of co-culture (lane 3). Inhibitory C/EBP 3 expression is not significantly altered after addition of
resting syngenic lymphocytes for 1 day (lane 4) or 4 days (lane 5). Inhibitory C/EBP /3 expression
is not significantly altered when ConA activated lymphocytes are separated from AM by a 0.4
pm filter insert (lane 6). There is no inhibitory C/EBP 3 expression in a lung segment involved

with TB (lane 7).

Direct

Contact

0.4 ym
Insert

Day Post Addition of N |
Activate Lymphocytes

2

41 2 4

«37-kDa
C/EBPS

16-kDa
C/EBPp

Fig.5 A Western blot probed with C/EBP 3 antibody demonstrates that expression of the
inhibitory 16 kDa C/EBP 3 is markedly reduced two days after addition of ConA stimulated
allogenic lymphocytes (lane 2) and abolished 4 days after addition of allogenic lymphocytes
(lane 3). Separation of ConA activated lymphocytes from THP-1 macrophages by a 0.4 #m
filter prevents loss of inhibitory 16 kDa C/EBP 3 (lanes 4-6).

T, HHAETHRE DI ICvr7a7 7 =YDy
ANVAFEREFBEBRTLOTHA )0 ? RBRLIzLHIZ,
HIV &G~ 2707 7 — VBT A IVABEAIZEDP») 7120
Wi, SO EER Y CTé 5 C/EBP S short form A°
down regulate TIN5 Z EPLETH S,

HIV B3 Olfifs~ 7 17 7 — ¥ % allogeneic lym-
phocyte L IREHEETHI LT, Y/ HT7=IYDHD
HIV EAED R 59, allo THIfME ~ 2277 —Y D
REEEITHRBOFERILZEZTZ LM TY
o ZODEE, vsuT77—YDCEBPRDEHE
immuno blotting T& 5 &, C/EBP 3 short form DZEJIT

B4 HEIZIHFIZTEEITHEE LY (Fig. 4) o

DEI, wvru7yr—YRMEKTSHS THP-1 &
ConA (THifa~A b—2 =) TIHEMAL L7 THIBZ R
G+ 5 &, [FRIC C/EBP B short form DIHEANE Z
D, ZHE, 043700 DRy Y2 THEMLTHIKE
RO T 7= VNEEEML VL) ICTEEREILR
W2 kA5, C/EBPf short form DELIZILTEMEAL T M
o< 7y =Y OEMPLETHALI EIRINT
(Fig. 5) o
EHALTHIRE 707 7 —V0EEBL w0
77— YOREICIE, v 717 7 — Y kD costimulatory
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molecule Td 5 CD40, VCAM, B7-12 & THilg Lo #
NZ1 CD40 ligand, VLA-4, CD28 DA T AULELDH
b, #Z T, CD40, VCAM, B7-12 1Zx) ¢ 2 Hufk% 5
EX 7077 —=JIIHEML, LD Fc % protein A/G
beads TZAE$ 5 &, C/EBP B short form DiHZKAHE =
52 Ldbhorz (Fig. 6).

EZAHA, HIVOEAEIZIE, 15D costimulatory
molecule DZEE 72T TIEIART5TH S, Fig. 7I1TRT &
912, costimulatory molecule & {EM:AL T MFEAREE T 5
ORI A VHEERICER~Y 07 7 = VIHERAT A S
& T, HIV-LTR O{EMHALIHEZ %,

DEDZeaF b b DTOLIICh b, BEHEK
FICLoTTHIRBOFERMALF R 2L, THIR LI
CD40 ligand, VLA-4, CD28 "RH L, FhFh, <7
07 7—Y E®CD40, VCAM, B7-12 LiEETHI &
&Y, 2077 -V DMIZH B C/EBP S short form
DERVIERI B, $7o, HHLTHMBETEEDOY »
KA VEREEL, TND, BZELLT27077—=UD
NF-x B DBABITRZRET LD TH A ), BHNIZEAT
L72NE-«BIXHIV D 7OE—%—Tdh 5 HIV-LTR O
BWETA MCEAL, 7T VADEEZRET S D
DEEZLND,

Z &=

HIV 2SR Lo~ o207 7 — U9, BEHEICE
BLRIEWZL Y, YA NVAREEZBGT HHE, DEo
IR ESRIE TH 5o BERBELRICLY, —XK,
TRBEIDE L U CHEREN S T OB
20, TOTHRE AIVEREE~ 707 7 — V95
filtL, oW TSRS 2 Y Rh A DH)
BICEh=ru7y -V EIERIND, IR
ELTRAZVLERRGOREIcE 227077 —YD
LD EZEZ NS, EHAL THIfL & B L7z~ 2 0
77— YW TIE, NF-«B OBHNBITE C/EBP R DIH
LOHEEIEIY, a7 4V ALIZLTR I NF-« B
PRETHILIL T, VA NVADEEIMRHET S,
BEAIN/-HIVIZ CDATTHIFLD 7 R — v X% &L,
HmAICHA S, COA'THIBOBAIZLY, ~2 1
77—V EARE, AFEERIIEESN, BT
T OMTHICER SN T B, FLTHG SN
W 7B CRIEZER L, Lo HIV-REEY 1
INVEBEORTILICRB, TCAY A 7 VIdEEL S
VaA—AEEE L, ATP % AT 5HY, HIV-REZEY A
VI CD4 ZHE L, HIV R ZEETHI LI
“ho ZOYA T IVIIHF[ICEBIZ, »OBEELR
WRED, BEZICES LOLITHESE, =1 44
IR ORELER L T nTH D,
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Goat CD40 CDA40

1eG VCAM VCAM | Antibody Combination
g B7-1 B7-2
Protein A/G beads
: 37-kDa
“C/EBPR

Fig. 6 C/EBP /3 expression in THP-1 macrophages after
addition of antibodies. Goat IgG with or without protein
A/G agarose beads does not effect the expression of
C/EBP 3 on Western blot (lanes 1 and 2). The addition
of affinity purified goat IgG specific for CD40, VCAM
and B7-1 does not effect the expression of C/EBP 3 (lane
3). The combination of protein A/G agarose beads with
IgG specific for CD40, VCAM and B7-1 leads to loss of
C/EBP 3 expression after 48 hours (lane 4). The same is
true when antibodies for B7-2 are substituted for anti-
bodies to B7-1 (lanes 5 and 6).

p<0.01
1

1

—
W
T

HIV-1 LTR CAT
Fold Increase
=

- H
_H

N S

N N o

&y@ a M N T

o o™ o ?sm A
O o NC [

= ob«Q \ﬂ\'&

¥ \«3@6

Fig.7 HIV-1 LTR promoter and NF- ¢ B activity in
THP-1 macrophages. The addition of lymphocytes acti-
vated by ConA produces 12.5 1.6 fold increase in
HIV-1 LTR CAT production. When the activated lym-
phocytes were separated from macrophages with a 0.4
#m pore size insert LTR activity increased only 5.1+
1.5 fold (p<0.01 students t-test, mean of three experi-
ments). Similarly, LTR activity increased 3.3+1.1 fold
when antibodies to CD40, VCAM and B7 were added in
the presence of protein A/G beads (p<0.01 compared to
ConA stimulated lymphocytes). LTR activity increased
14.6+0.7 fold when activated lymphocytes were added
to the upper chamber of an insert well and stimulatory
antibodies with protein A/G beads were added to in the
lower chamber.
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The 77th Annual Meeting Education Lecture

THE MECHANISM OF HIV REPLICATION AT THE SITE OF
INFLAMMATION COINFECTED WITH HIV AND M. TUBERCULOSIS

'Koh NAKATA, 'Naoto KEICHO, 2Yoshihiro HONDA, *Hideaki NAGAI,
3 Akira HEBISAWA, and * Akira FUJITA

Abstract HIV-1 replication is remarkably augmented in
macrophages at the site of inflammation due to tuberculosis.
Reduction of expression of an inhibitory C/EBP 3 transcrip-
tion factor and activation of NF- « B are observed at the site
of inflammation. Of 18 paraffin embedded tissue sections of
HIV-tuberculosis coinfected autopsy or biopsy samples, 9
samples were positive for HIV-p24 staining, which were all
derived from patients with blood CD4 cell counts more than
50/mm’. Moreover, the P24 positive cells were morphologi-
cally macrophages or epithelioid cells. CD 4 positive lympho-
cytes consistently located near the P24 positive macrophages.
Therefore, we hypothesized that lymphocyte-macrophage
contact is important for maximal HIV production from macro-
phages. In vitro experiments showed that contact between
lymphocytes and macrophages reduced inhibitory C/EBP 3,
activated NF- « B and enhanced HIV-1 replication. If contact
between lymphocytes and macrophages was prevented, in-
hibitory C/EBP 2 expression was maintained and the HIV-1
long terminal repeat (LTR) was not maximally stimulated
although NF- « B was activated. Antibodies which cross-
linked macrophage expressed B-7, VCAM and CD40 were
used mimic lymphocyte contact. Cross-linking antibodies
abolished inhibitory C/EBP j3 expression; however, the HIV-
1 LTR was not maximally stimulated and NF- « B was not

activated. Maximal HIV-1 LTR stimulation required both
lymphocyte derived soluble factors and cross-linking of
macrophage expressed costimulatory molecules. These results
demonstrate that neither contact nor soluble factor(s) are
sufficient to maximally enhance HIV-1 LTR activity in
macrophages. Contact between activated lymphocytes and
macrophages is necessary to down-regulate inhibitory
C/EBP j3, thereby derepressing the HIV-1 LTR. Lymphocyte
derived soluble factor(s) activate NF- « B, further enhancing
the HIV-LTR.

Key words: HIV, Tuberculosis, C/EBP 3, NF- « B, p24
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Table Country Profiles

. Notification rate DOT DOTS Treatment success
Population (/100,000) de?e?:iieon populat?on detection rate in
Country in thousands All forms SS+ rate (%)  coverage (%) rate (%) DOTS area (%)
The Philippines 75,653 170 89 60 90 45 87
Nepal 23,043 128 59 64 84 58 87
Cambodia 13,104 144 113 44 99 44 93
China 1,275,133 36 17 36 68 33 96
Vietnam 78,137 115 68 80 100 80 92

SS+ : Sputum smear positive

Trh T Ty rENEELY Y —)

N R FATIE, 19574705 WHO OBIE 12TV iR
IRDGRD H I, 1986 2> 5 (I IRIEFE T T DAL,
ERE (77 vV EET RV BEE) W
728 LREAZ SRS, 82 L CMNEALIC RS I I A &
N7z, S50, 1989E 0 S I FEHLFEEISEA S
AL ERIE LR A4 ICANEZ Sz, IR T19954E,
BFRER - N R EERE A2 HEL, BEKE%
HREBEDRER - 168, W REEE 0SS, +
T DFERG R BB RE 0 He 7 & DRa LS & 7,
Z LT20004E121%, A 99.8 %% DOTS il % Fl] F
TE, BERRFEII0%, HRRIL19894E D -53%%H
5 19994E D 90.3% & BT REEZ M2 L, WHO D5
HiE, BERRZEION, HEERSSBEER LTS,

IhE, FEB RIS A BHF R HiGR O RN 72
5-&3ki2, WHO, EREEMEBTHES, +90 %
EVHEETHR% S OB L OEBRG 2 EHEIC L 5
DDTHb, SHOBEE LT, izl e LT, &
IR DR ) 5AA R AIDS 2 EfBD T a7 5 4 L D

(Global Tuberculosis Control, WHO Report 2002, WHO/CDS/TB/2002.295)

HER EPLETH 5,
¥ & O

NS DOE AL, HEAREFRITCERESEDL 4T
37w, LALZED L) RIRWOF T, Table (LL#k%
BHITH72012, 20024 WHO L FE— M 55[H L
72) WRT L9, BEHERRE (Case detection rate) <
DOTS 3¢ 2% (DOTS detection rate) |2713dH 5 b DD,
DOTS #ligDBEA L ERICEII L Tw5b, /2, LDE
bAHLEVIRERRARLTWD, KV UV EI A%
BL, INLHALZEORBR»LZERLDIFREVEE
2o, GHODOHPEDOREEAEIZE > THIBEIL D
ZEERHIFL,

X [y

1) Tuberculosis Control, WHO: Framework for Effective
Tuberculosis Control, WHO/TB/94.179.

2 ) Communicable Diseases, WHO: Global Tuberculosis Con-
trol, WHO Report 2002, WHO/CDS/TB/2002.295.
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Abstract
1. Philippines : The development, expansion and maintenance

of pilot area activities: Cristina B. Giango (Technical Divi-

sion, Cebu Provincial Health Office, the Philippines)

In 1994, the Department of Health developed the new NTP
policies based on WHO recommendations and started a pilot
project in Cebu Province in collaboration with the Japan
International Cooperation Agency. To test its feasibility and
effectiveness, the new NTP policies were pre-tested in one
city and one Rural Health Unit. The test showed a high rate
of three sputum collection (90 %), high positive rate (10 %),
and high cure rate (80%). Before the new guidelines were in-
troduced, the new policy was briefed, a baseline survey of the
facility was conducted, equipment was provided, and inten-
sive training was given. Recording/Reporting forms and
procedures were also developed to ensure accurate reporting.
Supervision, an important activity to ensure effective per-
formance, was institutionalized. Laboratory services were
strengthened, and a quality-control system was introduced in
1995 to ensure the quality of the laboratory services. With the
implementation of DOTS strategy, barangay health workers
were trained as treatment partners. In partnership with the
private sector, the TB Diagnostic Committee was organized to
deliberate and assess sputum negative but X-ray positive
cases. The implementation of the new NTP guidelines in Cebe
Province has reached a satisfactory level, the cure rate and
positive rate have increased, and laboratory services have
improved. Because of its successful implementation, the new
NTP guidelines are now being used nationwide.

2. Nepal: The DOTS Strategy in the area with hard geo-
graphic situation: Dirgh Singh Bam (National Tuberculosis
Center, Nepal)

Three groups of factors characterize the population of
Nepal: 1) Socio-cultural factors, e.g. migration, poverty, lan-
guage ; 2) Environmental factors, e.g. geography and climate;
and 3) Political factors, prisoners and refugee populations.
These factors pose particular problems for implementing
DOTS in various ways. Socio-cultural and environmental
factors are particularly important in Nepal, and several mea-
sures have been developed to overcome these difficulties. One
is active community participation through the DOTS commit-
tee. The committee consists of a group of motivated people,
including social workers, political leaders, health services
providers, journalists, teachers, students, representatives of
local organizations, medical schools and colleges, industries,
private practitioners, and TB patients. One DOTS committee
is formed in every treatment center. A key role of the DOTS

commiittee is to identify local problems and their solutions. It
increases public awareness about TB and DOTS; supports
people with TB in the community by providing treatment
observers and tracing late patients; and encourages coopera-
tion among health institutions, health workers, NGOs, and
political leaders. The case finding rate is now 69 %, and
nearly 95% of diagnosed TB cases are being treated under
DOTS. The treatment success rate of new smear-positive
cases is nearly 90%. Thus, DOTS increases the case finding
and treatment success.

3. Cambodia: HIV/TB and the health sector reform: Tan
Eang Mao (National Center for Tuberculosis and Leprosy
Control, Cambodia)

Cambodia is one of the 23 high burden countries of tuber-
culosis in the world. Moreover, HIV/AIDS has been spread-
ing rapidly since 1990s, which is worsening the tuberculosis
epidemics. To cope with the burden, Cambodia has started
implementation of DOTS in 1994 and has expanded it to most
of public hospitals across the country by 1998. NTP of Cam-
bodia is now enjoying high cure rate of more than 90 %. How-
ever, due to the constraints such as weak infrastructure and
the poverty, it is proved that many of TB sufferers do not
have access to the TB services, resulting in still low case
detection rate. It is for this reason that the NTP has decided to
expand DOTS to health center and community level based on
the new health system. Its pilot program that has been carried
out in collaboration with JICA and WHO since 1999 has
achieved promising results with high detection and cure rates.
All of the over 900 health centers across the country will be
involved in DOTS strategy by 2005. In the fight against TB/
HIV, National Center for TB Control is providing free TB
screening for PLWH (people living with HIV/AIDS), and it is
developing a comprehensive plan of TB/HIV care including
home delivery DOT services.

4. China: The World Bank Project and the Prevalence Survey
in China: Hong Jin DuanMu (National Tuberculosis
Control Center, China)

Since 1992, China has utilized a World Bank loan to imple-
ment TB control projects among 560 million people in 13
provinces. Free diagnosis and treatment services have been
provided to all patients, and a fully supervised standard short-
course chemotherapy was applied to all diagnosed tuberculo-
sis patients. In 1999, more than 190,000 smear-positive cases,
ten times the number in 1992, were detected, and the registra-
tion rate of new cases reached 30 per 100,000 population.
From 1992 to 1999, a total of 1.40 million smear-positive TB
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patients were discovered. The cure rate of smear-positive TB
patients has been improved to an overall cure rate of 93.6 %.
The cure rates for the new cases and re-treatment patients
were 95.1% and 89.6 %, respectively. The fourth nationwide
random survey for the epidemiology of tuberculosis was con-
ducted in 2000. The prevalence of active tuberculosis was
367/100,000, the prevalence of infectious tuberculosis was
160/100,000, and the prevalence of smear-positive tuber-
culosis was 122/100,000. The tuberculosis mortality was
9.8/100,000.

5. Vietnam: The road to reaching the Global Target: Le Ba
Tung (Pham Ngoc Thach Tuberculosis and Lung Disease
Center, Vietnam)

TB control activities started in 1957 and were reorganized
in 1986 with the technical assistance of IUATLD, KNCV and
material assistance of Medical Committee Netherlands Viet-
nam (MCNV). The New National TB Control Program
follows the main directives of WHO and IUATLD’s proce-
dures of case-finding, chemotherapy and management. Pas-
sive case-findings are based on sputum smear. Chemotherapy
with priority for smear positive cases is 3SHZ/6S2H2 for new
cases and 3HRE/6H2R2E2 for retreated cases, which is
undertaken with directly observed therapy (DOT strategy)
mainly at commune health posts. Since 1989, DOTS strategy
with 2SHRZ/6HE for new cases and 2SHRZE/IHRZE/
SH3R3ES3 for retreated cases has gradually been introduced in
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districts and communes of every province. In 1995, the gov-
ernment established the National and Provincial TB Control
Steering Committees and has provided incentives for detected
smear positive cases and cured smear positive cases. The gov-
ernment has also started strengthening the program of mana-
gerial and supervisory capacity for TB staff and has promoted
the cooperation of all associated organizations of TB control.
The WHO global surveillance and monitoring project reports
that in 2000 Vietnam reached the global target, i.e., 99.8%
population covered by DOTS with 80% of expected new
smear positive cases being detected and a high cure rate rang-
ing from 85.3% in 1989 to 90.3% in 1999. A distinguishing
aspect of TB control in Vietnam is the effective international
partnerships combined with high political commitment of the
government nationally and provincially as well as active
participation of all organizations in the community.
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