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#3
HRUREIH SREERRREFOMBRFOREOFLD

. ; Yy I A X (95% CI)
GHERETF  Ral AT/ SR E ST _ (s /s /P pa
ILi0 1931-g32 -1082A—C Gambian 358/106 1.8(1.2-2.9) {1
IL1IRA/ILIB  2q14-14.2 IL1RA A2-/IL1B (+3953) A1+ Gujarati Asian ~ b4/6b 0.028 2]
IL1RA 2q14-14.2 allele? Gambian. © . >400/400 0.03 3]
NRAMP1 2q35 INT4 C+3'UTR del Gambian 4101417 4.1(19-8.1) [4]
NRAMP1 2935 JUTR ' Koréan ' 192192 18(1.1-3) (5]
NRAMP1 2935 5(GT)n, Asn543As - Japanese 267/202 1.9 (1.3-2.8) (4]
NRAMP1 2935 INT4C" o Guinea-Conaky 44 RR <0.04 7
L8 4q13-921 251T—A White/African American  167/180 3.5 (1.5-8.1) {8]
IL12B 5931.1-g33.1  (ATT)- o Hong Kong Chinese 516/514 2.17(1.5-3.2) 9
HLA class |  6p21.3 Al, Cwg, Cw7 Indian 235/289 . <0.001 [(10]
HLA-DRB1  6p21.3 DRB1*1501 North Indian 20/46 4.8 (1-23.3) [11]
HLA-DRB1 6p21.3 DRB1*1501 South Indian 126187 2.7 (1.3-5.9) [12]
HLA-DRB1  6p21.3 DRB1*1501 Mexican . 50195 7.9 (27-23.1) [13]
HLA-DQB1  6p21.3 DQB1*0503 Cambodian 78/49 0.005 [14]
MBL 10qg11.2-21 R52C, G540, G57Q Indian 2021109 0.008 [15]
MBL 10q11.2-21  G54D ~ South African N 91 (64) 179 ' <0.017 {<0.002) [16]
sP 10q22-923 1A3 Mexican 1071101 9.3 (1.6-53.4) [17]
VDR 12q12-14 codon352 (it) Gambian 408/414 0.01 [18]
VDR 12q12-14 Fok | ff or undetectable VD  Gujarati Asian 71/42 51(1.4-18.4) [19]
IFNG 12¢14 874A—T South African 313/235 0.0055 [20]
P2X7 12024 -762T—C Gambian 323/347 0.55 (0.32-0.93) (21]
IL12RBA1 19p13.1 R214-T365-R378 Japanese 88/197 2.5 (1.2-5.0) [22]
IL12RB1 19p13.1 -2C—-T Moroccan 101 B 2.7 (1.2-6.1) (23]

IL1RA, iL-1 receptor antagonist; NRAMP1, natural resistance-associated macrophage protein 1 (SLC11A1); MBL, mannose binding
lectin; 8P, surfactant protein; VDR, vitamin D receptor; IFNG, IFN-y; P2X7, P2X7 purinergic receptor; IL12RB1, IL-12 receptor 1

[1] Delgado et al. J Infec Dis, 2002
[2] Wilkinson et ai. J Exp Med, 1999
[3] Bellamy et al. Tuber Lung Dis, 1998
[4] Bellamy etal. N Eng J Med, 1998
[5] Ryu et al. Int J Tuberc Lung Dis, 2000
[6] Gao et al. Clin Genet, 2000
[7] Cervino e al. Ann Hun Genet, 2000
[8] Ma et al. J infect Dis, 2003
[9] Tso et al. J Infect Dis, 2004
[10] Balamurugan et al. J Infect Dis, 2004
[11] Mehra et al. Int J Lepr Other Mycobsct Dis, 1995
{12} Ravikumar et al. Tuber Lung Dis, 1999
[13] Teran-Escandon et al. Chest, 1999
[14] Geldfeld et al. JAMA, 1898
[15] Selvaraj et al. Tuber Lung Dis, 1999
[18] Hoal-Van Helden et al. Pediatr Res, 1999
[17] Floros J et al. J Infect Dis, 2000
[18] Bellamy et al. J Infect Dis, 1999
[19] Wilkinson et al. Lancet, 2000
[20] Rossouw M et al. Lancet, 2003
[21] Lietal. J Infect Dis, 2002
[22] Akahoshi et al. Hum Genet, 2003
[23] Remus et al. J infect Dis, 2004
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FAEB  Asn543Asp genotype frequency

ERXE 270 899 98 03
EREER 269 838 162 00
R PERE 47 932 68 00
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(1) SHIMEEZBE D SNPs FETICBN T, At O 8 HKOHEMR CREERRICHR
L. TCIREBIGEREH B)IEICgREn 48 flf Sh7a =7 Mk
ahie,.

(2) F(LERFERT (RAEIR) BRI & OEFRATR TEHIM MRkl ERE AN 48
Bl fRAT Uiz, R ARERE 270 f L BHIBS ERAE 270 il ORWERE TR
WEY QOEIMETHNT 2T o7, =7, MRNFEERER~ORIRWG SRR
IzB8 59 % “Mendelian susceptibility to mycobacterial disease(MSMD)” &z F-BED
FERBEFRITZ T -7, £ORER, OSAFHERZMDR-TB)EE Tid NRAMP1 ©
SNPs /%% —)(Asn 543 Asp)iT&EV A58 S, MDR-TB & TiXE OB o
BVWHAEFRTATESESTREINE, Q&7 MIBTHEAREMEICNTE
2000 HOEEBEFOTOF b 7 v —.A P450 ROBETF 700 Bz VTR L,
CPY1Al BEF THRRMBE LN, R IAERE L ORI TE 5 SI21X
bo bR AV TARBETH D,

(8) T I, HEEEREZ 7 granulysin DEERMT /'iZ/f DREHEST LT_O Bz
S T #iBaH HEEAE X h 5 killer serectory37 (KSP3T ¥ /37 DEET v A 0)—1“‘6
ResE Ui, & OFE R, ZHIM R B E T granulysin BRBROETITH Sz,
XD T gV ARER L, TORBREANBZERORTHARD LN

(4) (OSNPs fi#t
RUQT A BT (®iZ granulysin) ;

BEEEEA 20 MDR-TB 124 LBARE A2 RE A £33 > TWARWRERECH L e
REOBRCEBNRES - BREEST 5, TROBITERER~OFER - RS KR
ChH B, ZhEDFRLHERE  BFEIAROAR TR HRICRET S AERS S,

E. #W

1. ZHImHERZERE (@Arhﬁ*ﬁﬁﬁﬁ?ﬁ@ﬁ%ﬁ? v FU—ZERALE) Y /z\ﬂ?
ARV E LOEHT SNPs ARITIEIC & 5 ZRIMHEREOBBHIERZ R T D & & biT, FL
VIEEIER R T AT u Uy MR B L R T TS Lit, (T TICHE
ERFESEIE O project TEMEH V) T CENREERIRR MIAHERR. KR
TR . T UAR—EFE ¥~ BOKRKRERE, ERRESERAIFER RIEZRE
5. EXRESERERRE BN —ZBRER. ExRERELEREE PTHASRER, B
VRS RS TR IR REER & RRFETE X ORR THEZASOHFTE2XT
ik, SEIMHERZREOME 48 fiz iz, BIEREH ZHMESREHR 100 F1~200
Fl, BERRZEBZEE 100 #]~200 £,

2. BLERFERT GRKEIR) B)IIKERELE L oXRBIFETEAmT: if"‘ﬁ"*ﬂ%" KM 48
PI%MENT Ui, B ASTERSE 270 fil & AR EE 270 il ORMETRTHITR
0 QOESBEIMITET o, £, MIENFELREE~OBRNEBMECEET
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% “Mendelian susceptibility to mycobacterial disease(MMSMD)” B FHOEFEEE T4
WM E4T -l FORE. OZ2FHEFE(MDR-TB) BE TIiX NRAMP1 @ SNPs /$ % — > (Asn
543 Asp)iZB W A3589H B, MDR-TB B3 Ci3E O MR AAE OF WV B BEFR T 5 maE A
TEEh, @24 ACRIT 3 ERRMZMIC OV Tk 2000 BOEREETFOHOF b
7 v— A P450 ROBEF 700 B2V THNT L7z, CPYIA1 B F CHEES B O,
T2 U I NVERRE L ORI TX 5 BI04, bo L SADH U TABLETH S,
3. (BEERERHBRy U7 ERALE) SRIWEER S T MIGEESEir (B
BREEAS) L 3FH LV SAIMMEERE T HER CBRIEORR, 40, MixERE
&7 granulysin DB T v A DREFEL L, EoRFZ-THREMLGEESR
% killer serectory37 (KSP37) % L7 DERT v A OB LIERPTH 5, Transgenic <
TABERM U, ZhERAWEEEIIXT 5% 7 —ESRE Ehi,

4. BERERPREBRY FU—JEFALE, Be0ZHBHERERICL ST 7 —
CHSEETIEIENE (SR TLR SORMAL) OMH L - ORI X 25 LV 2
B, WEEORRE - ZARMEEEEZEBISES T TICSAImHESZE T TLR4
DFBRBHPOL R —TF B REEEZINDTHLNZ L, o

F. B

1. RXER -‘

1) Kita Y, Tanaka T, Yoshida S, Ohara N, Kaneda Y, Kuwayama S, Muraki Y,
Kanamaru N, Hashimoto S, Takai H, Okada C, Fukunaga Y, Sakaguchi Y,

- Furukawa I, Yamada K, Inoue Y, Takemoto Y, Naito M, Yamada T, Matsumoto M,
McMurray DN, Cruz EC, Tan EV, Abalos RM, Burgos JA, Gelber R, Skeiky Y, Reed S,
Sakatani M, Okada M.: Novel recombinant BCG and DNA-vaccination against

~ tuberculosis in a cynomolgus monkey model. Vaccine 2005:23(17-18): 2132-5.

2) Kita Y, Tanaka T, Yoshida S, Ohara N, Kaneday, Kuwéyama S, Murakiy,

" Kanamaru N, Hashimocto S, Takai H, Okada C, Fukunaga Y, Sakaguchiy,
Furukawa I, Yamada K, InoueY, Takemoto Y, Naito M, Yamada T, Matsumoto M,
Cruz EC Dela, Tan EV, Abalos M, Young LJ, Burgos JA, Gelber R, Skeiky Y, Reed S,

' Sakatani M, Okada M.: Novel (Recombinant BCG- and DNA) Vaccination against
Tuberculosis using Cynomolgus Monkey. Immunology 2004 MEDIMOND

‘International Proceedings 2004; 403-406

3) 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: an
interferon-gamma-based assay using new antigens. Am J Respir Crit Care Med.
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4)

5)

6)

7)
8)

9)

2004;70(1):59-64 . _
Miki K, Nagata T, Tanaka T, Kim YH, 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 antigen 85 compleéx and
MPB/MPT51. Infect Immun. 2004;72(4):2014-21. '
Yoshida S, Tanaka T, Kita Y, Kuwayama 8, Kanamaru N, Muraki Y, Hashimoto S,
McFarland C, Allen SS, Inoue Y, Sakatani M; Kobayashi E, Kaneda Y, Mcmurray
DN, Okada M: DNA vaccine combination encoding mycobacterial heat shock protein
65 and interleukin-12-encapsulated in hemagglutinating virus of Japan-liposome
induces CD8+ CTL and confers protection against Mycobacterium tuberculosis both
in mouse and guinea pig model. 2005(submitted) '
Nakano H, Nagata T, Suda T, Tanaka T, Kuwayama S, Kanamaru N, Aoshi T,
Uchijima M, Chida K, Nakamura H, Okada M, Koide Y: Immunization with
dendritic cells retrovirally transduced with mycobacterial antigen 85A gene elicits
the specific cellular immunity including cytotoxic T-lymphocyte activity specific to a
dominant epitope on antigen 85A. Vaccine 2005 (submitted).
Mitsuyama T, Kobayashi K; Matsumoto S, Kawakami K, Kawamura I, Okada M:
Establishment and evaluation of novel vaccine against fuberculosisi cutting edge of
basic study on tuberculosis. Kekkaku 2004;79(8):27-41.
MHEETE: RE AHE REEEEASRE, BREE, AR, BHRFE: MhiEX
(RRIE : W - A NARR EW L ZRBEUEFERE) REEFEREM (EHFHR
2004;p2659-62.
BEHE2FIGRE RFX, @8R B rF 0. &% %4}‘& (B 2E T FF% R
¥, EM¥HE. 2005 (in press)

10) MB£F): EREZ, EBER V1 I ORE~DES BIE Fi‘?ﬁﬁ’ékﬂ*

A Ay HLWEBET ZF 2 BEOHOHBMY A b A L -state of arts
2004;209-213

11) BR£E], Bf&RE, E@Y*?— %‘%MéB—T— &ﬁﬂ% HAHEF, ﬁmiﬂ_% li EE} %1

&, BRETE, BHET By s Fo. RS 20057(1):63-70.

12) BE£E, BRELE, BEET, RS HF, SUlT, HAHET, BxER, B

£, EAXFAE, GHET BREEHEIC a‘oh‘éﬁfu,% - RFEGT 7 BI%. BE
£ 2004;42(1):61-69.

13) MBAS: HLWHAEEY 7 F U BROBR SRS vy;jf*/f‘vw. itz

2004;78(8): 487-501 -

14) BH£S: #V%ﬁ%ﬁ%@%ﬁuﬁ %‘?tf&*ﬁtﬁﬁ‘?&%/@{’?ﬁknﬂﬁ e

2004;79(8):497-499

—143—



15) M HA2TE]: BAGRE L BEREOERE. BHEFE 2005 .

16) AMHRARS, MALQE, $eARE, FMEIE, # E&H— 2003EE ExREFISETL
WAkt ERRTFFE T 7 — HEEE. 2003FE |EHrFRrnrsbaRkic BERTFE R
#— ZEEE 2004;1-580 - 2004

17) BHAT]: fifkfk* 7—TEDNA- VI F o - Yo eFy bBCGRUY o=y kD
7F U DRFEIZEDFLWTET « 8287 - 18RE (8 MEERBRICERbVIEVWI =7 A1
ZRWE) | FRISFEBREZERIFE &% o REMARSERRER
Annual report 2003 U.S. Japan cooperative medical science program tuberculosis
and leprosy panel. 2004;167-187.

18) BAL ], RANR, KEFAL, BRI, KFEEH, FEEA, BBET, :tHIB%
BIREB, FFELM, fHER, #FLE— Fﬁ*ﬁ‘ﬁ?%r@r%ﬁﬂ%h§0<%chfa??‘é‘ﬁ{f%@ﬁ*ﬁ
BT ATE XS TV V35 - BEREEACLD2RERRICE S HEE
UsFy (BF2=y b= DNA—+ Va2 hBCG—T 7 F1) « {LREFRIERO
BRI LDFH LIa - T - sl E£SBEFRBRMES HH - BRBLER
FEE ERISEE B - HHENERESE 2004,1-128
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1) Okada M, Tanaka T, Kuwayama S, Yoshida S, Kita Y, Kanamaru N, Muraki Y,
‘Hashimoto S, Kaneda Y, Ohara N, Yamada T, Inoue Y, Matsumoto M, Gelber R,
E.V.Tan, E.C. Dela Cruz, R.M.Abalos, L.J.Young, J.A.Burgos, D McMurray, Y Skeiky,
S Reed, Sakatani M: Novel Vaccination (HVJ-liposome/ HSP65 DNA+ IL-12 DNA
and Recombinant 72f BCG) Against Tuberculosis Using Cynomolgus Monkey and
Plan for Clinical Trial 40th Anniversary United States-Japan Cooperative Medical
Science Program Tuberculosis and Leprosy Research Conference. 2004;142. Kyoto,
Japan

2) 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 Vaceine and -
Immunotherapeutics, p67. Keystone, Colorado, USA) 2004.01

3) Okada M, Tanaka T, Kita Y, Kuwayama S, Muraki Y, Kanamaru N, Hashimoto S,
Takai H, Okada C, Fukunaga Y, Sakaguchi Y, Ishizaki K, Yamamoto S, Matsumura
A, Tuchi K, Kwahara M, Sakatani M.: In vivo induction of tumor-specific CTL
against CEA-antigens and MAGE-3 antigens expressed on human lung
adenocarcinoma by using CEA gene therapy and adenovirus vector. American -
Association for Cancer Research. Orland, U.S.A., 2004.04
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QOkada M, Tanaka T, Kita Y, Kuwayama S, Muraki Y, Kanamaru N, Hashimoto S,
Takai H, Okada C, Saito I, Matsumoto M, Sakatani M.: Novel Therapic DNA
Vaccination using adenovirus vector / IL-6 DNA + IL-6R DNA + gp130 against
Tuberculosis by the Augmentation of in vivo Cytokine Activity. American Association
for Immunology. Washington, U.S.A 2004.04

QOkada M.: Novel HVJ-liposome /Hsp65DNA+IL-12DNA vaccination and
recombinant 72f BCG vaccination in a cynomolgus monkey model. WHO (World
Health Organization ) STOP TB Vaccine Meeting. Manila, Philippines. 2004.04
Mazurek GH, Mori T, Sakatani M, Yamagishi F, Takashima T, Kawabe Y, Suzuki K,
Shigeto E, Harada N, Mitarai S, Okada M, Inoue Y, Tsuyuguchi K, Sakataniy,
Tsuyuguchi L.: Accuracy of 2 Whole Blood Interferon-Gamma Release Assay Using
ESAT-6 and CFP-10 for Detecting M. tuberculosis Infection in BCG Vaccinated
People. 2004 International Conference, American Thoracic Society. Orlando, U:S.A.
2004.05
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Sakatani M, Okada M.: NOVEL (RECOMBINANT BCG-AND DNA-).
VACCINATION AGAINST TUBERCULOSIS using cynomologus monkey. 12th
International Congress of Immunology. Canada, Monteral. 2004.07

Tanaka T, Kuwayama S, Kita Y, Kanamaru N, Muraki Y, Takai H, Yoshida S, Ohara

N, Yamada T, Inoue Y, Gelber R, Tan E; McMurray D, Sakatani M, Okada M.: Novel

Vaccine (HSP65 DNA + IL-12 DNA Vaccine and Recombinant 72f BCG Vaccine)
Against Tuberculosis.: The Awaji International Forum on Infection and Immunity.
Awaji, Japan. 2004.08

Kita Y, Tanaka T, Yoshida:S, Ohara N, Kaneda Y, Kuwayama S, Muraki'y,
Kanamaru N, Hashimoto S, Takai H, Okada C, Fukunaga Y, Sakaguchi Y,
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