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1320~ 305D EERHE ¢ (201847.1%. 30
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22.5% T dh o 72, MiiiA%i 168% T 2ED82.3%
O, 09 LIPFFEBEI80.9%. BHBE I
55.9%. HZEARIZ44.1%TH o720 MVMERT
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137.31CHh o7 (B7) o EEFWIBIILET &
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DWTHHEAN & BAANDHE 4T o 720 B3 H
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B L R, }E (e  BE (4
& <ho7z 36 o

24

II.

T V7 RO R TR L TE B R
CRAYEY2 3]

6)

L N
hE LR - b, @E

[

1.

vy

s &

1. BEICBT DR RCE OB 7 VTR
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FHERTEOEIEH44.4%, K\ TERast-African-
Indian (EAI) #%33.8%% 5®THBY, fOEE K
&L B b, 2072, #EE L BBIRELZVNTR
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720 BTEEINTHEE S N5k OIL FERIEAIHIC
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2. FHEICB 2 EHERCRIOMT | BETI,
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R0 U CHEBIFRIX T, 2
HOTENEREE R OH, L) BRI T
%o AROFAEEEE TR & 0 AT RE T
HbHLEZ LN,
3. BEENTES > TV AK-strainDEIF] ; &E
Tld, B RFLP/ S % — » 2 OK-strain & %
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1. 3HE(HE. BE. BX) DEEMEIESR GG AN FEZARME
2. #EHEIS6110E 5 F EVNTR (Variable Number of Tandem Repeat) 247D
MST (minimum spanning tree) f2#712&Y).
(1) BR-BEOHZE "AER (ancient®!) "75~80%
) E(E#E. b5 O 7oKL IR (modern!) "90%
THEZEDEBEGEMESIAEIZKYELLIELEZHR

IREEEEORMAEER TEOHEZBELEBEXRDOEEEDR S E

B4 (R H k)
BX It F#E ®BRE

ann | ey 80 5 14 75

Ancient
{Atypical)

™ Modern R
(ﬂrdy;::'cal)l (modern®!) 20 95 86 25

NTF/ 156110 insertion

BAOHEEZELIGEOHRBBOR D ZRER

BARDHEHKALBEOEZEILETFE CERN AR
. MSTﬁﬂﬁI»J:Ui&.l~¢§1ﬁﬁ’]&RD181Bﬁ]iﬁ:(é&l@ﬁ&0)6%‘])
. RD181B5 1444 (ZVNTRTB5Y JL— T2 R 5>
. BT L —TDIIT B E I A k-straintk (RD18 1514k N EE N B,
. BEICHEHEK-strainkRL /A2 — O #EZE A B RKE RN TH0.3%,

B E M4 RD181 R #
AncientE B ORD181S LI D FH i

$Hse R RD181
(AncientH!) B e

130 15 (12%) 115 (88%)
87 17 (20%) 70 (80%)
46 29 (63%) 17 (37%)
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(80%k)
BAREAKESEE
EAL S (HV)
Hunter-Gaston
discriminatory index
(HGD 1£:0.902¢85
LMES

= H 8 TR
L&Y FEIZED R
ZOHS) BARE
Al gE

0.092

SEGEHEIEB P EEKEEBL, B AEHBEILBIB2IZZ Y

BEBRE-HARVRT = HE MR iR

1. FERFTHEEEL A 2 EfFudanky 3 @EEEFRR 4. BILETXE 5 LRS- MAESETA R
6. B FHSE AT (B4) Mik-g1E 7. #FHRERRTRF 8. AR TR SHFHARH

[FF Mgk sH th fth - Kekkaku 2008,

4. VNTRAATIZ BT A EEROEENY: | PEE
AD_LHEOIZEE Db OVNTRER 7 — 4 L AL
ORENHHLE LTHESNTWATF -4 %
minimum spanning tree (MST)f#TCHEIL 72
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5. BUNTR AT AICBITE0—H 1 OFR :
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RHERESDARICTERBIN TV LBRED
stage PTG L AT AR Z 2k — B
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D7z, BET TOMHT LIz NE 7R L7225,
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=70 Yy ZBWTC R LT
B, TRTCOBECHEIAICEE LT RIS
LN TWizvy, PPD-tuberculin®#% /R L 72,
HAMERE I BT AL EROEIE L 5 4
DHFFHVEALHE DOLE L~V 120.8%

[Dhanida Rhienthong et al, 2005]{2tt L7
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A3 ERB] OR=5.5(95%/EMHX 42.5-13.1),
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00 6 DFEFIT b ALTHEAE BB
ZEhbd, ¥4I BWCIEERRIT L Y IREHE
PETTRESED D 5o ‘

HRS NN
@ [SMEIERROARMEAR —~60H]
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b4 ¢
a2 it
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IIVE VERERS L OLFERTZE
KEAZR OB LT
b MIESEORE £ T HEEEICE
M. tuberculosis, M. bovis, M. bovis BCG,
M. africanum, M. microtti, & M. canettii,
HEBNBETONS, Ui LIEHEEOYBERE
( nontubercular mycobacterium (NTM))i&
B@&%ﬁ’@* 2 HET AR L2 W
EbdHb, TTTIHEIEL LTS
fﬁ]tﬂ%@ DN A % 4 L . NTMOTETE Z FED
Dizo Bipd ATEDT T A< —%HVT 168
rRNA, Rv0577, RD12 K& UF RD9 #HEigi% 1
TBL. #h#N543bp, 786bp, 400bp, KU 600
bp DNV FERERT 5 2 LI & D EI
NTMT& 5 DR GOz, £ LT 267%°
NTM(M. intracellulare) Cé 5 Z &S| L
7z CER0EEHESE) 2 0ITFRY ORFBHR
THDH I &HB L BRSOV TR
FANEFT o712, # I THELNIZHIm R
MDR—TBMD44¥kDDNA% i L T, £ D2l
AR T AL TETHEIT L,
AR)TIAEL T
Kamerbeek DHETAKY T4 ¥V 7 %4T
272 DR $EBIILLT DT 7 4 ~—THIRL 72,
(DRa: GGTTTTGGGTCTGACGAC, DRb:
CCGAGAGGGGACGGAAAC) ##BHhr:
PCREEWNIAR—HY—DREL 2 43 FHEADT
O—7TNA 7Y ¥4 X &8z, {BohsNy
FIZDWTIdSpolDB4 7 — ¥ —R— A2 & D
SIT (Spoligotype International Type) &%
2D, FOY L— NEEEE 2 12X DDl

NILE

s 3.
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OPN7 & Ui granulysin®s O IR RE E M- FRA
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YR 7 T o T A TTREEATRIZ &
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F—FIVEOT7 T LT I ¥y kL. K
MR AR RO EEIMLL TB Y,
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i, #95 % LEE S, BRWEO. HIEERE
BRI W LS, BAMBEOFREET
bHLPTHS CRERER) - 774Ty
7 ¥y 2RI, 2006412 S HIM RSt
k% Bk LTSk, 360BI0ZHM A% EE
ﬁTfK‘%&ﬂHfbb ZDH HLETEIHS
EETEELTBY ., SRRSO
AkbwémﬁﬁﬂﬁnwﬁHXh&%aL
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ARFFECIE, HFERFFED 7T b 2 — WAER R
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STTERH214E 8 AAGE. REFEDFTHED
B (h—F I UMW) 13, FR21E8 A
B @A L INI U FDD) | ER224E
1 A%, V) 7 V— MEtRITFER214E£9 A, Y
7 v— METIEER224E 1 A, Siaibzrh o,
LA ERZRZ 0 I LIS IOFEE %
W2 E | RERT L, Vol
Tl o7z
A, 3ELVI)FIFHBO2EHTH Y,
KR 2R — MR, ARFZEBEOM LA
TIIREE R 728, BIHRFFEIZE, IR T
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BT EREETHE., BETREALHET
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$m %EU o CDB*‘%"‘T?&‘E;O IR fgr H= AN (=
(2) BAIMEREBSICHT SR THHTDAR
DOFEFHRUT- ., SBIEAITHIEEERE (
XDR-TB) [ZxLTEHVITZ RO~
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Therapeutic Effect of HVJ-Envelope/HSP65 DNA+IL-12
DNAvaccine on Extremely Drug Resistant Tuberculosis
(XDR-TB) —infected mice (Prolongation of Survival)
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The: Establisiment: of Priming- Booster Method;
The: Development; off more effective
Tubereulosis using eynomolgus monkey

In Japan, BCG Tokyo vaccine (priming) is immunized in all
infants.

Thercfore, we need novel vaccines (booster vaccines) in adults

Priming Vaccine Booster Vaccine
Group 1. BCG Tokyo HVJ-liposome /HSP65 DNA+ IL-12
DNA

Group 2. HVJ-liposome BCG Tokyo
{HSP65 DNA+ IL-12 DNA

ESR
Body Weight

Priming Booster | Intratracheal instillation | Chest X-P
Immune Response

: Survival

TB Erdman 5X102
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Priming-Booster Method using
HVJ-I iposome/HSP65 DNA+IL-12 DNA vaccine and
BCG in Cynomolgus Monkey

mme G1:BCG Tokyo + HVJ-liposome/HspB5 DNA + [L-12 DNA
= G21HVJ- iposome/Hsp65 DNA + IL-12 DNA + BCG(Tokyo)boost
= G3:HVJ-1 iposome/Hspb5+1L-12 DNA
— G4:BCG Tokyo
G5:Saline
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Body weight of cynomologus moukey treated
with HSP65DNA+IL-12DNA vaccine

Increase in Body Weight

G1
(DNA 9 times )

G2

(control saline)
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Proliferation of PBL from vaccihe—treated
monkeys by the stimulation with HSP65

- G1:HVJ-E/
HSP65+IL-12DNA

A G2:Saline
(Control)
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Affectoflong-term interval between priming and
booster (4): survival rate
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Prevention of TB using long-term interval between prime and boost,
and then challenge TB by the intratracheal instillation into monkevs 4
weeks after last boost. (each group: 5 monkeys)
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