CN 107219363 A

(19)Fhfe A B HFEE R HMIE =G

(12) ZRRE F|EIF

(10)BIFE A FS CN 107219363 A
(43)BIENTH 2017.09. 29

(21)EIES 201710197677.2
(22)EiEH 2017.03.29

(7TDHEIFA RIUEH HEVRHEERA A
ik 430206 AdEAE DT EIEAR I R IX
[EHT K IE 8585 A Wy 24l — HAA82-1
73

(72)KPBAN THEH] skipf  EEEME RER
miR BCPE
(74) EFUCIENAD AL R0EFE AR A TR
/A 11228
KRIBA 7KIE

(51)Int.Cl.
GOTN 33/569(2006.01)
GOTN 33/535(2006.01)
GOTN 33/577(2006.01)

GOIN 33/68(2006.01)
GOIN 21,/64(2006.01)
GOIN 21,/76(2006.01)
GOIN 33/52(2006.01)

BORIZERATT 45150
FrBIZRTIT

(54) ZBA &R

FE TR 0 5 A2 JE e T R P g D AR R
J37 FH
(57 %

AR AFE T —Ff A I &5 2 B G T4
BB JE , T R = B JF A A0SEQ 1D NO. 1~
SEQ ID NO.28f717~,4FEISEQ ID NO.1~SEQ ID
NO. 287 ) J\ 2% 22 Ak T3 [AIESAT-6 FICFP-1042 ik %
FrE LR E 4 S P T 8 A% 0 T e TR
B4 T 440 A A S 1 ) 43 A TPN -y, 38 iAW ) R
BUE AR BRI AL 7 — MR T T A AR T
21 ) RS AR &, A AR &, B AN
ML AT BT S RIBL, TE 7R 43 B A0 F L 5 A 40
RS B A s v 1 R U R e, L ERAE TR
S S AR AR, » B A vy RO PR I FH A



CON 107219363 A W F ZFE ok B /17

L. — i FH TG 000 45 2 B e R A I i B R A S, AR EAE T i R A & W B
ESAT-6.CFP—10M15 45 5 3L 1 ¢ 7 41SEQ 1D NO.1~SEQ ID NO. 281 fir 7R (4T )\ 4k % Ik B
BN B2 KA A

2. BRI E SR LBTR R SR A4, HARREAE T, ik i )\ 5% 2 IKBUT )\ 46 DA 1 2
k44 % 5 TR SEQ 1D NO.1~SEQ ID NO. 28— w731 H A5 85 % [F] Y 11 (1) £ ik,
B¢ % FHESAT-6-CFP-104 #1 iR ESAT-6 . CFP-10,

3.HIRRNEE R 2T IR W B S S A4, LA AR , FTiRESAT-6 (1) & 2 /7 5 WISEQ 1D
NO. 295175 , T iR CFP-1011 2 528 7 7 ISEQ 1D NO. 30173~ , I IRESAT-6-CFP— 10 [ L 1%
FEAAISEQ 1D NO. 31w

Aol FH T 00 225 A S R IR 2 A0 M P 3k o, U AR AE T B O BOR) 22 R 1-34F— Fr
AR A AR y — TP 2= B

5. AR EE SR AP i (1)) 8, LR AR AE T, e Iy — 90 25 10 70 60 455 g ke 0%
R MR A2 R A DU 1) - B 8 2 A k)

6. QBRI EE R A B il ) & i B2 A FLRRAEAE T, AT R AR E2 40 e 22t 4n b v ik
(R0 i AH S I 43 s B 4 L R 5, BT S ol v — PR

7. QBUR)EE 3R 6 Bk ) B i B, FLARFAE A5 T, Pt bR 28 40 e SR 5 T 40 JEL L P VR
7K B K .

8. QIAUREE 3R 6 B il 7 S B2 A SLRRIEAE T, Frid B 4 A4 v FriRESAT-6 FICFP-
1085 FIT IRESAT-6-CFP—-10 [t ¢ & %94 ~200mg /mL, BTk 22 ik (3¢ 2 40 ~1000ug /mL

9. AR EE R 6 B b i 7R & 1 B, FLRRAEAE T, BT A I v — T3 R 10X e 45 H
Tl 12 6 2 PPV 9 P 5o B, EAG DU &5 SR AN BT iR 0 SR 4L & WV A 4 S, A6 0
S5 R0 N T s FAMIR AR 25 A AR I (1 85 4 FBH P R, A & S0 AP

10 JBR RO Bk R & i B2 T, HASAEAE T, 3T g v - TR S &, KN
RT-N=0.15~0.510/mLI , AW IG5 4% 73 BB s R D45 B T-N<<0. 15~0.510/mL, |t
RIEGLERZ S BT 1E -
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AT NS ZERTARN IR K2R N A

BR G
[0001] A B B AL BRI, BAR I = 5 0 S R T4 0 405 2% Sk A T2 M ) 0 Ji 15
LN A o

BRREAR

[0002]  Z54% 993 e T B IR E AL BRI ™ M IR E M A A B R Rl — PR
St BAEHL, 2 H 172040 45 1% 5 B B RO &, B4 20200 77 NFET 4995 (2
V-, G5 o RO B D R AR VAL SR ) 7 RS VR IR . 2001, 28 (5) 192-97) SRtk , HE
T R I 3 (1) T VEAE S5 A% TR B v 2 B 4 0 R b oy v A I B B2 4 o

[0003] I KIS W B ARG 45 4% 0 BT B AL 2 B R e o I JL T4 2K I R 2R
ZizE R A (TST) RIZW & 7 B EERRE TSI MM 22 EATAEY
(purified protein derivative of tubercuLin,PPD) , &45%% 9 F AT HE B 55 i i FH
BV, 5H2002 M, 541 Bacillus Calmette—Guerin, BCG) Befh IR LS A AT
TG AT AE AT SN o TS T W 45 2 T 48 UL AE Wl IR )92 58 FH A 9% 1 — R 0 v A& P T4
[P.Andersen,et al.lLancet356 (2000) 1099-1104.] . M 19214F 2 B -EA4 -t BIIAE N 1E, 4
IO A 3G NFERI R A1 o DRI TSTA B GL 2 2 W O EL 52 BB K 52, ‘S B TSTiZ ¥
(R AERAPERUIS , PR ERAN TR AR L 45 AL AT & 5 B B AR AR S5 % 0 A B I

[0004]  XF &5 A% R A B2 BB R TR A BB 4 (0 B TR 15 57, B IR R HE , FE ARG
I x S5 2 Ao 7 e 3500 0 2 2 A2, AN HA Y (1) i RAEIR S A BB W s HoAth i 2 W 7
ENG W TR Z R e Ve B PR B R o A R AN AR AS[ENS W A 2 7V 1
SRR YE NS SR IR - 2 B B 9% (9 3873 % F1100%) 5 PCR (9 5142 % F1100 %) 5 i
XL (3 AIN6T % ~T7% MI66 %6 ~T6 %) s 45 1% I 2 15 (070 994 %6 120 %) 5 LG5 (7
M N33% MI8T %) o FHI AT W, , I AT () 3 A5 AT T A W 77 vk B AU M R e 1P T V5 () 38 3 e
o

[00058]  Z54% o BT BRI AR S5, B e 2 AR I S0 JR G 1HU)  SOE AT LAA 1) T4 e e 9%
REZ A WA= y FHE (IFN-v) L JGH RIEPUAEZ B GAE o 3 T4 i e Ak R S 104z
MM, R S S BT EAE 5, 2 B W A IEN- v RESUAS 28 G F - PR
RS TRN- v 72 A s S AR 5 IR SR BOR i 2 UTAE OC o TR G, 5 R 5 % 40 e M T 4 S
() 70 JER A A A1 30 e e e 2 AR B 1) TG, P 35 50k MU T it 7= A v 7T ) 45 4% 43 AT T 4
FEIIEN-y , 1 AE 45 2% 5 BT R I g 2 B R 45 4% 0 i 3 7 AR I TRN- v 1 &5 R F B 5t )i
PR AT, AT SEEZ W B 1) o AT WL, TR I R IS % 4 B T A S R, A
R — AR B A = EM AR .

[0006] 19964, Stover&Fid it Jsk Bl 24 A W 5 VLM E T BOGAEAR AL A R v 2 2R (138, 78
Y RERIX (Region of Difference,RD) , RDIXIRAELE T 4540 AT B , i £EBCG I K £
B G o AT B R s (R, 2508 4 45 % B I R Sk 3R = s W it e . | AR IR 2l PR AR
WAk 2 R 56 22 23 0. 2002523 (6) :342-343. ] o Horpr, RDT X 48 4 A5 (1) 52 35 43 1 JR #E6KD
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(early secreting antigen target 6KD,ESAT—6) FI¥;F=yEM B2 A 10KD (culLtufiltrate
proteinl10KD,CFP-10) P F/Ng+FE MW EA , EMTETAM & F 2N P 2 —, T L%
SRR I A T O

[0007] % JLE B YA T REA, 47 SCRRIRAE , ) LAESAT-6 AICFP—1 083 H: 22 ik 1 9
BUs, W R BT Z1973.5%-88.9% (FhIk, ELTSPOTAL JIH AR AL JL B 5% m iz W i R H
PRt % o i S5im IR . 2008. 6: 349-353; $4E7E , TR - v BOAIRAE LB 45 i s g 1)
S A E R B R 2. 2016, 3: 176179 A= , 182 FH i IBC 40 % B VR DR A2 W7 )L 38 45 4% 70 A
FFEE G A AT, P B S 4R 4, 2012, 11: 1703-1706) o4 T —LeHFFRAEAS, 1L | )2 AR
T BT R G , ESAT-6 I CFP—10 2 Ik S AT A 0l 0 5 45 % o0 BT B R A HE AR SR A
=1 TS ASBETE R Im R K

LZRAE

[0008] X I AT 4G ) 7 V20t T — B Rp R A AR, T LB S B AIR R SO I IR G S i o BT
B REAS R AN 2 AR B B B AE Tk — b B TR I 285 4% 43 e A B L T4 B i B iR
HEW, ZIURA S VU FIESAT-6 FICFP-10 2 Bk K A7 AE W L (R 18 FH 4 5 1 SR 465 % o3
FFF VR SR R P BT 6 4 100, R S PR 4 WA TRN= v, 3G I R AU, A e ks HE 2R, o Ak
Yo IR o

[0009]  — b FH -4 0 45 A% SR e T L ) B SR AL 5 % R 4 A ) L FRESAT-6 . CFP— 10 1l
EHRAFBTFIMISEQ ID NO. 1~SEQ ID NO. 29 Frin I E J\ 4k 2 IR BT )\ 46 LA E 1 22 ik
HE.

[0010] 1 BRFIR B SR A A N, LIk bh , BTk (1) )\ 5k 2 IRERUAT \ 55 LA (1) 2 K4 &K
FH 5 PR SEQ ID NO.1~SEQ ID NO. 289 fF— Flr 7 7 51 EL A5 85 % [A] Vi 14 14 22 ik, B % Y
ESAT-6-CFP-107% # FriRESAT-6 . CFP-10.

[001] 4 AR IS &9, ik b, BriRESAT-6 ¥ 2 HE /L /3 1 41SEQ 1D NO. 29
7N FITR CFP-10f0 & L BR 7 5 1SEQ 1D NO. 307K , TR ESAT-6-CFP-10 /& L R 7 51 1
SEQ ID NO.31ff7R.

[0012] 1 PR SR G4, ARk, Frid 22 ik N 5 R B R AR s i o — i A
TR IS AZ R G T M R, B a0 B BT S R A S AR By — T E B
[0013] 4 b T a p Ak ) 8, P de i, T S A 0y 100 28 1100 4 700, 1 8 G s % VR BT 71
A2 R A DR  H 8 5 ek AR o

[0014] 4 b B3 s 75 6 (0 2 I T 00 T 208 o 22 3k b T 3 1 0 SR AL 5 0 3 s e b
AR+, Frid iR+ y —FI &R

[0015]  fu1 b= sl R i B A, Aeaze s, B ok T Mo Sk T o1 JELIL o6 7K B K
[0016]  fu1 b= i ad ik 1) & i B2 L ARk b, B ik 470 R 20 5 0 v FniRESAT-6 FICFP—1 08 fir ik
ESAT-6-CFP—10 /) 2894 & & 94 ~200ug /mL , BTk 22 Ik it 2894 & 940~ 10001g /mL.

[0017] b= Bk k) S i B2 AR b, BT i A iy — 4028 0 R A 4% P IR £h 22 i
TAE G PERT HE, SR DN 45 R0 AN F BT R SR 20 A M VR AR S0 R , Fok 4 R AT
FHAMIG AR 22 A4 I3 1 85 1 1 FH P R, HoAsr & SR A0 AP

[0018] 1 [ s il AR i B2 L A3 st , X Br ik v — TR0 & &, A SR T-N=0. 15

4
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~0.51U/mL, FIWr G 5 4% 5 BB 5 A I 45 A T-N<<0. 15~0.51U/mL, R RG24 4% 73
B 1 -

[0019] A% BH$2AIL A A 46 U 45 A2 TA I ) B o Sk srl e, LA DL IR A

[0020] (1) %o T~ G2 AR T A A BH PR A HY 22 81, R o b 0 B A T 7 V20 T — B Re Bk
FEAS, Q1 JLEE A B A0 SR R e AR B AR B e 3 R A 2 AR B $ 14k FH T o 1tk
R S 1 5 ) 45 4% 0 R AF TR IR IO 3L R 2 R AL 5 5 2 2 IR A & FRESAT-6 FICFP-10 , SE T,
X5 1207 9 N B R I B AR B G B O HE I 45 200 o hE) | DR L o e () e U, 7 FEL
W 25 1% s B AL SR AAT » LA RO S aZm iR R B A KRR LRI KA Z KA & 456
ESAT-6 MICFP-103E A7 Hr i 4= UL A 3, B R IF 2 /75 2.

[0021]  (2) K& I FHR 5, BB 5 18, i W Pk o 5 A& SR 45 1% o BOFF B A AR LE , R AR & 9
Pty 2 IR A W6 FEIPN- v [Rr SR i 2 1 A ) FHINE 50, 12 W RIS - £ S 45 0% 0 AT
WIS TR 1-2 H, TSTRL IS ZE3K, Ak B A HRs MU (7] 75 1-2K P9 7] SE i

[0022]  (3) o 45 4% 3 BT T Sk A R HEAT B S A 0 o FB T 452 70 B B — HLUBR AR, 58
SRR ATLAA 1) S 0% 22 50 I VR 5 ST AR VB RH 24 0 %8 B2 25, RO ) RIS fe 1-24 H L DALt
A IR AL R 2 Rith & I 4 L TEN= v B 4 S PR30 2 1 10 40 e 9 928 2 I 7 v B mT
PO H 2 W, 12 W7 R A A 5 YL 25 % A BB s TR TR R, X006 2 8 R 7R
G2 et 08 H B EH S 1) 95 2 R i A AT A2 B, 308 7 AR AC B I A o e R A4 A
A TEZIR AR R AL T35 30 BA B 15 00 R0, AR PR S v o B B ) 2 4748, 5 S5 2 BT
B IEFE SR, AT T3R50 2 W 8 2R o AT DL, AR B 6E &6 1% 43 ST BB U I3 e B S AR T
) LIRS A B S, ek A s ) 4 | R K B BRI = S

[0023] AL Se 1 — T 45 4% 0 B B S A M ) U7 3% 5 SRBRAE W, AR A B
B R H AN B AT B R A, TE 75 2 A0 B S AN R 40, SEIS i R AR R T 454%
A3 ASRT R U A e ) 2L A 30 v ) R Ry S, A 2kl S A P M, L 1R TR, o I el A %
A%, EA R B R FANME

BASES R

[0024] 7 i B AAOAG 0 it 2ER < LA B R 65 422 20 IS A 18T » TR R B S B ) T i e Tk L 4
J, o2 7R PR IR B A 465 4% o0 50 AT TR P A S P e ST, 7 2 93 A RH B ) 4R R (y —F 406
) TN y TR B E AT, T DL A T AF AR BT R 5% A SO B R e T O TR EE 4
i 45 SR o

[0025] R4 A, e HUFAE T 5% 0 B B AR AE R A T AR 28R S5 % 0 B
Hh 7 34 K (I ESAT—6 . CFP—10 S e 1t 22 ik, B2 2 DA TR ARG ESAT-6 FICFP-1 0fli A 3
1k, AR S 22 IR B IR e oA Ak 7 6w 2 A 285 40 AT TR A S Tk S 5, S5 8
B R BRI 0 e 78 TR A S T A 5 USCER T, 7 FH AU A4 9 o 8 BEK 97 98 955 D FER A U 2
Y rp y PRI THERE Ry — TR IR, i AW B 5% 0 AT T
AR 9% BRI M 22 1K, & FFESAT—6 FICFP—1 0ZH Ji ik 70 8 140 5 S PR ST 45, AT DA o
Xof —RERF R R AN, W)L EE L S AR AT UT IR e R AR R R H 2 o Fop, TR 40 i SR U T 41 &
I B0 B 7K B K, AR % BH DA R ot () 4 1 A 9ok U B A R A

[0026] DA &5 4 St 9l v 4% 2 B AR 13— 20 Ui B, AR A R BH B OR3P 36 AN IR T I e s

5
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TG o LA AN TS 5 AR i IR A R e A8 B S5 [R]85 I FR 7R AR R R AR PP a2 o R 18k
Jita 18] H AR ] 150 B P LA S5 A (1) S B8 T 2 F S BR T % s B8 R i e S R EH 25
& IS 7= i DR BT B T B3R & A DO & AR RHE A IR A B 45 12% 0 B B
S T 40 e 9% I RS DA R 6 (IR SR 03025 AR B BTl B I 465 I Sk e it A Oy 7B IR 3 e
], FL e bR A A < MR LA 50 R AR 1 K 45 22 W b ) | A1 (WS288-2008) , Il ARR T
SR AR B IR 5218 25 A 2 S W7 R I 45 A% 1) B, FLh I T 5 B P BB T 4 A s R
Falm RIS N G5 200 1 B 3 T, A 24 2 (R0 DU % € S Tl A 25 R/ B30 80 R T 4
B 57 L A TR ] A 5 5%) B PR BOB MR &6 %00 B8 3 s DA I A i (s &% B 4% 0 4
Z M5 B AR A N R R, LR E AR N : TEEE 1% IR R IR L 2 Hofth 7k
S/

[0027]  Sjitafsl 1 22 K A R M i 1%

[0028] 5y T SKIMAKREAI B (1), A K AL T BUR 4% 0 BT B R M E A R
RV3615.RV3873.RV3878.RV3879c.th7.7, X L8 & 1 i RE A Xk A0 45 & 47 S £
IR, 07 34 1) 22 IR 350 B AR S M ORI 46 A 4 A A AT U e P s NI 5 2 TR S PRI 403 y — T30
& (IFN-v) I & B PREGIE SL 56, X L8 22 Ik A FFESAT-6 MICFP- 1068 4 iy A ) R Bl
A FF RGN AT R e A F T 254% 40 AT BT S A A T 4 I v 7 o 2 4 o, e e s )
i I R T4 40 B KT - TEN= vy, AT T 4 1 s AL A e 5 TR e ik 65 42 40 A A 1 o R B O
T RERIET R, BRI FF WISEQ 1D NO. 1~SEQ ID NO. 287~ i 4 1 £ fik
Fr B AT B R i AR 22 ik S ESAT-6 FICFP-10BKESAT-6—-CFP—1045 415 F , e il Fl oH) 8 7
T, FH T SRR A4 oL, s MRS A LR Yy — 30 E, P A 4 U2 5 IR e 45 0% 5 SO
[

[0029] AR £ ik Fr B, SEQ ID NO.1~SEQ ID NO.28, HE B FH T i, iX 4
Z KR Berld st N LA U BUR R IR 93 15, AR S it 9] B LA T s gt gl o I 22 ik i A T
A R, Hod, SEQ ID NO.1~SEQ ID NO.73K[ARV3615,SEQ ID NO.8~SEQ NO.133kH
RV3873,SEQ ID NO.14~SEQ ID NO.203f [ RV3878,SEQ ID NO.21~SEQ ID NO.253KH
RV3879¢,SEQ ID NO.26~SEQ ID NO.283K[Hth7.7,

[0030]  SEQ ID NO.1:ALGSSLHTAGVDLA
[0031]  SEQ ID NO.2:RLGVLASHHDNAAV
[0032]  SEQ ID NO.3:NVYLTAHNALGSSL
[0033]  SEQ ID NO.4:ITHGPYCSQFNDTL
[0034]  SEQ ID NO.5:SHHDNAAVDASSGY
[0035]  SEQ ID NO.6:RTAAKIYSEADEAWR
[0036]  SEQ ID NO.7:NALGSSLHTAGVDLA
[0037]  SEQ ID NO.8:ALAAVVELGSFDAA
[0038]  SEQ ID NO.9:LMAGAGPAPMLAAA

[0039]  SEQ ID NO.10:AALDAQAVELTARL
[0040]  SEQ ID NO.11:LMSQLIEKPVAPSY
[0041]  SEQ ID NO.12:SLPETAANHITQAV
[0042]  SEQ ID NO.13:MQATAQAAAYTQAM
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[0043]  SEQ ID NO.14:KLAGLVFPQPPAPI

[0044]  SEQ ID NO.15:QQAAQSAQGGSGPM

[0045]  SEQ ID NO.16:VQMSQNASPTAQTI

[0046]  SEQ ID NO.17:SQATQLLSTPVSQV

[0047]  SEQ ID NO.18:ETMPSIESLVSDGL

[0048]  SEQ ID NO.19:AELAPRVVATVPQL

[0049]  SEQ ID NO.20:YAFGSSGEGLAGVA

[0050]  SEQ ID NO.21:MSITRPTGSYARQM

[0051]  SEQ ID NO.22:LAVQAWAAFHDMTL

[0052]  SEQ ID NO.23:SLVTATHGANVSLV

[0053]  SEQ ID NO.24:YLASADHAIPVDEI

[0054]  SEQ ID NO.25:MLWFELMKPMTSTA

[0055]  SEQ ID NO.26:LLAAADELVGGPPV

[0056]  SEQ ID NO.27:ALAARTLLAAADEL

[0057]  SEQ ID NO.28:RAVAESHGVAAVLF,

[0058]  FEEEULAA M, 5 FIR JEFI LA 85 % [R5 It 1 2 ik ¥ vl se Bl A& i B 1 . B
ESAT-6—-CFP—10% $:ESAT—6  CFP—1 O 4% 255 SR 4H 7]

[0059] A& % B Ff H M ESAT -6 )¢ % HNSEQ ID NO.29:
MTEQQWNFAGTEAAASATQGNVTSTHSLLDEGKQSLTKLAAAWGGSGSEAYQGVQQKWDATATELNNALQNLART IS
EAGQAMASTEGNVTGMFA;CFP-10/F % HSEQ ID NO.30:MAEMKTDAATL
AQEAGNFERTSGDLKTQIDQVESTAGSLQGQWRGAAGTAAQAAVVRFQEAANKQKQELDE T STNTRQAGVQYSRADE
EQQQALSSQMGF ;ESAT-6-CFP-10/ % NSEQ ID NO.3I1:
MTEQQWNFAGTEAAASATQGNVTSTHSLLDEGKQSLTKLAAAWGGSGSEAYQGVQQKWDATATELNNALQNLART IS
EAGQAMASTEGNVTGMFANVAMAEMK TDAATLAQEAGNFERT SGDLKTQIDQVESTAGSLQGQWRGAAGTAAQAAVY
RFQEAANKQKQELDETSTNIRQAGVQYSRADEEQQQALSSQMGF

[0060] sz it 51 246 IR 751 6 ol 4%

[0061]  FH-T- A6 I &5 A S e R TR M X AR 6, Rt b S 461 1 op B 3 (1) 470 i 2 5 ) R0 G
Wy =FH0 2 B, b Iy T30 28 B3 7R 8 T K e s A I ) e 2% R S v A N
TR g2 2 A T o T T HAR A G I LA £

[0062]  — &1 T I Sy VA DN LA A2 73 S &85 A% 43 S T s Ik 5 12371
£\ S 5] L (R ESAT—6 MICFP-10BXESAT-6—CFP— 1043 7| 55 52 7 451 1 1 SEQ 1D NO.1~SEQ
ID NO. 28 [R5 22 IR A 45 42 79 B B e S PR R i, (RIESAT-6 HICFP-10-5 S it 4411
HSEQ ID NO.1~SEQ ID NO. 28 {45 5k £ ik, BRESAT—6-CFP-105 52 jifi 451 1 1 SEQ 1D
NO.1~SEQ ID NO. 28 ()45 51t 2 IR AE R 45 1% 40 B A T e S PRI 50 S50 R )
&AM AR A TGRS WA ML, B2 AU AR I 0 il K S % v Ji EER A ) I ¢
Y TR BRE, RSy — TR VR A, AT A2 T I e 5 % - B %
SRAEA ML, 4326 T RN 38 CRIBGH 4 (BT PEXT BREE 57 58 (N) (S5 R B 572 (D) JFH 7%
XTI FRE (P)) 853 )a , R DS A A il v 3 % & o FE DU Bl 41 A SR04
AL PR HE R F2 8 (N) < R 20mMI) B IR £6. 22 i 45 A% RS 378 (1) « 29K 4~
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200ug/mLIESAT-6 FICFP—-10BKESAT—-6—-CFP— 1 0t & 51 J& 43 51 5 Mk & 40~ 10001g /mL ) 52
JEBI 1R FTR FSEQ TDNO. 1~SEQ 1D NO. 26L& J\ & £ Ik FH X HE B 328 (P) IR E A
0.5mg/mL~5mg/mLI /MR EREEZ , 10 % I 4= L35 A & A s K U0 - B AR B AR AR v — T Z
TR B A ARV B AT R R A e A A S B TR S5 R RIBYR R 2 19, o, B A
REWEAIN y —FIMEIUE. vy -FMERMER ST AELAN vy - FHEAFMEAEA
HE S AR RO I I BE 2R 1 Cal) (R R S 22 s B AR R R S A AR 12 (T A
v~ 2R B v R PO R AR L35 IR SRR (2065 EL) A& A b IR 20 BEIR £ 2 VR - 2
EFIARCON I FALE S A FIBRCA VY B SRR G SR, 21BN 10 % R R

[0063]  — A AN 5 R TR DI LA A2 75 I8 G 45 4% 73 S T 1Ak 7 5 A9 R 6 A
ESAT-6 F1CFP-10EXESAT—-6-CFP—1043 71| 55 S it 491 1 H 1 e S 14k 22 JOR DR 465 4% 9 A 41 1 o e 2
B, SRR R st AR A G A IR IR, B A XU e O S5
SRR N ML Ay — PR, TR y — T IR MR E, AT A7 A2 7 B e 45
BB, BRI, 36 T RIS 78 CRIBGT 4 (xS RS 578 (N) L 45 1% )
BOEFRE (D JHPEX R RS ) , HHATHE R, 2 Ja R A R y TR S &= HH B
R R RS 7« B X BB SR () Hh 9 iR D 20mMI) B 9 6. 9% PR 45 1% BB
F4E (1) LUK 4~ 2001g/mLIESAT-6 FICFP-1 0B ESAT-6-CFP— 1 Ofit & 70 J5i 43 5l 5 1k i
J940~1000ug /mLIK) SEiiti ] Lt A SEQ 1D NO.1~SEQ ID NO.264F 5 J\ 4 £ ik, FIUK E N
20mg/mL~100mg/mLI A I A 25 [ FH VX BEES 7248 (P) SN0 . 5Smg/mL~5mg/mLIT) #h i EE4E
7, L0% A IILTE B S 8 R R 0 B4 AR v — T Z R i A W B B AR ik
TS HRAR BRI ROGTIATR AR GBI, Ho b, ROGHR Al P A LAR 2% RO GAR B4 Bt
Ny -TIMEIE, y -TIERES NG EELAN vy - TFIEFAFME A& A RS
BN S AT EN ) BBEER £ 22 B B AR RN BRI A A id A y — IR R
i AR R AR LY IR A VR (206%) & A Ik I8 - 20 (R IR 36 % R R G AIATR it A Ak
FIR AR S FIBIB N & K

[0064]  —Fh A &N BE T S I D T I LAA A2 73 I8 e 485 4% 43 A B s Ik 8, A7)
1 LAESAT—6, CFP—10 S5 5 M 22 K R 45 4% 43 AT B e P SRV D, 550 B R ) 25 e
EAM ARG G A WML , B AU O S ik SR B A I A ML 2R Ry — R )
WRE, PHE AR y — TR MR EE, AT AW 2 5 B Qe 1% o B T, B Ja s RER A I, 3¢
TR R E o CRIEGR 2 (BT RS 3258 (N) L &5z RO 3778 (1) L BH MR RE 3% 574
(P)) 355772 o FIR DS R ) v TR & 2 o JLHH U a2 i« G 43 (B PR X R s
FRE (N) < B 20mMIP) A 18 56 22 i s 5 A2 IS 5778 (1) « 9K FE 94 ~2001g /mLIF ESAT-
6 FICFP-10EKESAT-6-CFP- 10k 4470 54 ] 1540~ 10000g/mLA S 41 1 - SEQ 1D NO. 1~
SEQ ID NO.28{F & /\ 5% 2 ik | FH YR B35 778 (P) IR JE N0 . 5mg/mL~5mg /mL ¥ F Mkt A
2, 10% BTG A A RIS B 4G WA L 26 S iR TDAE A, Hed, MR T
SO AMN v —TIRRDUE, CERABET R, TEO6 Rl ARGk R L BT A
Y - ER R DU, R leGhuik, A TE N (B M Tris-HCIZZ M IRAT -

[0065] i it 5] 3 FH A% S B 70 A5 x4 71 4 TG WPy A6 D077 v

[0066] S FH iz i 451] 2w 1] & 1 7R 6 AT AL DU 5 S 1R AT 4k o 4 I s 38k « 7S DU I, LA AR
TER G FRFE 37 °C L B B PR BB R4 (N) S5 AZ s 325 (1) S BHPEXS BB 974 (P) #H4T
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3000~5000%% /73 B ES Lo L 738, 43 A3 FIRY 3258 EARIE ARl , 880N EREAR S 5 B4 .
SIREFT H W) e ARG R AT B 15~205-%h

[0067] 1 RAE : K HFH K & FIR {8 I = BP0 B2 R I RE A AR A, REEA
K T-4mL o

[0068] 2. 43 2% « W5 SR AR 4 I RE AR (1) SR ML BRIV 215~ 10K, #% ImL /& U 43 25 F “N7
“I7 PR,

[0069] 3,45 5% M 3EFRE R FWUENR 5J5~104R , I TN 37 CHH IR 1y 7= 55 15 #7216 ~24/)N
i, s SRl B AR FR R R BT

[0070] 4.0 KRG SR G IS 328 T-3000~5000%% /73 B &0 243 B, BUMLK T EPE (7
AT BN A ) S AT FRn , NRRR MRS, LK ] T4 C /AR — L, 20 C Al {R AT
—4F o K F = PR R S S SR 4 A I

[0071] "Rl 43 0l S 28 = bk 7 s IR 2 A A

[0072]  (—) &AM THRE IR oy vk

[0073] i FH AT, il 70 & P4 2 0 (3043 8h) B R B iR R TR A 8 S oT
BR et , JBUR 2~8 CLRAF « VB G v — TR R AL AR BN S WRIZ 5 7] T 2~8 CIREFA
T He

[0074] 1. hrifih 2R HER

[0075] vy — TR ARME S TARMIEC il : IR EARZE B R HR R, 1 2 y — IR B
it (R85 B89 8 PRI HH I N T 2 A2 A it ARV, V2] TIC R ABOTU /LK) v —F R Z R
it ARV o B2 R MR AS R IR v =90 2R i T 75 0 N RS ot A BV ) 4 A

ER

[0076]  HY6/M1.5mLEPE , 43 WlA#ic NSD1.SD2.SD3.SD4 . SD5F1SD6 , SD1 % 1 il A 900uLAR
TR o ARSI (BRFIEC) 5 SD2~ SDORFE 1NN 300LLAR 1 it A B VAL (BFIER) o

(00771 HR100WLFIS0TU/mL K]t ZK AR HE S TAEM (UMIE ) , A RI900uLi S, 72
VIR ST, 43 BI8IU/mL AR o

[0078] B 4@ Sk, BX300LLAISDL, I BI300uLi SD2H , fE¥%H IR 21, 15 24 TU/mL TAEW .
[0079] B @i Sk, BU300LLAISD2, A BI300uLi SD3H , fE¥%HIR 51, 15 221U/mL TAEW .
[0080] B i Sk , ER300uLISD3, I FI300uLIK) SDA , %8 51, 42 31 TU/mL TAE -
[0081] B M=k , BX300uLISD4, I FI300uL K SDA , fE 3% 18 51, 7330, 51U/mL T.AE
o

[0082] W i Sk , BL300uLIKSD5 , I BI300uL i SD6H , fE % TR &), 450, 2510 /mL T 1E
o

[0083] 2.1 X PRI il & + 45 20mL B IR A5 B i3 T (2065%) I 2 A7 380mL ) 21 7K [ o8 5
H RS, & e

[0084] 3. ke

[0085] (1) KRRl ZE : % EX50uLI¥ISD1 . SD2. SD3.SD4 . SDAHISD6 , 44 JF I AR AL+ 5 AT
AL o

[0086]  (2) Fit : REALANANSORLAEAS ML HEAE I , B2 RS T VR 20 o VE R« LR A A1 I B Rl
BRG], UARIE y — TR B AL N 5505510

9
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[0087]  (3) REALINABEARIAFI500L

[0088] 4. i REIR AL, T3 CHIMEIE B 748 PR & 2/

[0089] 5.9tk : P AL HIVRAA , BEFLIN N 3000LIF) 1 X ikt is , a1, EESIK.

[0090] 6. & {4 . B LN\ S A FFIA BIR A5- 500l , B R IR % TR 2 s B E B 4L I 100uL & 14 7]
TR A (B A FRIVE BRI P ARG ), BCSE AR AR Y B E FR AV S B B8 FRIBYTR &35 20)

[0091] 7R & : T37 CHEE I 1 BGIR & 15981

[0092] 8. Z& 1k : FEFLANASORLE 1L

[0093] () &RAMERUAL A RO ETE

[0094] it AT, K5l &P 22 IR (Z930 98 AR A2 R % TR &, AT FH i A B
B TR 2~8 CLRAT « R H SE M A LAR 26 20 5 T AR -5 488550 — A2 A B 482 48, 377
EHHET2~8CIRAFARIE L H. ZIEEH v — TR R B N S E 57 T2~8C
RAEAEIL I Ho

[0095] 1. fmifi il 2R 2%

[0096] vy — TR ARME Sh TARMIIEC il : IRIBARZE EAR R ERR, |2 y — TR
et (R0 B P ARIIE DA HE S AR R CRO0) S VR 2T, FL il 801U/ mLI) v —FHl R Rk
il AR -

[0097]  HY6/M1.5mLEPAEF , 43 HilARiC ASD1.SD2.SD3.SD4. SD5HISD6 , SD1AF 1 i A 900uLAR
HE AR () 5 SD2~ SDEREE I 300uLAR HE &t Fi B (RO o

[0098]  HX100uLf¥80 TU/mLI Tt 2B v it T AR (W M) , IR EI900uLIfI SD1HT , 7B
IR 5], 15 3I81U/mL TAEW «

[0099] W i Sk, BX300LLAISDL, A BI300uLi SD2H , FE¥%H IR 21, 15 24 TU/mL TAEW .
[0100] B @i Sk, BU300LLAISD2, A BI300uLiI SD3H , fE¥%H IR 51, 15 2121U/mL TAEW .
[0101]  FE @i Sk, BX300LLAISD3, I BI300uLi) SDAH , fE¥%HIR 21, 5 21 TU/mL TAEW .
[0102] 8 B =k , BX300uLAISD4, I B 300uL K SD5H , fE 3% 18 41, 330, 51U/mL TAE
o

[0103] B g sk , BL300uLIKSD5 , A BI300uL iy SD6H , fE % TR &), 430, 2510 /mL T1E
o

[0104] 2.1 X BB ] £ - 45 20mL IR A5 Be i (2065%5) M2 A7 380mL i) 21 7K (1) Joe 5
H LIRSS, & e

[0105] 3. JifE

[0106] (1) £ REAL NN SORLARAS ML AE & , B2 FE T TR 20 o VE R« LR A T AT B T 75
EORE 5], UARIE Y — T RAERGRALN B 515511

[0107]  (2) hndE 28 - 25 BX50uLI¥SD1 . SD2.SD3. SD4 . SD5AISD6 , 44 i FF- I AR AL 5 AT
AL o 2 X R FL O HE S AR BRI R ') 50uL)

[0108]  (3) AL ANAEEFRAFI50uL

[0109] 4.8 H :BRREAWS, T37TCHEERFM DR T /I,

[0110] 5. %cis : FEFL N KV , BEFL NN 300LL I 1 X 3E i e 46 » A Ve AR HLIE 1506 1K
a4t

[0111] 6.8 : B LOORL R Y FlVR Ak

10
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[0112] 7 E BT = IREST CHREIR I IR 58 T S B 54T

[0113] 8. ill%E : 7E 1043 B g AL R OGS s A BT AU 6AE RLU) -

[0114] (=) ARIMRETIURIE RO

[0115] 1 ERH B 75 DA AT A B i), 4 2 S s iR LouL /& 7 B BIEPE o , 115
F = 30595 .

[0116] 2 K5 & /Hl A IDE v BIACEs H, B , B DR & 5 TDE otk S AHIC I .
[0117] 3,43 BB FIRE A “N” L “T7 L “P” L 100uL , HIIN B 43 55 1 1 5 S A8l 50 oh L i
GFbRIC, R G5, NRFIIEEAR .

[0118] 4 HX100uLYE A 3450 I AR R AN B0 B InEEFL A, REASREAR 75 05 =5k
WA, R N LT P I .

[0119] 5 AR T R I T HCE 25~ 307 % , 15 TR R 30\ B 58 6 S % 2 T I REAR R
R SR AR o A OR AR 7 ) I A L e AR N

[0120] 6. 265 A BT A B S8 7 i e b R B PR B T B4

[0121] X 5 A% B G AE AR B0 4], Hirh 65 % 208 S DL EAREAR 2041 , fH R AFE A 20461, RAE ) 4%
MAEAR o SR FH AR R B 00 6 5 i B S g AT R I o 1 &5 R0 S o Qi &5 1A R
B A [ 485 4% 43 T AT T o e e 4 M 9 92 s 2 DA B (R A i) o Frp 5 A s
Feig rh 2 4y 5 P )87 1 (ESAT-6 FCFP- 10 J¥ % A 10ug/mL , V& 5 8% % ik (SEQ 1D
NO.13~SEQ ID NO.20, #100ug/mL) - H#52 (ESAT-6 MICFP-10% & %~ 3ug/mL, VR 585k
Z ik (SEQ ID NO.13~SEQ ID NO.20,¥K %% H100ug/mL) i1 85127 &R0 7l 5 4 1
FEAR & Y5 Ja T-37 CHEFE20 = 4/, 6000rpm B O Imin, BX_FiE 73 700 FHE oA I 07 v 3
17

[0122]  ARYEGEvH 5= AT e BRI LK) BH P ) BB 24k 25 R T-N=0. 2510/mL, 7] |
TG NG A BT, R 45 FET-N<<0. 25 TU/ml , A 47 A e 45 4% o Wi AT

[0123] ARG G v 27 A 3 R 50T 2 0 FH 4 I 4L« >4 R I 45 R T-N=0. 510 /mL , ] ¥
S IR YL EEAZ A BT T, K I 45 S T-N<<0. 51U/mL, 7] |t AR e 25 - 43 BT 1 o

[0124] X504 FH PEAE AR AN 205114 BE (1) A Sk 4L (0 91 PEAE AR () R D25 Rk 1. 2. 3P o
[0125] &1 ARG TROB IR S oA s R vt

[0126]

PG T2 B R &
BH PHEAE A 48/50 (96 %) 48/50 (96 %) 45/50 (90%)
[ P A AR 20/20 (100%) 20/20 (100%) 20/20 (100%)
[0127] 2 RSP S: ROGIER ES R it
[0128]

PG T2 NI ATw
HERE =N 48/50 (96 %) 48/50 (96 %) 45/50 (90%)
[ PHEAE AR 20/20 (100%) 20/20 (100%) 20/20 (100%)
[0129] 3 ARSMREIR S5 2L ML R vt
[0130]

B T2 NEERZw

11
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BH A AR 49/50 (98%) 49/50 (98 %) 45/50 (90%)
EREXEFN 20/20 (100%) 20/20 (100%) 20/20 (100%)

[0131] x5 5 15 BH A= i B il 24 (140370 5 BEE SAT—6F1CFP—10 3 v B 1 386 o, T o)
BUE A P3g i, R &5 SR AIWHE A — 2 AL, MBS E A2, rbl, ke 4
RT-N=0.15~0.510/mL, AW A5 1% 5 BT B s 25 HT-N<<0. 15~0.510/mL, A
RIARSEGL AL 3 BT B o A% R B ] 2 10 70 26 2R P e IR A i A P A 0 i 8 ) ) 2R
o

[0132] st fe 4%F 5 11 22 Ik & FFESAT—6 FICFP—1 0 il

[0133]  hsa s 1 v 22 IR AS R4 G R AT R I, SA3RAG B A I A5 R, T 1 497 24 4 SE i
15 () 22 IR AS [R] 20 A A BN LA O, ke i B A 25 R

[0134] P ZEZ RIEGRI3~6 (N IR E R NAIRD)

[0135] & 4% i3855 3 77 SHESAT-6 MICFP-104%101g/mL, Z IkSEQ ID NO.1~87%100ug/
mL ; 45 4% B 4TC 7 AESAT-6 FICFP-104%-10ug/mL , 2 JIKSEQ 1D NO.8~15%%100ug/ml ; 44
2 175 e 77 NESAT-6 FICFP-10%-10ug/mL , Z IkSEQ ID NO.13~207%100ug/ml ; 44 1% #
BI6EL /7 NESAT-6 FICFP-104%10ug/mL, Z JIKSEQ 1D NO.21~287%100ug/mL .

[0136]  ER20BIREAR , Z5 2B G e AR L0 4B AL A L0, Horp 4E 3265 %5 LA F 1541, 5314451,
27641, 3 A 5 T B0 45 A% RIGR ~ 4, 3EAT ST A5 3 B 7 vk AR N o [ B X6 20 491 45
A, K TR S AT I, K IS SR 24 .56 TN o T B GRS N e AL
F AR T ) 502 5 5 AT TR e S T 4 L 28 S ARG A7) e (B BBk A 587 o

[0137] 4. Tk 2 Ik & FFESAT—6 FICEP— 1 OFfEe F 1 A6 Y 45 5

[0138]
e R 3| Rl 4 AEH 5 | RIEH 6 AR
10 Fal F A4 i 45
. 10 9 9 9 8
=14
10 TP A4 451
, 10 10 10 10 10
E 8
[0139] 5.4 ML Ik & FFESAT-6 FICEP—1 04k 22 4 Yy I 4 B
[0140]
Rlgehl 3 | LA 4 | AREA S | A6 TR A &
10 FPEAR R A i 4]
i 10 9 9 9 8
#
10 A R4 g 4] ; ‘ ’ .
10 10 10 10 10
¥
[0141] K6 FF 7ML KA FFESAT-6 FICFP— 104 4 5 e ybAs I e
[0142]
FEGRI3 | B4 | GRS | RNEGRe | TR A
LORHMEAEAR I | 9 9 10 10 8
LOBATEREAR 5 | 10 10 10 10 10

12
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[0143] G 25 510 AH A e BH RS 0 75 v Bk iR, 2R 0 B T i AR Pk 0 T B35
[ R

[0144]  SCita {51 545 5 11 22 IR & FFESAT—-6-CFP— 10 FJIRIUR

[0145]  ZR S 5+ >R FH K J2 ESAT—-6-CFP—-10 Fr P 2 JIRSEQ 1D NO. 1~2814F8%% M LA
BRI A SR B A IR o HL A -

[0146] T 1l 25 42 HIEGRIT ~ 10 CT T A R i 2k )

[0147] 45 4% %57 TR /7 NESAT-6-CFP-10, 10ng/mL, Z ikSEQ ID NO.1~8%%100ug/mL;
SEAZHIBGRISAL 77 NESAT-6-CFP-10, 101g/mL, 2 IKSEQ TD NO.8~157%1001g/mL ; 45 1% 5L
FI9E /7 NESAT-6—-CFP-10, 100g/ml., Z JKSEQ 1D NO.13~20%100ug/ml. ; 45 4% fil #7510
77 HESAT-6-CFP-10, 10ug/mL, Z JKSEQ ID NO.21~28%100ug/mL.

[0148]  ER20BIREAR , Z5 2 G E AR L0, 4B AL A L0, Horp 4E 3265 %5 LA 10451, 531 1451,
L9, R F B R 5 e B I 45 A RGRI T 10, EAT S5 3 v BT 7 v AR DU [ e s A 20
BilkEA, SR T B R S AT R ), R I &5 SRR 7.8 9 s s . B i) v TP & ik
& (BRI S i) Ao IO B8 (T B R ol & AR MRS A IR & R 452 0 B
TR e T 2 e e A 6 (BRFIBR S %02%) o

[0149]  R7 IRA 2 KRG FHESAT-6-CFP— 10/ X Sz iE A 5 2R

[0150]
| RIA 7 | RN S | A9 | RIH 10 AR A
10 FRPEFE R4 o 7]
,. 9 10 9 9 8
10 [P A 40 19
10 10 10 10 10
[0151] 8. IRA Z K& JFESAT-6-CFP—1 04k, 27 & g6 &5
[0152]
FERT | RES | e | R | iR &
LORH PEREART B % | 10 9 9 9 8
LOFHMEREAR % | 10 10 10 10 10
[0153]  9.7RA 2 K5 FFESAT-6-CFP—10 %% 5¢ Y6146 T 45 5L
[0154]

RlgeH 7 RIEF S | RLEA 9 AR 10 TR E

10 Fa P A A48 9]

" 10 9 9 10 8
03
10 194 4 A 4 151

; B 10 10 10 10 10

(01551 I &5 SR i W A e Y PO ARG I 7 ¥ Bl 7, R0 b A B A P ) 7l 3K 7
(R

[0156]  Sijifaf516 G -V A 22 IR N 3R A P8 Ay S ek

[0157]  FEAC: S5 IR GLAE AR 20101 , 25 1% B HEAE AR 20491

13
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[0158]  RAEAMAEA, 73 7 FHHIEGRI L1 (ESAT-6 (10mg/mL) FICFP-10 (10wg/mL) /B & 2 ik
(SEQ ID NO.13~SEQ ID NO.20,7%5ug/mL)) #7512 (ESAT-6-CFP-10 (10pg/mL) +& &
Jik (SEQ ID NO.13~SEQ ID NO.20, 7% 5ug/mL)) . Hil #7113 ESAT-6 (10wg/mL) FICFP-10 (10u
g/mL)) HIGRI14 (ESAT-6—-CFP-10 (10ug/mL) ) ARG 15 (M &6l & el & 71 E
oA IR > W 4502 7 RO A S PR 20 B S 2 s A U ) (B IRG e %232%) ) 200l T B 1
B R B 0N ImL 3T SR A A SRR, SRR, 42 STt 91 3 vh i sk () g VR s AT R I, 17
S (BRI S i) 4 Ui AT B A IS R LR 10,1112,

[0159]  R10. & IFIR G 2 IR R B FIr e P G S e v A I 45

[0160]
20 48] P PR AR A _ 20 19 B AR A AR
, AHE T man
oI g i H
R 11 (ESAT-6 4= o
o 19 95% 20 100%
CFP-10+24 % k)
RSH 12
(ESAT-6-CFP-10+7.4 19 95% 20 100%
% hk)
#3713 (ESAT-6 Ao ,
. 17 85% 20 100%
R F 14 ~
‘ , 18 90% 20 100%
(ESAT-6-CFP-10)
RlB A 15 (FEAME) 17 85% 20 100%
[0161]  FR11.5IFFIRE 2 MK R B A AL 22 R GvE 4G T2
[0162]
20 1] Fa 4 A Y 20 B AR A s
o i ] ST o i 49 B
Rl 11 (ESAT-6 A= , -
; _ 19 95% 20 100%
CEP-10+3%.4-% k)
g 12
(ESAT-6-CFP-10-+:%.4 19 95% 20 100%
% Hk)
A7) 13 (ESAT-6 A= _
CEP-103 17 85% 20 100%
R F 14 .
17 85% 20 100%
(ESAT-6-CFP-10)
R 15 (FEXFH &) 17 85% 20 100%

[0163] K12, 5 IFIR A 2 I RBUL AR Pk S e eid i s R

14
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[0164]
20 ] e AR A o 20 4 B TEA K _
» REE ) R
A 18 o A7) 4%
HH 11 (BSAT-6 Fo _ o
19 95% 20 100%
CFP-10+24 % k)
R 12
(ESAT-6-CFP-10+38.4 19 95% 20 100%
%Ik
#3507 13 (ESAT-6 4= o
18 90% 20 100%
CFP-10)
R H 14 o
v 18 90% 20 100%
(ESAT-6-CFP-10)
Rl 15 (&R0 &) 17 85% 20 100%

[0165] I 25 5 10 BH A i BH il & 0 7R 6 FH T 00 485 4% o9 S A T D R ) A I, A 0 iR,
B AR 95 % , R B AN S PR A0, , A 2050 0t O BUAT 5 A WU ) AR B e R R A

[0166] iz jife 491 73X 771 5 SR A P58 ARV S P ARG 0

[0167]  FEA: S5 IRIEPAEAR L0041, Horh 65 5 4F e L LA FAEA 3441, 6 % DL N AF i A A 2518
i, HIVEEAR 40151, 555541 , 2 A5 o 5% B HEREARB0 1, o rh65 B -l S LA A 194, 6 5
DL AR RS FEAEL O], HIVAE AR 2241, 553041, 2220451

[0168]  RARA:IfLAEA, 43 il FHIIEGH] (ESAT-6 MICFP-10+72 & 2 Ik (SEQ ID NO.16~SEQ
ID NO.23,%100ug/mL) ) « 0 BB S0 IR A 51 5 T-37 C AR 20 =4/, VR & IR
Ji7 »6000rpm L Imin , HX_F 3743 73 FH S i A51) 2 1] 6 140 42 47 ek TSIt BK O 38 925 P v DMk 8 4
AR TR R I RS WU 7R 60 R A A1 JE T30 S 3 76 D' v R R DM 7 5 e HER Sk 197 3 v 114
TPEREAT R, TR e U I A AT 4R A A I 2 SR W 13~18.

[0169] 13, &5 R e A IR Sy v e M 25 2R

[0170]
B B F &
LA 32/34 31/34
L 17/18 17/18
A% AR R 100 41 HIV 39/40 34/40
g 8/8 /8
RBA 96% 90%

[0171] K14 A RRAEABE S Bz s REe v

15
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[0172]
v il RN E
A 18/19 18/19
£ 45 Y B AE A 50 48] L 9/9 7
HIV 21422 21422
B 96% 96%
[0173] K15, SRR I AR A RO GER A R G it
[0174]
Al gk 7 TR KA L
A 32/34 31/34
LE 17/18 17/18
S AR A 100 7] HIV 39/40 34/40
£ 8/8 8/8
REE 96% 90%
[0175]  RI6HERERE A 2 KOG R NES RSt
[0176]
A8 TR &
EHA 18/19 18/19
SRR 50 4] b1 9/9 9/9
HIV 21/22 21/22
H i 96% 96%
[0177]  RITERRIBEGRE AR G S RO GIER INES R it
[0178]
AR Gl Sk
HEFA 32/34 31/34
L& 18/18 17/18
LEM PP AR AR 100 1] HIV 39/40 34/40
#*e 8/8 8/8
EHBE 97% 90%
[0179]  SR1SHEFEAE A G i B i Aar Ml 25 R i vt

16
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[0180]

8 5 TERAFE
B A 19/19 18/19
R K 50 71 % 5/9 5/9
HIV 21/22 21/22
e 98% 96%

[0181] 13k 45 51 e A 2 )1 k6 )L B8 I 4 S 48 B T 2 R A
Kot B 73 PR S0, 00 G T B AR ) P R 2 W0 % 25
I3 FT B 7 R G (1 200 SR DA T8 2 S0, 4 I35 2 RS 7 L A

= o
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SEQUENCE LISTING

110> BB TEVBHEATIR 22 7]

<120> FHTAG 025 4% B4 TAm e i 40 I ) 8 B .

<130>

<160> 31

<170> Patentln version 3.5

210> 1

211> 14

<212> PRT

213> NLAH

<400> 1

Ala Leu Gly Ser Ser Leu His Thr Ala Gly Val Asp Leu Ala
1 5 10

<210> 2

211> 14

<212> PRT

213> NLAH

<400> 2

Arg Leu Gly Val Leu Ala Ser His His Asp Asn Ala Ala Val
1 5 10

<210> 3

211> 14

<212> PRT

213> NTLAEH

<400> 3

Asn Val Tyr Leu Thr Ala His Asn Ala Leu Gly Ser Ser Leu
1 5 10

<210> 4

211> 14

<212> PRT

213> NLA

<400> 4

ITe Thr His Gly Pro Tyr Cys Ser GIn Phe Asn Asp Thr Leu
1 5 10

<210> 5

211> 14

<212> PRT

213> NTLAH

18
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<400> 5

Ser His His Asp Asn Ala Ala Val Asp Ala Ser Ser Gly Val

1 5 10

<210> 6

211> 15

<212> PRT

213> NLA/

<400> 6

Arg Ile Ala Ala Lys Ile Tyr Ser GIlu Ala Asp Glu Ala Trp Arg
1 5 10 15
210> 7

211> 15

<212> PRT

213> NLA/

<400> 7

Asn Ala Leu Gly Ser Ser Leu His Thr Ala Gly Val Asp Leu Ala
1 5 10 15
<210> 8

211> 14

<212> PRT

213> NLA/

<400> 8

Ala Leu Ala Ala Val Val Glu Leu Gly Ser Phe Asp Ala Ala

1 5 10

<210> 9

211> 14

<212> PRT

213> NLAR

<400> 9

Leu Met Ala Gly Ala Gly Pro Ala Pro Met Leu Ala Ala Ala

1 5 10

<210> 10

211> 14

<212> PRT

213> NLAR

<400> 10

Ala Ala Leu Asp Ala GIn Ala Val GIu Leu Thr Ala Arg Leu

1 5 10

<210> 11

19
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211> 14

<212> PRT

213> NLAH

<400> 11

Leu Met Ser GIn Leu Ile GIu Lys Pro Val Ala Pro Ser Val
1 5 10

<210> 12

211> 14

<212> PRT

213> NLA/

<400> 12

Ser Leu Pro GIu Ile Ala Ala Asn His Ile Thr GIn Ala Val
1 5 10

<210> 13

211> 14

<212> PRT

213> NLA/

<400> 13

Met GIn Ala Thr Ala GIn Ala Ala Ala Tyr Thr GIn Ala Met
1 5 10

<210> 14

211> 14

<212> PRT

213> NTAH

<400> 14

Lys Leu Ala Gly Leu Val Phe Pro GIn Pro Pro Ala Pro Ile
1 5 10

<210> 15

211> 14

<212> PRT

213> NLA

<400> 15

GIn GIn Ala Ala GIn Ser Ala GIn Gly Gly Ser Gly Pro Met
1 5 10

<210> 16

211> 14

<212> PRT

213> NTLA

<400> 16

20



CON 107219363 A F 5 *k 4/7 7

Val GIn Met Ser GIn Asn Ala Ser Pro Ile Ala GIn Thr Ile
1 5 10

<210> 17

211> 14

<212> PRT

213> NLAH

<400> 17

Ser GIn Ala Thr GIn Leu Leu Ser Thr Pro Val Ser GIn Val
1 5 10

<210> 18

211> 14

<212> PRT

213> NLAH

<400> 18

GIu Thr Met Pro Ser Ile GIu Ser Leu Val Ser Asp Gly Leu
1 5 10

<210> 19

211> 14

<212> PRT

213> NLAH

<400> 19

Ala GIu Leu Ala Pro Arg Val Val Ala Thr Val Pro GIn Leu
1 5 10

<210> 20

211> 14

<212> PRT

213> NLA

<400> 20

Tyr Ala Phe Gly Ser Ser Gly Glu Gly Leu Ala Gly Val Ala
1 5 10

<210> 21

211> 14

<212> PRT

213> NLAR

<400> 21

Met Ser Ile Thr Arg Pro Thr Gly Ser Tyr Ala Arg GIn Met
1 5 10

<210> 22

211> 14
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CON 107219363 A F 5 *k 5/7

<212> PRT

213> NLA/

<400> 22

Leu Ala Val GIn Ala Trp Ala Ala Phe His Asp Met Thr Leu
1 5 10

<210> 23

211> 14

<212> PRT

213> NLA/

<400> 23

Ser Leu Val Thr Ala Thr His Gly Ala Asn Val Ser Leu Val
1 5 10

<210> 24

211> 14

<212> PRT

213> NLA

<400> 24

Tyr Leu Ala Ser Ala Asp His Ala Ile Pro Val Asp Glu Ile
1 5 10

<210> 25

211> 14

<212> PRT

213> NTAH

<400> 25

Met Leu Trp Phe Glu Leu Met Lys Pro Met Thr Ser Thr Ala
1 5 10

<210> 26

211> 14

<212> PRT

213> NLA

<400> 26

Leu Leu Ala Ala Ala Asp Glu Leu Val Gly Gly Pro Pro Val
1 5 10

210> 27

211> 14

<212> PRT

213> NTLA

<400> 27

Ala Leu Ala Ala Arg Thr Leu Leu Ala Ala Ala Asp Glu Leu
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CON 107219363 A F 5 *k 6/7 7

1 5 10

<210> 28

211> 14

<212> PRT

213> NLAH

<400> 28

Arg Ala Val Ala Glu Ser His Gly Val Ala Ala Val Leu Phe

1 5 10

<210> 29

211> 95

<212> PRT

<213> ESAT-6

<400> 29

Met Thr Glu GIn GIn Trp Asn Phe Ala Gly Ile Glu Ala Ala Ala Ser

1 5 10 15

Ala Ile GIn Gly Asn Val Thr Ser Ile His Ser Leu Leu Asp Glu Gly
20 25 30

Lys GIn Ser Leu Thr Lys Leu Ala Ala Ala Trp Gly Gly Ser Gly Ser

35 40 45
GIu Ala Tyr GIn GIy Val GIn GIn Lys Trp Asp Ala Thr Ala Thr Glu
50 55 60

Leu Asn Asn Ala Leu GIn Asn Leu Ala Arg Thr Ile Ser Glu Ala Gly

65 70 75 80

GIn Ala Met Ala Ser Thr GIu GIly Asn Val Thr Gly Met Phe Ala

85 90 95

<210> 30

<211> 100

<212> PRT

<213> CFP-10

<400> 30

Met Ala GIu Met Lys Thr Asp Ala Ala Thr Leu Ala GIn GIu Ala Gly

1 5 10 15

Asn Phe GIu Arg Ile Ser GIly Asp Leu Lys Thr GIn Ile Asp GIn Val
20 25 30

GIu Ser Thr Ala Gly Ser Leu GIn Gly GIn Trp Arg Gly Ala Ala Gly

35 40 45
Thr Ala Ala GIn Ala Ala Val Val Arg Phe GIn GIu Ala Ala Asn Lys
50 55 60

GIn Lys GIn GIu Leu Asp GIu Ile Ser Thr Asn Ile Arg GIn Ala Gly
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FF

51

23

/TR

65

70

75

80

Val GIn Tyr Ser Arg Ala Asp Glu Glu GIn GIn GIn Ala Leu Ser Ser

85
GIn Met Gly Phe
100
<210> 31
<211> 198
<212> PRT
<213> ESAT-6—CFP-10
<400> 31
Met Thr GIu GIn GIn
1 5
Ala Ile GIn Gly Asn
20
Lys GIn Ser Leu Thr
35
GIu Ala Tyr GIn Gly
50
Leu Asn Asn Ala Leu
65
GIn Ala Met Ala Ser
85
Val Ala Met Ala Glu
100
Ala Gly Asn Phe Glu
115
GIn Val GIu Ser Thr
130
Ala Gly Thr Ala Ala
145
Asn Lys GIn Lys GIn
165
Ala Gly Val GIn Tyr
180
Ser Ser GIn Met Gly
195

Trp

Val

Lys

Val

GIn

70

Thr

Met

Arg

Ala

GIn

150

Glu

Ser

Phe

Asn

Thr

Leu

GIn

95

Asn

Glu

Lys

Ile

135

Ala

Leu

Phe
Ser
Ala
40

GIn
Leu
Gly
Thr
Ser
120
Ser
Ala

Asp

Ala

Ala
ITe
25

Ala
Lys
Ala
Asn
Asp
105
Gly
Leu
Val

Glu

Asp
185

24

90

Gly
10

His
Ala
Trp
Arg
Val
90

Ala
Asp
GIn
Val
Ile

170
Glu

ITe
Ser
Trp
Asp
Thr
75

Thr
Ala
Leu
Gly
Arg
155

Ser

Glu

Glu

Leu

Ala
60
ITe

Thr
Lys
GIn
140
Phe

Thr

GIn

Ala

Leu

Gly

45

Thr

Ser

Met

Leu

Thr

125

GIn

Asn

GIn

Ala
Asp
30

Ser
Ala
Glu
Phe
Ala
110
GIn
Arg
GIlu

Ile

GIn
190

95

Ala
15
Glu

Thr
Ala
Ala
95

GIn

Ile

Ala

Arg
175
Ala

Ser
Gly
Ser
Glu
Gly
80

Asn
GIlu
Asp
Ala
Ala
160

GIn

Leu
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