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(B8 LS
(11 @ $HILWDNA D Z7F 0% : © HSP65DNA+IL-12DNA U 7
ik, EAFEY FTBCGUIZFUEOVEYT, ¥4 (=2 A4HFNL)
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@ FHLWY o FBCGUIFOME . 72f BCG L, AT
BCG L 0 L WVEETHU 2 F o hBEB LMz L,
G HLWEEY Ta=y N F 0% Mtbh72f fusion BB +BCG
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21 =Aty FERVWEBEERARLERIZBIISHLWEEY I F 0

— 310 —



TR RDT v 4 T HSP65DNA+IL-12 DNA U 2 F 42 BCG L ¥
LA THEZEER LR,

8] ZhooFH LY 7 F 2 OHSP65DNA+IL-12 DNAUZ Fo . @
Yalv o bBCGUIF o QIAUBMEF 7 +BCG 7 7 F i1t
FUITHKEBBIF TH=2 4 FLDFET BCG L0 LENRBEETHY 75>
THhBHIEERLM L,

[4] ZhoovsFrolEREAZEELTWVS,

B] ThooHMELEBIED TEH < FMH S WHO (World Health
Organization : # 7 {%{Z#E) X 9 Global Partnership to stop TB
(WHO TB stop Partnership) IZ&H &7, &5i2 WHO STOP TB
Vaccine Meeting @ 2 23— {|Z8#H S h 7=,
LIEDBoTINGEDE LW T 7 F U 2R MOL TR LRIzt
LTEEERZITIHERSH S,

[¥rk 156 FERX - F2RKRE]

%] 4 7]

1. Miki K, Nagata T, Tanaka T, Kim Y'H, Uchijima M, Ohara N,
Nakamura S, Okada M, Koide Y.: Induction of protective cellular
immunity against Mycobacterium tuberculosis by recombinant
attenuated self-destructing Listeria monocytogenes strains harboring
eukaryotic expression plasmids for Ag85 complex and MPB/MPT51,
Infection and Immunity 2004 72(4):2014-2021.

2. Mon T, Sakatani M, Yamagishi F, Takashima T, Kawabe Y, Okada M,
Shigeto E, Harada N, Mitarai S, Suzuki K, Inoue Y, Tsuyuguchi K,
Sasaki Y, GH Mazurek, Tsuyuguchi 1.: Specific Detection of Tuberculosis
Infection an Interferon-gamma Based Assay using New Antigens.
American Journal of Respiratory & Critical Care Medicine 2004 (in
press)

3. Koide Y, Miki K, Nagata T, Tanaka T, Kim Y-H, Uchijima M, Ohara N,
Nakamura S, Okada M.: Induction of protective cellular immunity
against Mycobacterium tuberculosis by recombinant attenuated
self-destructing Listeria monocytogenes strains harboring eukaryotic
expression plasmids for Ag85 complex and MPB/MPT51. Keystone
Symposia‘ Rational Design of Vaccine and Immunotherapeutics, 2004,

- 311 —



10.

p.67.

Koide Y, Miki K, Nagata T, Suzuki M, Aoshi T, Tanaka T, Kim Y-H,
Uchijima M, Ohara N, Okada M.: Induction of protective cellular
immunity against Mycobacterium tuberculosis using a DNA vaccine
encoding MPB51 antigen carried by attenuated suicide Listeria
monocytogenes and identification of T-cell epitopes of the antigen.:
Thirty-eighth Research Conference on Tuberculosis and Leprosy,
US-Japan Cooperative Medical Science Program 2003, p.32-38.

. R. Ryll, M. Hirai, M. OQkada, N. Fujiwara, I. Tomiyasu, Y. Kumazawa and

I. Yano: Inhibition of TDM-induced TNF-a release by sulfo lipid: a
potential new virulence mechanism of Mpycobacterium tuberculosis.
Microbiol. Pathogenesis (in press)

Mitsuyama M, Akagawa K, Kobayashi K, Sugawara I, Kawakami K,
Yamamoto S, Okada M.: Up-to-date understanding of tuberculosis
immunity. Kekkaku. 78(1): 51-5.,2003

Okada M, Tanaka T, Inoue Y, Matsumoto K, Yoshida S, Ohara N, Naito
M, Yamada T, Kaneda Y, Matsumoto M, E.C.dela Cruz, E.V. Tan, Skeiky
Y, Reed S, Sakatani M.: Novel (recombinant BCG- and DNA-)
vaccination against tuberculosis Keystone 2003, P93, 335.

Okada M, Tanaka T, Inoue Y, Takemoto Y, Yoshida S, Ohara N, Naito M,
Yamada T, Kaneda Y, Matsumoto M, E.C.Dela Cruz, E.V.Tan, R.M.
Abalos, L.J. Young, J.A. Burgos, Skeiky Y, Reed S, Sakatani M.: Novel
(Recombinant BCG- and DNA- )Vaccination against Tuberculosis
FASEB 2003 17(7) C25, 32.9.

Okada M, Tanaka T, Inoue Y, Takemoto Y, Yoshida S, Ohara N, Naito M,
Yamada T, Kaneda Y, Matsumoto M, E.C.Dela Cruz, E.V.Tan, R.M.
Abalos, L.J. Young, J.A. Burgos, Skeiky Y, Reed S, Sakatani M.: Novel
(Recombinant BCG- and DNA- )Vaccination against Tuberculosis.
Thirty-Eighth Tuberculosis and Leprosy Research Conference 2003,
P191.

Okada M, Tanaka T, Inoue Y, Takemoto Y, Yoshida S, Ohara N, Naito M,
Yamada T, Kaneda Y, Matsumoto M, E.V.Tan, E.C.Dela Cruz, R.M.
Abalos, L.J. Young, J.A. Burgos, Skeiky Y, Reed S, Sakatani M.: Novel
(Recombinant BCG- and DNA- )Vaccination against Tuberculosis . The
Awaji International Forum Infection Immunity. 2003, P126.

— 312 —




11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Yoshida S, Kondoh D, Arai E, Matsuoka H, Seki C, Tanaka T, Okada M,
Ishit A. Baculovirus virions displaying Plasmodium berghei
circumsporozoite protein protect mice against malaria sporozoite
infection. Virology 2003, 316(1): 161-70.

M B2 FHEERE MM DOFERE~OREE—RRYE) “EF0HD  $M
{v-state of arts” BREZ. EHER EWEEHR ER 2004 (n press)
EH2T): g (RUREE Ml - VANV ARPIZ X 2 RMEMERZR) 5
EEZRK2H) FE BHEK RAEE BAYE. ZEBESR, kAo —R,
BHRE BT B 2004 (in press)

FH4AF: B (RIE 8 YA LRSI X 2RMEMERES) (55
EFEREH) RE AHER REEE =ARE, BEZH, bA—E,
BHEKE B ER 2004 (in press)

[EHRAEF: BEEREER (RE 8 - U A VR VI L DRMEMN) T3
EEXR2HE] RE BHR Bl SATE. BEFEE, bA—r,
BHWE B HIE 2004 (in press) .

MHET): F-R2EET 7 F AR “BFEID  RRaBEIcBi 2 5HmA”
EREKSeE (HAR®) 2004

MBS FEVIFr B E 4R RE RFEX, 8R— EXFER
AR (HRRS) 2004

B RE£E: #Z “OFTFHREESE (OB ZEHIEOTE - BEEF~OHK
B DFTHREEFNITSMR ppl50-161, 2003, ADRE, KR
MEEF: 1 #8158 F-RRHEEVI7Fr. BABEHBE  Nodi2l
Page89 2003.4.

FBEF: MiEgEx7—-T &V arvr FBCG -DNA—DUZF v« RN
BTy b FUORBIZE DB LTS - 2281 AL (U R,
EY b A=A FNERGW) FRK 14 EE B RESLGIE -
Nt SREFHSEREEE Pagel85-192 Annual report 2002 U.S.
Japan cooperative medical science program tuberculosis and leprosy
panel 2003.4

M HEEE]: BEimbt - EEMCB DK &5 i FPREE B -
BANCKH T AEERREGEF LWEET 7 F o BRAY 2 F U RUHLVWS
WHE « FRHEDRF) & 5EM. EH 57 % 15 Page51-53 2003

— 313 —



=1

fRE-1dnoig Bupjiop autodea g dOLS OHM2 diysiaupied 91 dO1S OHM —

—g L snuinouspy * (| EEEHIEFI000L) — L4 AVY
— G631V (L)

(OE) LG CHENINES AR LNO-LY (iPienuslled L L4 6/ T EE (9)

(U6 ) =1g) (18)500Q) L4011 + (Buwnd) 909
 poyis|y 1e)soog-buruiid (g)

(¥ 4:2) ¥NQ paie|sl 9-|

G O XRG (P)
Apn}g 1 eseud

(+FREHUER LS E AN LM SEIZL AN
U H)G=%) EHAPOOT ridlG (=T L4 (E)

(¥62) EHAFPOIE 904 (15adW+858+Vs8BYN~<-£ AN @

QIES T e rAR T2 | T A 479 23%0)= BT L Lad 4= Vel (R ()
HAPO2d A4 090a47 L AN (2)

GV 6= eI Y E62)  VYNA T+ YNQ §9dSH / ewosodi-PAH
BENMFr909 7464 wNa (1)
KB O LL O

[Arewwung ]

— 314 —



X 1

ke | ®v | % | Bmser
908Ul
e s we N A AL
(24001 YNQa 2171
(8 @y | aroog) | *YNA S9dSH
e jowosodi)
“r'AH

WHI G | 443U £ 6

W) 42K

e =S

Y62

S|apow |ewliue Buisn sisojnatagqn) |\
10} saulooeA [9A0) jo Juswdojanaq ayl

=315 -



Protocol

Novel vaccine for Tuberculosis
Cynomolgus monkey

Group 1. Recombinant Mtb72f BCG 4 animal
Group 2. HVJ-liposome-Hsp65 DNA/IL-12 DNA 4 animal
Group 3. BCG + Mtb72f protein 4 animal
Group 4. BCG 4 animal
Group 5. Saline control 4 animal

Total 20 animals
For more than (one) year

TB Erdman 5X102
Intratracheal instillation

Monkey | ~3W~~ 3W‘Y4W“l

< 7
1 year
Mtb72f BCG BSR
HVJ-liposome-Hsp65 DNA/IL-12| Body Weight
BCG + Mtb72f protein Chest X-P
BCG Immune Response
Saline Survival
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