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The invention involves generating a T cell response to subdominant antigens and using the cells to
therapeutically change the cellular homeostasis and nature of the immune response. In a preferred
embodiment, the cells are generated outside of the patient avoiding the influence of the patient’s
immunologic milieu. By stimulating and growing the T cells from a patient in a tissue culture to one or more
subdominant antigens and the transplanting them into the patient, if enough cells are expanded and
transplanted, the transplanted cells overwhelm the endogenous dominant T cells in the response to either
break or induce immune tolerance or otherwise modify the immune response to the cells or organism
expressing that antigen. When the memory cells are established they are then reflective of this new
immunodominance hierarchy so that the desired therapeutic effect is long lasting. In effect, the
transplantation exogenously generated T cells reactive to the subdominant antigens is recapitulating priming
and rebalancing the patient’s immune response to target previously subdominant antigens in the cells or
organism to produce a therapeutic benefit.

HAREE -



202321442

TW 202321442 A

mLCL20:1
NDC 20:1
2 MAC 20:1
w EHE 2001
0.9 o e e e e e e
0.8 -
0.7 .
06 - —
®LCL10:1
R | moci01
0.4 T ) ”‘ 5MAC10:1
03 e TR mesUR 100

SN

0 - . R — .
EBNA 3AEBNA 3EEBNA 3C LMP1 LMP2 EBNA1L
A B
= 1




202321442

TW 202321442 A

0.25
0.2
0.15 B Pt460:1
BPt440:1
0.1 - ®Pt420:1
® g E 2001

0.05

EBNA 34BNA 3EBNA 3C LMP1 LMP2 EBNA1L

B 10




202321442
202321442

[ SR 2E ]

[ X #&9]%47%]
CHEIZREBHE LR

[ X HHLHE]

MODULATED IMMUNODOMINANCE THERAPY

[ 4131
AZHBENELENXRESREZ T #EXERKHHZ
FdRUeFEENBEAREEEME R RAERNEZEE - B
ErEWEET SR ERF AR ER - BB
ZRBZREREZEZE  REhHEREBREZ TARMNHE
GEBTR NP ERESFHEZINPFEHER  REEZ
FUREPEHZREREN  SEeHARKERE RBE - A
B AR B B R R T N 57 Mk Bk DA H At 05 2 Bl Bt B R E R
MEZUEENEREZARERENVRE L  ZEBHZH
BEBEAEANREEES THE EXBEHBESETIR  KSE
RELFTBRZAEEZRELZ HRERAERFHARNZBEN
E - -BEL BZEEREBIFAAREREZINEEERZ
T HRENVBEREFINEALET FEZRE L RERE
FEL R Z AR RE RN ZARRXESIIREEBE

% -

867595-2 F1H - HOE(RPHE)



202321442

[23]

The invention involves generating a T cell response to subdominant antigens and using
the cells to therapeutically change the cellular homeostasis and nature of the immune response.
In a preferred embodiment, the cells are generated outside of the patient avoiding the influence
of the patient’s immunologic milieu. By stimulating and growing the T cells from a patient in a
tissue culture to one or more subdominant antigens and the transplanting them into the patient,
if enough cells are expanded and transplanted, the transplanted cells overwhelm the
endogenous dominant T cells in the response to either break or induce immune tolerance or
otherwise modify the immune response to the cells or organism expressing that antigen. When
the memory cells are established they are then reflective of this new immunodominance
hierarchy so that the desired therapeutic effect is long lasting, In effect, the transplantation
exogenously generated T cells reactive to the subdominant antigens is recapitulating priming
and rebalancing the patient’s immune response to target previously subdominant antigens in the

cells or organism to produce a therapeutic benefit.
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ETHHE T ZIL 21 EEBHEMRE LRI BZRAUMERAE
Mo Nt A DI H R - fEAKIFN Y ~ IL-4 (BD
Biosciences) ~ IL-12 ~ IL-10 ~ IL-17 (R&D% % A & ) K& IL-
2191 B8 (R&D systems) o3 th < ¥ L J7 & > 78 ® £ A
ELISPOT - ICSHEME o ME AR RIE N R A K E ZCDS
¢ CD4 THIRE % o H At 78 7 #% o3 7 2 48 BE 55 B & 6 Treg °
KABEEERBE TR ZICD2SERILE T HRKER/ K2
TregZ RHERE - XWFE > MEBDAYRME AT Z K MK
@R B Z AFoxP3 B # §i 88 #£ 259D/C714& I it £ 8 & 1k
B HME LA E Tregi % 2 & 2 iREE - IL-1078 1] #%
WAl
NetMHCpanfh —HE A RN 2 TH MK B HLA-A K -B& &
Z Y & R 75 7k (Nielsen M 2007) - — 8 3& [6] 3% fir TH B 75
A TR E 4K 2 2 (Mouaftsi M 2006) - EE 7AW g R 0 28
MR ZABEBEMEMHEC IR AT 1%Z K > B 3 FHH
Rl EBEHELHEAZRUBZIRSRABIZIONEZK
A &8 R H (B 40 P % R Z PBMCER B R 8 55 /N B kg 2 F)

867595-2 15K » H61H (BURPEE)
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B E ZHLAKE ) -
H A% € MHC (fIA1HLA A A2) VO 5% 88 4 51 8 % 8 Bk
R —-ESGROGE—-FEMHCTH Z) > & KB - H MHCH| %
ISERIRRU—EER ZKHEBEZ THHE G EHE1/200
ZIUEBNER T RE200 8 > BZ R MM CDSH B &
GRm307E - HEEFLF R > F£FACS Caliburji = 4
Bt % (BD Biosciences) |73 %[ 100,000 2L Flowjo#k 5 (& &
(Tree Star)2 H )7 7 o
EeRE& ZRBEFESIRE EAREEZXE
ZUL R BR AL 2 M2 1 BB R T B A B M e % R DUHD R
ZAEARECRHEREFEZRERE -

C. EFNFHRERIE

EAZH - ERBET  ZeERETHEHLHERS
WEZTHAREERI AR R L RESAERRES =
U—RBER HEHAHZETHRBINBETEZ K E B
WINEANEHFH - IREBRERRBAZTHARGR S8
SMEBEBETERERZIFREZ2EFAGEE) £28
RUBECAZEBZHENEBBEZR  ZEHRKE
MW AEEZ W ERANUREZAMBEE L E AR E TR 2
EESIRAR EFHEMBEEZEHBESEES  EHEAUELR
ERZTHRBEAEBEN Z IR - AT - EE XS
EANERZTHARNBNS% - FHBELURDANIESETHE
ZBMBONHAMB (N EZER EERRE TE—-SHEE

867595-2 F16H > HL61E (SU:RIEE)
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Z I AR] oz Kk Z 40 fl -
AEHHENEHBREIRELHHERESHREZT
MRERZTE HE—BEBET  ZEUHHEAGARESHR
FEAFEETER - HAGHEHEBRERIEESAR KB
NEZEKR  ZNEETHEYRBREZESANE L Z B
HERESRMUREMRHRNERERE BT Z K -
 HRBRERUEGTEAREETHREEEEH XRES R/
FUBEBEBHEE2ZIRER  HEARZIERZETHRE
ZHEREEE HtHESRUEREZTHAREREE
RENECEHZHFCHRULBRIEVFIFRZIEBENME - &5
Gh o AR DUE B R A 2 M B R R RS B R b O R E LB
ZER A ZEHFINRABEABSELERRMZT
AL E TR - BHIRR > ARAZ T EUTEZERARFRE
EE HENNREBVEUHEBBEAEEFHBEER  EREZTE
AEAKEBVE P ZBANR(EXRBEBVEREHFIE/RA) -
EEANRETHEEZRZCTLHRES I FE/ RUAREEZ
M » ZT AT AE -
BERRTAEAEHEARANREENEREZEE LK
BEM#EBMEBMOER - AFBREZEREE F » #EPBMC
Re@BITEABRF2INFAFEKRZEN - EFRGE
MREBE R o CD14" B ¥R W % A H B PBMC 4y B 5 25 4l B
(% R F§ & £ (Miltenyi Biotec)A & » fI M B & 7 (Auburn,
CA)) - B - FR &5 2 & B w6 B 3 36 0% R 7Y -80 /& CLL Bt 4
BRIFRHRTHI ZZKIE - I H K4 (IL-4) R FEMX-E K% 4

867595-2 F17H - L1 E (BIFRPE)
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FEXNBAT(GM-CSHIEEZ &N ERRERE
K& — B3 AbER B 2 28 i iDC) « 18 45 DL jE 9
IR F(INF )R ERG MG S EEEE 2R E —FH @
ZIDCO bR AR ZE 4l - ELHEEZEUEHRES
PURZIEREBIRE 2/ - 1% B PBMCIY: 1 A % & ik
B Rl - FHINGZE ZEHEGEESELRS
AIL-28IL-15 (MIL-158 )2 B E U HEERBRZHE
ZTHRRHENEE - EFEEIF AT > IL-TRIL-15# R
MAEMTHRZ FE - FEM T ER > BERGGHEHE
BUREAEETHRER AR - K% > IL-127 %
as T PA M Ak B THL4H B - 50 % > B3R I IL-4 DL & 1k %
TH2 - £ R &7 A% » IL-67] # /R 0 DA FH B Tregr 4 & -
EE—THRERREXNBERHEHERAZEE FLAd &
BIL-2" BEWHEBEITHRMUE B Tregz £ & - Exfd >
FHEGIIANRAEERES > FEBANLEBRERE FEAEN -
4fl B Ot {b 3% 25 4 BB R & % B T4H B B8 8% ) (% 30 2 5 & 41 3
KE3 - ETHHRGERNESREEZAN  BEELIEARS
1AR2IKRE#R - Al > EREZEHREE T  FHEDK
EHETRELER I ORBEBEYEY K FE B AGrex
(B, 8 & & & (Wilson Wolf) 24 & ) =k Hyperstack ( gF &
(Corning) &) KL B FERBZIRHUB IR 2E
CENEN  HYERNEHK T EZ12E 248 -
EXRAZFWPHZA—EHEBERETS  BHAZBEANBEHE
PEMESRUECHE MR 2 FENTHRE » BT ES

867595-2 $18H - H61H (B9 E)
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ELXZHENRESRUZTHAR - ZEEQENEE ZDNA
EEHUTHANERNNRESRULAREZLZENNEZTH
M- MRBERZEARSBEEZRKFLERHE XES
R ZBAEREN %  SFEAKRREBY » & -~ HIVH
X -AEE—BREED  BHEAIGHRZIER/EA
EEHHHARAERBUFTEEZREBNREAZIHNEZ R
ERE R —EHEEET  ZXEBREETHRET L
iy ZBANAXRESHFAEHRELNHBZARE - £
HoEMENET R UK FEMESAEGEER > EF
REZAERETEMNELAEREERERRKZ AR > #EF
AR E R ZEMREBLEE CREEREIRBEZ

EEAMERRERET  ZERITHARSEN 24
M eFERAEERRF B8 - %X - BEBEEF
KBHERELZR REFRZTARER > HEERG
CHRBULEBLERNEEZHHEHEGEZAE R RRCDS
CD4 -~ THI1 ~ TH2E(Treg - £ HI2kKeE - TR TR X EL R
AT ~#HBErE -2y TR EM2EHBRFEERT
FETAEAR HEEREZEHERESR  XRESESHEREMT
MEGERERNBZEREZRAE G QKB B %4
Fe - ElA R EREBV A ELBAB 2 EXE)FE T B 4 &
BETZHEEDIKEXZAREPBMCOEZ -

7E LSS — B WG AR AR R o £ T B W PR 5 B B IR 5 1L
MR REBRL EAZFHZ-BHEET  BHEHE

867595-2 19 » 61 H (REHRHE)
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B 5 I LA B BB AL I B R B Y S R R B — %
EHGARERAR ESRRES R Y HERR - &
B B BT BB B SR AT R E R BB M (O
Lo BS) . fER A E MRS T > % & 5452 LMP1 « LMP
2R EBNA-IESI T A iR B R BN BR S R SRS
U 3% Z APC » DL {1 5 J (LMP1 % EBNA-1) % B » 34 & 2
BFRAFAS BB ER A AN R e >
RBEH RO R ELE(ERO L B6) - % &8
LMP1 « LMP2} EBNA-1F 5 5l I A ik - BEE - B M %
75 0 S T B T L4 R B M MR M T APC -

EERME TR T > B O 8 W CTLE 5
0 4% 5 0 3 APC R 5t B o B A R R B M KB B fr
BEERMEN R NES R R EERA2 B7) - A5
SEENEHE Y E S BEE S 0
(bortezomib) -~ £ Bt ¥ ® (clioquinol) -~ %, fg =
(lactacystin) -~ I8 4 @ % (epoxomycin) - MG-132 -
MLN9708 -~ & JE £ K (carfilzomib) (PR-171)) »

PR AR MR B MG IR R o R T B B AN B KB A A
CREMEAEFAAEGBERCBZBRAL T (&
Wi B3 T 13) o % B 4 UL 5 & 7 WL AR O AL THH B
M RER L R AR R R
BRI EH H MR Y AR -

EABE YD F BT o S IR %R R
CEBEAAENCR TRABER PERA TN &

867595-2 $20H » H61E (BURIEE)
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RFHEFESXEREHRT ~ BIFNy ~ IL-2150 H i 41 i
NEREGHET HEFEHERBZHEABE FTUFEESH
REBTRZKHE - IFN ¢ B M4l 38 A ] =l 7 T4 B f &
FIFEEUAEMTHAREH S REBRUT I ESE XA EZ
REEHE R

ERr—EBREEET ZETEREGERBUNEZR
EEIRELR EHELEREZETREAEBBRAERZ
BEHREE MAZRELEEARTR  ZEBEHBRAEERE
SlEMNM Sy Z W NRE > FAKTFHSE-FZKE
(Tscharke DC et al. 2006, TsAcharke DC et al 2005) - W E
MEBI3E L1IFT R » BEHIMARRE THEHERIPRIVA K
BEIAREBBRUERIINBEREREZIRIE - HIE > &
BETREGS BAZEHAZIRUFEBRZREEER A
ZEBEAKE FEREZEREGRED  LHEBZTHRG

14

HRHEABETPEZ - FHEEAEZAPC (441 E W 4
- RzEdBE) R PR NEEBERRLA(EHEHN S B
12) - |

EREZEREETY  ZSHEGELLEFRESR
frzWEEIRE BHAZRBEFEEREXRBERELENL
R - BHIRER - ZEREUENRERGFEEEG T ZRE -
EBV - HSV -~ VZV - BRCE FF £ % & ~ HIVE HTLV -
EHRFEMEDIE GG AWEBV - LMP1 -~ LMP2 ~ EBNA-1 - HPV
E6Z, HPV E7 - ik > % F 9w F M # K % # EBV -
HSV ~ VZV - BER CE BF £ % & - HIV » HTLV -~ CMV -~

867595-2 F21H » HE1EEHERHE)
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RSVEAEIREEN - ES —EHEET > ZSHEGE
HftfeE A BEEMREERN L2 RE  IOUEAE - B
B FESNRFAEEOENETM 2B - £ X —FHEg
PORENEGERAR  BEEFRRERSE B ER
F-EEAFEERE  HERARSBEEH2HE - £
HMBEHERET  ZERE4AABREE - AW - 8% -
#EBRHEHETRBEYRBEERER -

E—EREEYT  HEZREEHBAGESRIRE
ERATZEBBEHNERNBRURREBENERRA - BEE
MBZ X ESENERRULZTHABE LA E ZZ S TH
BB B BT DA B -

E—ERERT  FEZREBEZBAGEDRIR
BRAPFZED - EREBSHIFE B - HEEWRZIX
BENERRUZTHEHE R A NEE 2% TH S B
WRELNERERE RSB M k& -

Eh HEREET  ZTHMGEEETER  UER
BEZZTARERFEAD N BZREZ A EES B 4
RUEFEZRBZIARSEUELERELARERRE G
RO - ZR LB RN GHEEYE - FEE - FEH K
2R R MR E R R -

ERBHZEMGER > GRIUABER ~ BL - &
NESZRNOEENRUSZER - BL - EXRBERR
ZEDV—EER -

867595-2 H22H » H61E (SHHHE)
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D. BEMITE
1. ¥=
BHRREBSIIRZERBZE DT IERE
SRR BEREREREA (R EE &b 2) 8 m & (IHC ~
FACSEElisa)Pi 81 ~2~3~4~5~6~7~8-~9-~10
SR DRI 2R6ERERE L HMRIE
L ER2 T RERESN

Az M o BT A BE M o A
I 75 ELISA &% LR R Z PBMCHE AT

Elispot= ICS (& /b 43 #7 IFNg »
JRH 43 BT IL-10 ~ IL-4 ~ IL-12 K
IL-2 1L 2 T4H B 55 &F)
ERCPFEIBIAANKEWESR) fiR2R BRI E/F &
P& (X E )
FHEIRNAERNAEARSERXRES IR Z T4 i (CD8
% CD4)
R THHRERE2K6E K ENX
W4 (—EEFCRETAASESEE) MHAKRER
EoWMEABRE>SYERZTHRSERESHEARE
¥ (Elispots ICS)
R 2% ZETHRB HE2R6E R JE M
ESRBSAMEAEBZEDLSUZHRBEHRERRE®RZT
4 B
A Be S ¢ IV 5 BT &8 (B 40 3R BE B B ) 3 & B oKk & 5

867595-2 $23H  H61E (FHHERRE)
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HZHBEzE®RR

TH6 (—HARTCEIT WAESRBEENE): WiXg2E
33 5 K 5y BEPBMCLL 43 7 8 & X JE

GERCHBEMERE: RRIERE/FERE 8%
Feke6zz2 /b —F AmIIKIE (B2

BT EY iR K JE

[ #5 HE B S FE 5Y £l BE %8 (RECIST) (CR -~ PR) ; #JE &
BREFEREE

ER USHRERRES -

EREBEA AT LAGEHE T EZGHARGEECEE -
ERERB ST - ZTAGERR S EBLMP2)SE 8T
- EELTERARUENRCE Y RARE  RER-8
BHERENEERAUEEHERE - KARLEENER 2
LMP1 & EBNA-178 o # FI Rt B R E ff @ FE EBVH |2 ~ J&
oo LIRS WE - 83 IR (Burkitts) B8 - 18 MK S 4
MHMKCLL) - EGSRMAESHA L LS EBESH Mg -
EREREAST  EUTEGARNEGENFAORE - ZSEi
PIBESROIAGAZTEN  REFRTEFTEHSHXE
ZNRZRAERENHEZERNFAERR 2B -

2. BTG ER L2 KR KB 5 R b E 4T i
I L

R -ERERT RS AREE TSRS EER
FRZRHRBHGR > N RER Y T A NS E

867595-2 F24E - H61H (SUERIEE)
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REBSHEZTHRAETEENRZFE - BEOH -
% AR B B R b % B B R B A S 1B B R 2 B
B - RO  HREERESHIFEEBY LMP2R 7755
CE-THREAZENBAFUEZ EREASEE T
AR RKRN80% I MER » HFZEBV LMP2HL JH 4
BENAO%Z HER  S0%2HEREESE % - kD
WS R BRAGOERASHT - BIE3E > DUZHE
WES LR RENBERERTEGBEEGETHRR
F® B MR - SRR BCTL WA ER L
THEBRECREURO GBS TENE e t2deR
%o DB -—THRELEEFAKERZENF—CEA
BE—NEBE SR G EZES NS EASHY
HEREET AR HARERARL T E6E 8N
H9 3T 5 B 5

3. 8RR

3R e B 4l Bl R

EFXZWEBEFELHBsHE - E & E L HBchi &
(Ganem D et al 2004) - & ¥ B R Z % & A & 4 ot ¥ /& 7T
RZoil - >90% 2 ERKIONFERIZESRZAEREE
MHEN > RM>90%Z R A EFRZFEE - 95%Z B 4
e GHEBAERFXREIEREREAERN > HHUBsHIEEHN
FHHCCZUBERE  SHNEEEHE  AHZFWH ANEZERS
HBsZ B A X KT ABER BT I RES A RTHRE

867595-2 26K - #61E (HHRHEE)
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CHERRETELREN PEHE A ERER RS HRELSHR
HHEBFEMEZHHEBsH K Z CTL -

MBI FHR > RFIRFEH HHBs AgE EZ CTLL A F
BV R RER b Z B R - &% A R HBVAH B M HCCUR
B EHYHEEf > HBVigRAGHI i 4 & F R AR - #
RERUABRZGDEREETX - B4 EGUEEITF X
HRESHEXREBNRZCTLE 2R EEHIFXHE
RERZEXAEEER3 > BoOE11) -

HRZCABBEZEYWEN  EHHECARTHARSE
W RAGREFXFEE -

BARKBENEZBIREE SN TERRE

TR1I:BRXERENERFXZONEZ 2 & KES

T
A BT 3 AT B M o AT
I 7% ELISA & Pi R ORI B Z PBMC 7 Elispot
KICS (/P #IFNy > 7R 43
frIL-10 ~ IL-4 ~ IL-12 K IL-21}
A E T4H B 55 %)
§5R 0 Hbol K JE (B 24)  Hbsfit KB/ /& K JE (X &
24)
TR RABENAERSHRES N E Z T4 (CDS
k. CD4)

SR TH Y HBsH R A X &
SEH3 (CHARCBEITA REEYS) : M FERER

867595-2 H26FE 61 H (SEERHEE)
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EoMABEE>SSYEEZTARSEREERIERA RE
M (ElispotE ICS) |
R 25%NZIZETHHR B HBsHL I B K e &
ESEARI R EDPSUN ZCHREBAGNERARENE T

4t e
S BE 4 TV E G BT 48 (B 4058 B BG B ) 3% 67 SR &
Bz i FE = &

FBS (—EERERUTEERESEE)  WLR2E
33 B MK 7 BEPBMCLEL 7p #7 2 5 N &

SR MM THBeE /T B K E - HBs5 K JE (B
)

& BR6 - Y ALK K IE

IR OHBR R

BESWMEHENRSLHABVEHCCZ HE BT - WM
# > ELISABE R & JEZPIBE I X 05l (HBe Ag)Z
il BEXFEERBEFXREIIE(HBs Ag)Z il (F i
B3 E17) - 20 - EPBMCHREFE LB MM - &BA
BF 3% &% 0 5L R (HBe Ag) K BE!BF X % H #t [ (HBs Ag)fR
& HARARZKEZMEEKEZPBMCZ CTLE » B £
S ANBINZER - #5 HEElispot | Z IFNZE 8 TH i /1 &
BRI — B4 M JE 0 sfc)<HBsAg(15 sfc)<HBcAg(45
sfe) (B BI3 > E14)  HETSBEF X REIFAHBENF
XBZLWEEREREZIE - 54 - # HElispot (T3 >
& 14) 5 ICS (F HE 13 » B 15)H & » HBsZ — 3 fir (FLL)X

867595-2 F27TH > H£61E (FHREE)
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FREHEN QARBMUZRBEHER > FAREE%R
MRS Y b |

FEHCCR B 3/58 52 51 % 7 8 85 HBs 2 T4Y B 9 &
H(EWEGI3 > B 16)3% i % HBsH R LB W HCCR & &
(CR) - BE 1 BF 3h £5 & 380 BT 79 B 6 W8 0% 6 (ALT) % 05 71 5
(W HI3 B17R19) - EREZSHEZPBMCR & T 1%
298 M HI 5 0 8t B HBs (7 9F $F ¥ HBc) & 8 % HBsZ 55 31 )
EBHEMZEBEEERN BOERASHEDS
HEERE S AE RSB A - RAER EEESE A%
C R RRMLERE (B3 E17R19) -

R 0 $F B 20 B IR 2 THE B S 4 % R A 1] 3 A
REREUEFERATRERSRERRAEEEZE - 5
Sho REAFMUSIEHERESHIFAR B 2 T E R
BSEEEEANENARETE -

HEEMRE T HY  FEMAEOER - F4
BN A ERETRAE  SEEFERCHF X
HRERHIVESE - KB EBASER AT AR S 6
MBEE - BHIKR  EREEEFSHE B GBS
CREEREAGETH - BT RS - £ 28 RKES
o HEREHEEAYECE  c BEER SR EEEE
B2 TR B4 A B 9 B R MTB DL B2 7 A2 RF 4 60 459 22 41 B A
B E WA B b 2 PR R R (Li et al. 2011) - B H A
FHHARSENEESEAGUY RESEMTEE S
A PEMBR B A SRR E S ARER -

867595-2 28K - $£61H (BUHRIEE)
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4. BHBRBEME

ROFRBHAERKRBRZERSEMNELAEZ B A
EBVHilE HEAMH - BEHEMNKE 82 E®BFERKELEBY
ZRI R K F < 12 84 > Ascherio et al.gEWF 523054
HEMSZHFAE - W EARKREEBVE IR S &K I
(Ascherio A et al. 2010) - & 8175 R EBV%S JH & > i 57 (6 12
EE B RF » MSYR & Z ¢ B EBNA-1 400-641 5 R EZ &L R
M CTL M & » H i EBVH & E F (Lunemann JD et al.
2006) - EBNA-145 & 1% Th1& B 1 F # 5 22 X 3 H B i
FEEZEEREMSLEF B AEYE - B4 EREE
NEEBE TR B LMP2a B4 M B B TE F Z i = M A
BhOH MG N H B % % R W 2 8 B (Swanson-Mungerson M
2007) - At > BEAKFIHEHEBVRESRUAREZT
A LA/E R EBVREBVAHRBHEE Z AF » HEBVRXEHR
UENREZTHRETUETHARNKEE R R EERZ FH -
FEHERKE AHEBVER H1 L (EBNA-1 -~ LMP1 & LMP2)
AERBZTHNE XTXEHAERZRAERETHE FF
o BENAEORELKERFFHEHEBVER ZM 2% - ¥ 1)
HEMBEBRBR AR ERER 2 HEMBEEmMEOE - 26K
B0 /N AOWE % R R B 5 WA 2D & ¥ # (Coxsackievirus) B3
EERONKX/EBEHELIRE - £ —-2BERE - KX - AL
X~ FBARKFX -

EEMERBERET  TWERSGHSEHEMEREZT

867595-2 F29H - £61E (BHRHE)
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W HESERENERAEHAKLERE - IR 2EE
BZRRPRFEEE-KEEEEZFRENRNEA
NEAFEEETHEP - EEBRINEECERERZA OB 2
HRIE - BRRSR > ERRBAHTBEREAZRKEEXR
BERUZTHAREZERBREMS X REZ S XME > &
FEZRENERRER FHESKERZME - BAZ KT
THRESZSXTUBAZBE L BEAFE -—KNBNELTE
B BEERBEMANFEERERY EFFEEZTMZ2ER
EHKEHZRE R EREZEELN - GFEBRERE
REBABH LS —F & -

5. Tregit & B W #&

R Z H o — T E Rk TregBE H ff T4 AR =8
H-ABRZS-EREREGEBECXERIITARE ER
Tregdifg - EHEBER T » RMAABEEREBSHRA > WA
ZHREHSHERESRBM 2 TreglE B EH VL HZ 2%
REZH—TE  HE—BIHBEFR > WHERZ Treg T4
MEEBERAUEREARERS AR -THEE T 2
Tregi HFHAFREEMTEH I H B RESRABIREBEH
FRERZTHABREEGHER - BATregth IR EHE %S
A I FACSy iR - RBFIFH S CD23 R HiCD28 A& =~
PR & 3 (Putnam et al. 2009) BERE AHREH RS
RETreg L AN BB ERE - WEFLZ FEGAR
BUBAEARARAEGEE ZTreg HARZENEBRE

867595-2 30K - He1E(SHIHIAE)
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ER - BHEYNE IR EER 2 2AERERFEHES
ZHE -

Tregh B H B L EXBHEH B E ZPBMCH 77 8 - 5] A
e £ fii 7> GMP & £ H - & F CD4-PerCP(SK3) -
CD127-PE (hIL-7R-M21) + CD25 APC (2A3) - CD45RA-
PE.Cy7 (L48)F CD45RO-PE.Cy5 (UCHLI)#5 By FACS 4 #
(BD FACS Aria 115 # 45 # ) - CD4"'CD127 '*"cD25"
K CD4'CD127 " THIH GE S BELT WEREF10%AHR
HmAEZ & & ABIILJE (4 B £ B (Valley Biomedical)/y 5 - #&
2 JE BE N 38 780 87 45 T (Winchester, VA))Z 3ml X-Vivo 1552
B E(E YD (Lonza) 2 H > K B B NIX = 8 & &8 W
(Walkersville, MD)) - (B & - Treg® | H & & &% f H 7 &
Z WEER 53 #E (35 R 5 A4 £ (Miltenyi Biotec)Zt & - fO M B &
i (Auburn, CA)) o )&% S 41 B 9 B 4G FL.2.5x10° Tregif # 1@
724 FL 88 (B 8 2 (Costar) .y 5 - Jif M 8] & T (Cambridge,
MA)) » & FLLL1:5Z Treg : APCEL Bl & 75 B PBMCHL {5 2 ff
ZAM O ETHRRMB R  ZFHRAdREELES
NEFHCIRE  FEHBIRE BFEIZRTRPHEESE
oA E TH & & (100ng/ml 5 F K 2E fig (Wyeth) » 403 75 I &
i #% (Madison, NI)) - F2RFBERBH M A =& > KM
3005 fiz /ml.Z IL-2 (& & (Chiron)2 & - JU N L E F 4 8
(Emeryville, CA)) - #HifH& HER - N2 579K 12K
RN FHmEEERELIL-2 F9X > A HKRE R A HEE
MR AR - BE c PICD23/HiCD28EH B MR (R ER

867595-2 FI1E - H61H (HHHHE)
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£ (Invitrogen)/x & » fI M R #7 & 48 75 (Carlsbad, CA))H #
ARESZXRME - B REBEHEYNKESGW
Grex\) ] IR ER LM ER > HPELRET KD AL &
FUEREERZBHNE ES—Z2/LEET  AALaEE
Z OBR ORI W R 0 IL-10 > DL BE fF 3% Treg# — % & 1 &
Tregl » Z Tregloyihm & 2 IL-10K; J4 & TH1 M Th2 < JE -
BEREAETZEFRREBHECERAES NI IE

D
T B R R
RS WM oy BT Al BE M o AT
I % ELISA & % PR R B Z PBMCHE 7

ElispotZ{ ICS (& /0 4y #7 IFN 7 >
JR B 43 f7IL-10 ~ IL-4 ~ IL-12}%
IL-21LLH & T4H ff 58 )
SRR IMIIKEMES): HEERE/ ¥R E
(K 18 %)
TE2: RlERNEERS H KRB HE 2 T4 HE (CDS
CD4) R BERERUHEBHHIE Z Treg
SR THRERESEHEEKE ; Treglf B 3 47 H
B KR E
SHRI(—HARCBITA MEEE) AIAEEE SR
EOMBABBE>SUWERTURM Y XRESREAKE
Mo AR Z Tregt ¥ (B 34 5 [ A K FE (ElispotE ICS)
SR 25N ZEFETHRE RS X E M

867595-2 32K - H61H (RIHEE)
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EXRAMMEREZEDSRH B REZIN R AEREZTH
B> R/ISEDSHHEEBETIRE R E Z Tregdl B

A B4 - IVER X o By & (B 40 2R BE AR f ) 39 & SR K5
Bz dliEzEwE

SHS (—EERERUTREEREENE) mXE2E
3 B IR 57 a PBMCLL o5 #7 % 9% K JE

SR AR IE PR S E/ RO E B
FR2R A Treg & JE (1B &)

2 L RN

HAEmE T E - MS-& S 1F - R R % BR AT X - B &
AR S-S EXBRD RHE -BBERK-EF
R ERETH : SESFTFTRRBEHEDIE ETRHED

ER:UNEBKRER

6. NHEBREXRBHETKTHHEESH L Treg

Ern—BiE&EET st HEHHHEZ Tregd] #THI -
TH2H CTLE HZTHRHA G  ZETHRAEASHHE RES
NERAENENE ZBEcHET e BRATNEZ FEHESE
ST XEHRM - X EHBERLZ ZETH M 2 R &R
oz E M (B R BT 6) -

7. B
EREEHRERERE T > Tregra FI A L3 2 Tregh & &
HFERBEHRESE LPBMCAR - BERAKEHEHMREREENSE

867595-2 $33H  HLOTHEIHRTE)
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R A (R ERE G EE ZPBMC) - Mt FR v ¢t Y
FEMHCZEEERBREE TregMilB A GK BT LKH#E - W
EFrafah > 80% 2 MHCH # 8t % 20% 50{H MHC . B4 &I fy &
HZTregll i i E - R EZSFHBATHINENES
TRAN-BOEC - EEMBEBHE R BFHEBEER - 5x107
4L /m® 2 $F B R M R MHCH K M 2 Tregh & % H 1K &% %
BEN ORI REEBEFTNBEDAE IR

8. HEtREIHMAECKHH AGHBEEELE

REBEMEREABBERM I KEERERE - &1
ZHEAEAEREEEY.  AEBBHEAOZBEXREER
ERAMAFLIEEERELE RERBBEEUEE Y
% Ul & #5 Hyperstack (B % (Corning) 2y 5 )& Grex (H # #&
AR (Wilson Wolf)A H) - EFAEAYKESR Y —EERHE
BMERZUARBEBEGEETER Y - FRE & LR M
AAEZ—®a  BMKRFABRABRECO, BEHFZEYK
BEBRADANREESFR HEARNERESE T RMAK
SEARNRERBZEYRES -  MARB# L ESFF
FZBEE  RI AR LZAEYRESHGER _ER
T -BARERENREZERBEE  S_EB®& AKX
AREELEEERRBTHRELRZ - ERREFZET > Z4BER
HERTEHLGERRKER U B ELEECO, HBAEH
ZHEE - EBER-FEEENER BERARARBES MG
REARES HNEEARRELLZBEBZBHEE - #FE

867595-2 $E34H -+ H61E (RHRBEE)
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BERARKAE BUBEEABREZERRD - —ERESD
N EERAE Y G  CE YRR SR EE Y E
B ERBED XA R ESE TS TR M HED
WRIEARYEY I AR EHAEE D BESRE
BREEY -®mH o E—BRERET BEEEEEEYE
B -EH—BREBEET  HFEIEZH - V- 1/351/5-
EE T EWE T > R R RGN % 5 (New
Brunswick) + & /& (Forma) ~ %4 & (ThermoElectron) ~ & I
B (Nuaire) 5 S # % (ESCO) B #5 - £F 8 2 = B i B % o »
SEERETARNRR KRR LM R - 5 — E
B HERMASLBEY RNRAREE Y FE L - &
B-WErEERT  RTE TS G R EE -
N W o W 4w M %W R SRR R R R
B o B R IR B O U S A AT T 4B B L B SR R R R Y 3R
B -
EEMERBGHE AL > LEE DDA RS
B Rk RAE M - ELTF BRI S G DRI R S R R
BREH c FEEE Y EWEE T RS E AR R
B ENE BB BT B0 ETEA — B
O RN A YK E R E - AR R
SO GEERER  EHRRER T A S E R 5
SEB VRS T B RA S WS N RE R
o 8 A B SR BB - % S AR Mg 4K R 4R B DL R B B -
MEEREREUBAEEAECEB Y AR ES - %

867595-2 35K » L61HE (HHRHAE)
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EVRESGEARINEZEE ZRELEYREBZZ KAREK
AT DEANESCHEEEE R 2 EERBEBHERE
BREEARNESE  ERI[IRETEEE B3 14624D
REZRZEG -

MEVRER B BEZHRBRZEES T EIRHE
wE MEERAEZNENERENER I TARKE -
Fs TILEW - (EFELISPOTHIE - A B H T EHE % 96
FLBEN  FEEZEBERK T »  H AIDELISPOTH K
% (2 &) %2 9% 22 B (Autoimmun Diagnostika)/ 5 » 8 B #7 45
fil A fH 4% 5 (Strassberg, Germany)) Bl 3 5 BT B - o] 3 4%
Hoo ZO6FLHE M R A 4 FE EFACSDUEATICSH E - F
mEEERLRT  BRBEAEMMABECEBNICILE  Z8
REGHBEREEFNEFREERTERX - ZASHAN S REE
BREGABHZEHER -

[ & = & 5 3R 8 ]

B 1A~ 1BRICE-R 'CrEBR A 2 &R -

B2@E~ PCrEBKARZER -

B 3AKIBE R CrEEKHNRAZER - B3CEREE
APCZ H 4tk - |

& 4 88 7~ #5 B B8 B %2 7% BF B % (ELISPOT) I & Z IFN ¢
R -

S~ 6A-6B-TR8ER 'CrEBRAR LR -

B9/~ 18 BRI BFF X >~ /N E R -

867595-2 F36H > H61E (FHEREEE)
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Al

B 108 7 /b B Y R -

EI 118 7 4 % HBs % HBc> T4H f1 % JE -
BRBESFEART HE2EE -

BB HE A - |

B 1508 % 3 B ICSH B > X JE -

Bl 1658 7 50 B 2 8 % -

BITE R AT S Y BT REHRIFE -
B IS AR BHIRZ BA -

B 108 7 T4 B 5 4 4 R B B 2 B A B (2 [BOS

 HEBEKIHE) -

B0 "FEARKEBERAZIE -

B2 R W NY-ESO-151 KR A X IE Z 4l fig -
B22EAMBALABZHZERRFLZIIR

B23 TR EEERB A ZENFHE -

B 245 AP 2 THEERA LR ZCTHRE -

B2 rnaFERERFERZFE -

& 268 7 A & B 2 )8 B B A (Rituxan) + CHOPYZ

bE#2 -

BT R FEFY I THRNTE -

[l 28 5 o~ 5 B /D B2 R R R W o B -

29 m el B N Z BRI R FAE R -

@ 30A - 30BR30OCEIARIEREARE - EAEZIERWREK

TRERETHRER Z KRRV HGKHHEE -

867595-2

E3IGANRAZHIHEENEYRESRZ~EER -

SB37H - 361 H (STHRIIE)
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CLTED
1. EREHI EBVIEE R - M E RS
BHNBOREZHBEL2HER0%Y ADYRE

FEBV (ELE 4R % iF 2 5% M % %) - BBV B4 B o

BRBRRE > W ADSEAETEREME - B RE Ik

¥ 5 R 2 B fR B LMP1 - LMP2 R 45 I % 5 EBNA-1 « 33

BEHEZAEEEME BAGRZRBENERZBR

IRESFR A - RN 0L R A BYEHE - 40% 2 0 R B

BORM M EBVIE (R 50 - B I o 3 By R TR B 0 4

GBS M P BT 4 CTLIE I > B SR - b4 » & 08 45 % 2

fit B 0 (B 401 49 10% 2 B ) 7R R B EB VIE {1 5 - B 45 CTL

E 4 F 7 4 BEB VIR B8 - H A % FI & EBVE Y > B4 i

BRAHZEM T EFHEBGCEEATERT - 2

Sh 0 LU 772 BU S LMP2 Y CTLEE & {8 — £ #t & 2 T4

TR B R M 2 5 LMP2IT JE - A & U5 A AH S I

¢ FRERABFEEBVEAE X BB ENEER S &

BBV bl 2 8 CTLY LCL4T B » 3% %5 41 B 75 50% 2 0% [

EEBBHELMP2Y @ - FAEABBEER 2 WKL

h o SN R ER ZCTLA R YR EAAE 2 K

FE o B SR B R B AR (5 BT S CTLF 3 8 48 3 5 LMP2> &

FE W B S o AR AR R UL T AR R R E R — ) H

2 — - B4 ABHZEEHNEALAEEER - ®

e > Wt HIMP2Z CTLINE R RN B A A A B KEE

867595-2 5538HE - 3L61HE (BURRIHE)
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T

MAREMCTLEM T AT ERABYH  FHTIH
EUEETIHEREM  RE£40 mlE 100 mlJF E B E M
RERIME - HE MK E %M (PBMC) Lymphoprep &
R £ (= B B (Nycomed) 2% & - #f B B # B ™ (Oslo,
Norway )FEHBE L7 B > ERNEH 0%/ 4 IF (FCS)Z
RPMI 1640 (5 47 H] (Gibco) N & » A &Y M & B E & (Grand
Island, NY)) (Ef&2mM LEEFE - 100 IU/mlE @£ -
100 pgf# il & /ml) (5x10° 4HHI/ml) > DL 107 41 H9 /7L # 1&
6 FL 8 (F Hf # /4 F (Costar Corp) * Jii N & & ™
(Cambridge, MA)) - PR 37E CHE B2/ % - JF 5 40 fE &
BELUEBNEHFI0%E Z Z B (PEG)ZFCS > # AR E
fo REAKELRREFR-SOECALHE - LI HR6FLE
H 7 F5 WS 4 B R BARPMI + 10% FCS#H:E » & mliF 150 ng
Z GM-CSF 1000 U IL-4 - fFE2R4X DB E Lt /5 H
EARANTZHHEEEEEE -~ L 2EEE - K » &
EREEN LR BREAZTS2ELR > LAMAS%EHEZ ER
B EHE RN MR  EEHREEECESEEEGEHES
R 2ERECLERFEDRBEPBSH Z AEXREAD AR
AECIR KR B8 )2 PBMCHR RPMI 10% FCStH Dl 37/ Cie
B2/ B ELEER > 0.2 mmFL KB (Acrodisc > FH#
2 Bl £ (Gelman Sciences)AH)EBER » T HEER-
20 CH] £ 2 83 - JEFhIff 40 B 5 7Y 2K 2 1% UL 28 DL 1E K 18
M ZRE - FIHEKRIEE R EFES B RECDSS -

867595-2 539E » 61 E (RHRIAE)
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CD80 ~ CD83  CD86 # ¥ % J¢ %% 6 DL BE {7 & 22 41 g > &
B (>50% 2 dHRE+) -

DCHI KM A MR 3TECHRIMNS ug/mlA B2 KREL 2
A&l ZRPMI 1640 » T 55 52 28 2/N B Y pg/mlE &
EHERRES0)  ZFHEMEBBZELFER - DL10° 415/ 2 ml
FLERER RIS ng/ml IL-72 RPMI 10% FCS - 2x10° PBMC
WARMNBAUFRREHE - % K FE 4 i 8 7 3% 4 i >~
LE A520:1 - ZIEENFI4E21R AR 20 U/ml IL-27
RPMI 10% FCSH DT EHBMR Z B EHMBEHEIRERTE
oHEEHMA) -

HMAREAEFEBFEZICTLHERAKXBEREEE>70% -
dEMREFZTREESE - REZHBWERS EU/ ml-
BMEFEREEERE B CrERRBR P20 18EETE
W SRR 4 BE MK A 20% - CD19" B4 B 70 2% ~ CD14" B %
RPN 2% X HLAR & -

SHRTHME AERBRRARS/NEEER N E UES
WEME - FEBRAER > BCTLEME B EE4A
BRABUBESHBE EEEE  FRdEEEEEsR
ERNEHFERBEIA T HEMAE & 2x 10° df Hel) - 4
L18/NHF R U E M - DLP'CrOBBRINERE R =K »
FARSHAERBRANE PIERER - Fret#HBLtE
MR EZRBZELEREI%HE -

a. HE: B MR EEL E kR

867595-2 RA0E > HL61H (SEHRIEE)
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LCLHE ARIELDREENR MR > HXRES R0
E 7 FE M T4 B 6y A B A8 AR A -

TR A HB10RFEWUE > FAIAERENIEER
4 B E B R 4 BE : AXEBVEE TS > k[ BE 4 B & (LCL) B
HkEWY S BMEERMOER LHEBENTREX - IFNy E
R MACO)ESR RN REY 3B Z&F
RURERPHAEIEER 2 ESYH B > Z3EERBR
RS DL EBNA-1 (M Bk B¢ B B2 902 3257 EBNA-1) -
LMP1 (Ml EBEBIZA4A3E BEEB260E 3152 LMP1) &
LMP2 (FR2EE R F ZLMP2A —ERIFAKAEAKIE399
E_EAE R REEAI00E497) - FHABH HEE
B TH B ZBEZR 'CrERNE T W -

B 1ARK 1B : *'Crsy jl F> W & A R EL 1 20:1 % 10:1 22 %%
JEAH MY - BRI (E/T) (CTLH M % - HLAM T Z 84 &
MHR)FTZER EFHLAHFGZBESHABEHAELIKEE
ZEHTRAEZHREESYIRE » CTLF B & 2 K |5 APCH
REMFEREEULNEECTLHE A -

& o ¢ 1 25 4 B (DC) & E I 4l i (MAC) 1 ¥ Y &8 EBV
B ZBHAOCLHEREEEEM I A B REBEHKEZ
CTL4 E -

Bl 1C : *'Crid =18 N [E X fE 48 e RE P 40 B (E/T)OEE 4
(CTL : HLAM T Z S @S M)+~ B - LT HLAMEH
CTHESARBELESRAR A RE KR & Y IR E
CTLEEE#BEZMEHERERMEB ZPBMC (E&EA) -

867595-2 FME > HLe1HE(REREE)
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o WEYWEBVEBLHLFEAEA -&KE > BHE8ER
THHREERAEEEZERS ZE/TLA -

B2 : °TCrit20:1%% FE 40 B : A & 40 B (B/T) s B (CTL
Ak - HLAMF ZEE AP 2 Bk - 2 T HLAAM
FZHBETHBEAELERRTRIEELMP2Y 5 FHLA A2[F &
MREBSEERMCHKIKRE > CTLAFMA LR =8BFAEFEH
ZMEEREHE -

&om o B R K E W4 AR B Y LCL B B B W R
ZREBEERAZEKERBRESEZCTLEY SR BEREE
WA cESHAERALIEERERE - |

B 3AR 3B °'Crit 20: 13 JE 41 B : £ $E 40 B (B/T) bk 4l
(CTLAI M % * HLAM S 2 @& 3l T 2 8 » &
BLAAH #F 2 @ 4 & 4 i 78 55 85 0% 8 LMP22 ERBR % » LCL>
H % 40 B 3AFF & » DC/MACY %l ¥ 40 B 3BFf 71 -

Siow c AR E WS ZEK90% 2 % £ CTLY M
HEETHMNZLMP2K E » M8 R LCLE & 3 50% &% &
CTLH 2 E A E M 2 LMP2K FE - K it » DC/MACE &
MAEEMNHITHAMERAS B XREBESE N ERSML 2 TH
ol

B3C: FIFAEME4AE - S22 4IlRLCLIE & i R B 5
QM DL ELERZCTLA A & EACD4" -~ CD8'
CD25" Z f#JECD3" M &Y H 5y bk - 4B & (kDL HL CD3 ~
CD4 - CD8R CD25Z Hi g 0 » ¥ & H % = 4 B & 7 ¢
fi o

867595-2 FA2H o HLO1H (SUHRIEE)
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G BAFRETAEILNECDS 41 F i Jk Tregdl
B {E R A A 2 4N B R E W 40 B /E % APCAE B R I A LCL
FFEE B % D SE M N CD4Y Y B 4 -

B B % % BE B B

S Tt %0 o B Bh S BB 5 6K B ME LUOHIE ST WS E BUE T E
BOTHERE - B2 BB EET r IFN 96ILETEZ G
= & % (% B M (Millipore) 24 5 » i /il H ## ¥ 75 (Bedford,
MA) LL15 pg/mlZ BuIFN v E # i #€ 1-DIK (MABTECH
N ] 0 BE HE H7 48 EF B BE (Stockholm, Sweden))@ & o 5x10°
PBMCHEMERI  MAZSEEAEZ &2 uMZ KBRS
B MITEC 5% COMERMBE - ZZMHME - MAL
ug/ml &8 £ %) F & b 2 B IFN ¢ ¥ ¥ 5 B 7-B6-1
(MABTECH)}A =B s B2 E 4N I - 2 fm A & 88§ i
£y EE G LY iR S (MABTECH) FF 55 8 2/N B o
| Fi alk-phos 52 & %& # (Bio-Rad A 8 » i ) B & &
(Richmond, CA)) 5-38 & -4- & & -3-15] Uk & BF B8 b5 5 % &
BT E30S R REREA S E  FARNERS
¢ AIDELISPOT 3 H! &% (B B % % 2 B (Autoimmun
Diagnostika) /% ¥ » 7% B #7 % I 7 A1 % 75 (Strassberg,
Germany):l B3 % - SHEME G M > HEHEEAHS
10° PBMCZ B % Ik 41 1 (SFC) - AR R B > BHY
R4+ 10 pg/ml PHA > S BGEMHRT 28K -

B 4 : EHElispotHl B RRETNEEZE10° T4 MK &
2 IFN ¢ 7 %4 4f ffd (SFC) - |

867595-2 EA3E - H61H (SHEREEE)
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“5om - B SR Ml FE R E Wk 4 B AE B PY LCLEE A8 32 52 1 4
HMUBRESHEZTHE -

RELARELNBIS B REZRUL T KIE
LMP2R & BB U &1 - B A MHEREBNAZE & X

BEJE  MEFALERERPBMCH EHH - K545

EHMBZEBVREARUUTPEMXREELAE L - BT ¥

ME B REBRMEE  LMP2H SHE-—RES

EEREELE TIHERGEERRpESHERRpUCIIE &

o RECMVEH 7 Kk A TATGK poly AZ & :

H A1 LMP2B (B F B 15 497)

B2 LMP2A 1 SN F(BREEBIE119)

B33 LMP2A 2™ 4N EEF (BHE 1205 497)

B R4 LMP2A (B £ 120%F 399)

BB S5 LMP2A (E £ B 400F 497)

B 6 LMP2A (Ji2 £ B 120F 440)

BB T LMP2A (JE B H440%F 497)

B8 LMP2A (& 1E 399)

B9 LMP2A (J £ 8 400F 497)
FTEREREF FAEEREF N SCSLI0E #k (37 it 4 &

(Stratagene)’x & - fO A7 f&f 55 77 (La Jolla, CA)) ZE &I »

WA A ERXE R A E IR NE M (Endo free Plasmid

Maxi kit) (Qiagen, Hilden, Germany)4fi{k - &} J8E 2 5 41 g

FA B B 24/NHE 1% (4 &K B 2% > F] Fd Amaxa DC Nucleofection

867595-2 HF44E > H61EH(BHHRHE)
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£ 40 (Amaxa, Koeln, Germany)LL & 10° ZHAE2E 20 ug'sd &
DNABE : -

IMP2 EZTHHAEREBRUEBEHFTRRK
LLW 329-337 LLWTLVVLL HLA A 2.01

CLG 426-434 CLGGLLTMV HLA A 2.01

IED 200-208 IEDPPFNSL HLA B 40.01

SSC 340-350 SSCSSCPLSKI HLA A11.01

TYG 419-427 TYGPVFMCL HLA A24.02

LLS 447-455 LLSAWILTA HLA A2

LTA 453 461 LTAGFLIFL HLA A2

FLY 356-364 FLYALALL HLA A2

BHERMIHKGEERUABAR cr@i s DAl
i CTL W R B HLA-A2Y B ERHM I KIE » ZEED
4B % B PBMCIE IS & =~ & 4 Bk -

5 °'Crid20:1%% FE 40 M7 : A #2840 B8 (E/T) EL 41 (CTL
WAL Z - HLARE ST 28 ES @R 2 B - H FHLAM
2B ETHBBELELFEELMP2 BKAk & » CTL4A BE %
FIAESZEL -2 38468 B 2 LMP2E 17 (1P : 497 aa
LMP2B ; 2P : LMP2A 1% 4FNFH F (119 aa) A 5 178 g >
LMP2A 2" 4 80 F (378 aa) A28 B ; 3P : LMP2A 1°
SNEEF (119 aa) A 1E B » LMP2A (120F 399 aa)A FE 28
B2 LMP2A (400F 497 aa)jA 3™ ZE# ; 4P : LMP2A 1°

SR T (119 aa) A 1E B > LMP2A (120F 399 aa)id 28
B > LMP2A (400%F 440 aa)fA 3™ 'E 8 » LMP2A (440%F 497

867595-2 FA5E » H61E(RHRAE)
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aa) 24 B ;2P 2: EH1 (aa 120F 440) > B2 (aa
440F 497)) o

o HLMP2 O HEAERDP —HEB(—EB AR as
400497 » 5B —E B 023997 AT 09 78 B )E B 4 B i £ 8
BZREBBERAUZEBEBRKIE -

HNIEHEBRNEBREESEEE ZEBNA- 1A RKEIOE
325 H EBNA-1FHI M BR RE ApZE R E B Z CMVE
TZEHRT HFIHEEMEBERRRHREERLINE K
e B o T FIHLA-A2FR %] BK % FH 7 8¥ 5 KK FE : VLK 574-582
HLA A2 -

798 LMP1FF 3 {5 35 B M B B BBk 1 43 (DL TG %
ZEE/MIEED BB )RR 260E 315 (547 1 1{E g 5 B
ZEMEEEE BEEFIGEBRIPERES X CMVE

BT ZEHETUAE SALMPILE - BT EREZ E
E > TFILMPIZ HLA-A2[R %l % fiL fh & 8 5 2 -
YLL 125-133 YLLEMLWRL HLA A2
YLQ 159-167 YLQQNWWTL HLA A2
TLL 166-174 TLLVDLLWLL HLA A2
LLV 167-175 LLVDLLWLL HLA A2
LLL 92-100 LLLIALWNL HLA A2
RLG 132-140 RLGATIWQL HLA A2

Bl 6AR 6B : *'Crit20: 1% J& 41 By ¢ A% &1 41 Bl (B/T) Lk 6
(CTLYi i & - HLAME S 2 # & B @)+ 2 B » & &
HLAM R Z & 4 B 40 B8 78 55 & JF B EBNA-13, LMP1 > Bk Bk

867595-2 F46H - HO1E(BUHRPEE)
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# - B & EBNA-157 4 3 B &K EBNA-1fffl B} Fr # 17 2 CTL
MR & 0 KRB &K LMPLE £ & 8 &K LMP1{H Bk BT & 1L 2
CTL4H ffl % -

Giam c MBREOE R ERIIREE 2 H B E R E
HRSREBBERAZBEBRE -

b. B2

ETFIEET - THIE G LT > 885 R
SR HEHAEZSERUMESFEEE - DA THE
HZEMURESHRAURE -

B 70 CUCrRE ) 8E H20: 1R JE 41 BT A 4B 41 B (B/T)EE
BI(CTLAH M % * HLARI 2 S @ BT 2 i » &£
HLAME 7 2 4 4 & 40 B 78 56 48 1% % {8 35 51 J (EBNA-3A) -
KB B 5L (LMP2) B 3 B LMP22 % E HLA A2[R & 1 2B
Sy R 2 BKBR & - CTL {4 F Fl — K [ 732 & 2% 4 1 % &
B — REAEBLR 2 B H W OF I0 100nM = 300nM Bl & £
ko B—REHIE

Gish c ECTLH E SRR BRME G 8 & B Mk
KEHRA R ENI I ESRBE I RESELY
CTL HEERIVHESEMEE -

B8 : (C'CrfE R )8% F20: 1% FE 40 B ¢ A AT 4 BE (B/T)h
BI(CTLAEfE % : HLAM B 2 S & B @B d > Bl - &
HLAME & 2 4 4 £ 4 i 78 45 8 A 8 18 %% 51 JH (EBNA-3A) -
KBS B R (LMP2) B 95  LMP22 4§ £ HLA A2[R #1 # X 8

867595-2 FATH - £61HEIHREE)
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PR ZKRARE  CTLHGAA —HEARAEFAEZHEER A
HEG —BENEREERZAI2INGRAEEEHE R M0
ng/ml-THEEy (IFNy) » B—FEHIE -

GEm c ECTLHLE 2R M B MIFN v &6 51 K g o
DERABTERZBEERESRMLZCIL HBEER D
HEERMUZRIE - ZBERE UM E S - AR R %
M B -

c. BEMWPI3: KX KAMEE

BEEBRBZEBUEFXNBERN R HFSEBREF XY E
Ttk % % 5% M % % K FE B0 DL B 8 (Publicover J et al.
2011) - tkHBVtgRAG/NE 4 EHH C57BL/65F & 2 15 HBV
% BEL R ¥ E /N B (HBVRpl) % RAG-18L 48 /N Bl 2 % & /I
B HEXME2HFREEEEBERBEEN T » ERAG-1
BRI S I fRE E R TR B - ¥ 10° BE4H 8 C57BL/6
MNEEY  ZARARAGHEERE HEIHHEFERL >
FE&MREREBEEREL EZRTFTHUABZERCE4IHE )N
Bl ZEYWELREABERFRZ NE)BEEBEFX - &
AN—H > R FTE B M 2 HBe > {8 11 3% o 2 HBs{) 4 1%
SEELD - KBEFXCEMEAR TIER -

WhEEEEERE AN FALT-LIKEHABZEHLE A
=] (Diagnostic Chemicals Ltd))}* Cobas Miras Plus4; #f 4%
(% X (Roche)®2 BT 3% ) Ll & - HBs#7 R % | I ETI-MAX
2 Plus (¥ & #k (Diasorin)4y 5 )JI & : HBsi 8 (& F] FHETI-

867595-2 FABH - HL61H (BUREEE)
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AB-AUK-PLUS & ABAUE # ¢H (Diasorin)ll 2 - HBcAB {4
#] Fl ETI-AB-COREK-PLUS (Diasorin) Hl & - # Ml &
ELx800 (¥ B Z % 28 (Biotek Instruments))_F Bl £ 450nm
F 630 nmiE B -

B9 : #& MBI R X HBVtgRAG/N B 5 B o

TH RS & Rl A e M 005k Be 05 75 10 & 88 Jh 81 ¥ HBs &
B ZTHREESCEABRAREZIZ4BEEFTIREL -
HIx10°E 5 5 & & 1x10° 4B » 7 1x10° 4 fE 2 2 &
JRoo 40 °F Frak > 3 1A T4H BE B S #5 6 B )5 Bk HBVtgRAG
HEh 28 MR -

B 10 : DL HBsHL R B & FE % 2 T4 i )& B HBVtgRAG
BB S B 3% R OB B Ge A 2 1B I -

R ERPHEEMNIL4ARIL2ME A ER M ARAY
W BEENEEMEZTHME Y &5 5 BS5x10° & Tx
10 - A ERNEEEIL-ISH AT EYE 2 THRE
B-EHEE BErAAESEHEARHEEEETHE X
TH2M M Z b % R A F - M H - TL-1227 #R4b 3 f1 2 5
EEFEZHABEEEZIx107 > DIL2EEWMBEEZ/RIEE
TregH B EEEZIRIE - ‘

AEBERGERBLEZERNENTHRERE KA RB
ERESIRZITHREB E £ DLJ5 R HBVigRAG /) & F Z B

867595-2 F49H > HOTHEIHHRHE)
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Bkt B R 2 THREsE
IL-15 1x10°
IL-15+IL-4 5x10°
IL-15+IL-12 1x107
IL-15+IL-21 7x10*
IL-2+E MR M E

F b BTHRBELR T ANTAE TEEEE TR F
B THRETHRARENHBERAERMAZ TARER
BEHEAEARMLIFNy BB RN Z %hEHEE R
% BE B UK (ELISPOT)HI & - ERHE BB 6HE - B REFERK
HREZTHMIGHE ZHBVigRAG/N Bl W E M B - 2 T4
RSt HHBsHi FE R - ZSBHUERGEFEZLRE
(HBc) ~ 3k R $1 JE (HBs)B, HBsZ 2 KbfR 1 Bk Bk & : ILS
B WWL o
HBs Ag 190-197 VWLSVIWM K"
HBs Ag 208-215 ILSPFLPL K"

BRI TIER
11 : HBs THIHI G M EN FEZ L ELRGK T H W E
B AR e

WE R FIARMO T EER 2 THRABESEE
WEZer B HBs Z TH I 52 B & B 8 B & 2 ¢t 8 HBex X
J& - ZHBsSREX EAHHS B KRB (WWL)Z

867595-2 550K » HE1E(BHRHEE)
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ENRERE - At FHBSHZEBBE R AKTHRE
MTrEAERER  FAERREFRIDYAZ K FEGERMTE)
HRUHEBESHRMALS) > st HHBVR EZ BB VL U #
LRI R Yo A 2 R 4B 8 HBsHi R 1 9F 5% A (8 2 2 HBcHi | -
HBVigRAG/N BIE TR RS iE R N J5 A B & R
HNEFFEREESRA E-BRET  FAZFHAKEHF
Ak (IV) ~ AL AT A (IM) 3% B8 BE Y (IP)3E 5 7Y 6 IR (Freund’s) f&
Ml ZHBspiJR - % > % FEE/E100ugZ H # DNA
(BB R EEor) -
12 : R EEHE R CE O G B R R
IMETREEZS B REBHNEEREZZRE -
MERTR > IMETFTHEREM —ERTHAELES X
FRZIRE  HGEHERXREZRULZIKERRR - S -
ERNBEAGANAEOBER B @ EEREEEZIE &
KIMEZETE > STHREBERUZIKERE TR -
EE_REG  ETAENERBRUNESHERAEZLES
KfE ke B2 Z fE A [F] [H B (1gG1x 1gG2a) 2 HBs X J& P /) B 31
AR TR ZKE

st WHBsHL R < Eik i e

10-HOS5/N (8, 1gG1 HBsAg (& 2k ## fiI (Fitzgerald) X 5 » Jji Ml
B %% {8 7 (Concord, MA))

10-HO5A/N B 1gG2a HBsAg (& %% £ 41 (Fitzgerald) 7 »
M B 5% 42 17 (Concord, MA))

867595-2 F51H » HOTE(HHREE)
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13 HAHBsHl K B M 2 1gG2a B # 1 88 (B 3
[GITIMHERIAEAZESER A SRHIVERREHEEZ R
EZHRERER -

EVNENEBE IR XIME PR > IgGal &8
EEBBIHABREBRUZIKE - B AEBh#ESD
IVETFTRERIAERELFPHIME TER > EHE » &
MIVIE FPIgGag SR TRETUEH FHERANZ 4
EBEEL A -

FPHABRRERER I TEBREARRAIgC2aH B L EH
MRl k2 s #3H fMFeR& & » R 8E [| 3% HBs#HL JH
ERf A - A HNHBs Ag et ERE BB (B E
BI2AZ14ADVGR NGB BR Y X ERAM > HZILSE iz
RERSEE N WERILSZEEEGM®E -

HBVAH Bl M AT 4l Bl 9 2 T4H MR & ¥ % %06 8 2 R 5

524 HAFHBVREHCCZ HLA-A *0201%5 B {4 ¥ 17 % 9 3
o OB EZRRERMEE R ERE - SR E
REBEZRBE S NEZHBE AT R %05 K (HBc Ag)
ZoilE BHARARBEM X REHREMHBs Ag) 3 B (H
10) °

PBMC & 5% B g Bl e i iy » & B FF X £ 0 B K
(HBc Ag) X BRIFF X F | $1JR (HBs Ag)fk & - H A B
PBMC4 £ CTL » 2% CTL{4 #5 H Elispotll E IFN ¢ -

14 : JRE R E3210° PBMCh 2 3 BE % 5k 4 i > %

867595-2 R52F - HE1E (EUHRE)
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#& B f£ Elispot L Z IFN ¢ ER THBE AR EHZI — 8
% ;’@ﬁ)ﬁ(lo sfc)<HBsAg(15 sfc)<HBcAg(45 sfc) - [
RBEIFXREHEEABERFXBZLOEARESEIR -
It b > #f 92 HBs 2 3% FK (FLL ~ GLS R ILS) :
HBs Ag 20-28 FLLTRILTI HLA-A*201
HBs Ag 185-194 GLSPTVWLSV HLA-A*201
HBs Ag 208-216 ILSPFLPLL HLA-A*201

BT HHBsSFTEH B 2 M B R ETWM = - FLLEL P B &
B BERHREZAREMBSRAEEHICSEBUSEES
B4 -

41 H 79 40 B o & 6 (ICS)

5x10° CTLG4 & B & K E R 100 pl& L (10° =107
M&ZEE)Z1XPBS 1% FCSH 1/ B - # & 7K 1 Golgi Plug
(BD % %) 7 £ /4 =] (BD Biosciences) » 111 #il B # 7 B (San
Diego, CA)) > il N37EC 5% CO, T EEZE5/NEF » B Q)
ok B BE > LA200ul PBS 1%FCSEME » WA4ECHE R EIL
JR30 f (CD4ZE K EEHM B BE RCD8Bl % & &E A
(Pharmingen > BD/\ E (Becton Dickinson)) - FE BN EE
R EEALB W% > 1% BLE AIFN v % £ 2 (Pharmingen,
BD) 120 RN K LRG0 B K> ELER
PBS 1% FCSifi # FACS Canto_F 43 #7 (Becton Dickinson) -

Bl 15: ICSHITét HHBsRM Z K IE -

867595-2 53 - H61E(RUHRHAE)
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HABICSHMN Z KB R » ZFLLEMEEH X
ERHEREM R B

5x10° PBMClh H % 5 8 5 8 > THRBEBRMW 5 &
MAHBs ISERBRECUFERUERELE » Hd ZEKHE
R K 15-30 (BLJH BR FLL) - 1L-4 + IL-154% 7 4% 3% #5 R (&
Fi o 1x10"° TH M {4 B H 0% 8 » BL— % 4 2 41 B & 17
Elispot}fl i -

B 16 : HBsHIlE G AM OB FERBE ZT4HK » & &
MEEEMZRESG A X EX -

WE AR > KER Y CTLY Y & % F & %552 R E
ZHBsHNEN  BZREITEGHANZRESEMLHE
ff - CTLA4FE BHIVE T 5x107 F1x10® 4 /m?> & F » 1
B ORI B BB -

B17: WEEBEZMEFX  RBEBFRIFX -

EZERSEFRZE BZREGHERERT BRI
R-FEEI4XR > BRUWEPBMCY B W E 4 MM 2B K
TE -

E18 - W EB LR EEIRACHEREEE LA
REBHIFMHEB)RZHE L 2RI RBEEA -

ZREEEBERACTHEAFNARMN T AR ER ZTH
RO Th BT P8 - BR T B RRIB R AT B LIS - B LR B IR
HEHYHHARE L T2KE -

E19: THMZ S ERZLRBEZTFHREE -

867595-2 S64E - 61 E (FHUHREE)
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d. EWMHI4: BEREBZZGEME T E

BEZHERKZEBRAERSIREBZEERERER » U
HERZESERE Db EREHBAARGHEERBR IREE - 8§
At HBEEASBERENHER 2 BRBREY2ZE KA
EHWEBEAERNEYR BB HENAAXERGAEER > &

THEERBEE R EBERBEEZFN - L2EERK
HERZEGERE - B BAAEAREZRZBELRZEER
AAEZEMHIE  BEEREABEARTEZBRER -
RHNEZETEEL2ERAGE CHMBEEERE 28 HAR
DEIRESTTREREBERE AR A ZHAEERE
CZRoEINMITE BT EZGAREEZRERNZIRIE
ZHEKTHARNERENERTHN  ZETHR T B HiE
ABRBUEBH PR HBEH I ARERE - BEARR &
HEGREEHR AWMU AEZGERER I EH FEZ R
ERE - ZERTEGHBET AR EREKRKEREE
TS -ZMEEZRBYHANERLAEER  BERBRZ2ERR
BE®HE -

S RGHRIB - EEREAREGEERZRE
ZHEREE HWEFTEHEFEREBEZERWERERE A LE
TREHBGGLEZK KHAN 2 EHERKEABRE 2 EEM
E oo BUIKE > BREEBZIAEGENY-ESO-1 - SSX-2 -
Melan A - gpl00 - MAGE A4 - MAGE A1RL BB - %
WA 2T NEEBHEBEEREGAEHK - T2 EEEH
REVZBFIZIHAERE UFBEEBERMEEZNETS -

867595-2 %55H - HE1E (BHIRHEE)
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SPEARNEZERLEREGA A L AR 8B R E R
B R KB Z R &M B E o Elisafk A 7Y E 8t % o
HHRZENENGBOE HZREEXEZTHREN %
% # HIFNy ICSE(Elispotl & - F A It 5 3% W & & % 2

B20: ERBIFHHEBHIESE ZIFNy ICS& R

ERE1IR » ZWEZHEBEABNYESO-1 - SSX-2 -
Melan AF MAGE A4 - ICSE T ¢t % MAGE A4 B2 K JE -
{2 ¢t ¥ NYESO-1 - SSX-2 % Melan AR E/&E K JE - %
NYESO- ~ SSX-2k Melan A [ K fh % & EELUF A T3
HERBAERABER AR KEHCTL

B I A& 5 B 5x10° PBMC - B #% BR 47 4 M 8 2¢ 4 B 1%
REENEREZEBELRERUMBEBMO ER - # O
FEHEPBMC 2N RHSGEERAMMN LA ERREN - It
- SEREMT Z B B H W 4 R Y -80E CUL Bt R 2 E B T
A Z 2RE - BAv B &4 (AL-4) R FE R R -E 0 41 i &£ 5% 1
BET(GM-CSP) R B Z K It - ER R BERE KLY — B
S0 T 53 4B R R Rk B 2 f8 28 4 B (iDC) - 1% 48 DL 9B B 3T X
F(TNF) R B LU — P X iDCoH Lk B e 4l g - 35 i
MEEZE S E3EOHZIABRCEKTH S IEFEARE
RTHBEZAEHRE) ZEABMFEERM45% Click’ sk
B & (B X B £ (Irvine Scientific)2y 5 > 0 M 22 2§ (Santa
Ana, CA)) -~ 2mM Glutamax 1k 5% A Ifil 5 2 RPMI 164052
BEE - ZAMGARSAZIMEZRENGSFH 23

867595-2 H56H » $£61H (FHIFEAE)
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BEEBRGERKESYIRE(ERBEE SR —F Q4 NY-ESO-
1> —F A EFSSX-2> E=FEE&Melan A) - ZFHEHREK
BEFER3TEC 2/80F - [ B - PBMC/& &K fig B30 DL 1:20%
1:100 (PBMC : 5 22 & F ) bh B b0 A 3% &% AR 87 2 #F 28 40 B
ho M3TECHBIRNE c SEARM I ABBEERES T
EEREREEERE > B4IL-15 Gug/m)BEHHZRE
TTHENAERNEY AR BEEE AR ES
(i B 7% 3% % (Wilson Wolf) 835 /A 5 » B JB & 2 )N B B &=
# Fl (Minneapolis, MN) R A E R B EE > AEZHEE
A REENE - K#HE3x10° B1.5x10"° M GENR3IE 6
BEEHEBURTERS -

THHRAERERABEENEAYKIES

THMRZARBRBEEBE LEAE—RBUMNRARBX
" HEARUAREMTBFEEZEEERE -

ARENBEGE RN > THRGRICSHE R UHEERIE
Sl &% : NY-ESO-1 - SSX-2 - Melan A ~ gpl00 - MAGE
A4~ MAGE A1E BB ES -

B 21 %8 &1 ZICSHE

MEZHUE > tHZXXREFEHIR/E M (NY-ESO-1 -
SSX-2f Melan A)E R EZ @ % & A H - 8t & XE
BREXRRUAREZHBEEETFNALYREE R 2
CTLE E:H - MFHE1EH > 61.4% 2 4l i B NY-ESO-1
K JE ([ 21) - |

867595-2 SES7H - 61 H (BHHEE)
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MEBELERE BEAHNEXHZXRESHEEREY
CTLH %% T EZ W B » CTLH U 5x10° E2x10® 4 f /m?
wy -

EEEERE2EIE®R > BRWEPBMCIE # HICSE
HHAZTHEEREREZEE -

22 : 5% B IR G B R 2 ICSHH HE M & 35 5 47 -

B 23 WRIZELISAB R 2E S (BREERAER
EZBBNDEAROTE) -

MEFEELAAZABRERBRESTFAR > ZRE
EEERLAGENFEEHEUANRERMZ R BERE -

PR 3 8

R E - W ERS2E BB A B2 RS N
BEROERE - i B &% W B (Dacarbazine) (DTIC)
Temodar (%Eﬂﬁ%ﬂ%(Temozolomide)){[:%i‘}é)‘?%%éﬁilbz
ZHENECHEEERE -

THRRZEZBE & ZRETEHEAZ2RE -4
HMECTHRETR > MP 2 EBEREE N EHEBELGEH
NE2ERALGRKBE -

[& 24 @ THHEEA K% 2 CTHR#

e. EMBEIS5: kERE 2 TH I *

IS0 EEMREUFETERNCEIRERER
BB #% o 340 - A BEZE 8 (Rituxan) + CHOP ; B : JI & fE
B ZEBV LMP1 & LMP2HiJH » 2R 74 ®#{FEBV LMPl &

867595-2 68K » 361 H (IR
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LMP2 THIfaE ¥ F# : C: ZHERE : FHEHE > MUY
EBV LMP1 - LMP2 - 7£3E - MAGE A3E R EZ £ ETH K
B A0%ZMEEERE A& M AEBV LMP2f5 %

50% X MR BEERE - 15%& %0 B MAGE A3 - &
BEIGEER-CHOPE A A K HEH » # F5x107 F2x10° T4k
/m? o

B 25 MEREREE

WMEFF&  HEEEREZTHRERESERRATESR
BEZINER BATEIFHLELN  EHEIFEHRZKCTL
ERREZER LGAERAGENVFERBEBEEE
2R BR®%B - BA—HFHBZEBYV LMP THEEERER
B rHERIEFHRBERERFSEI ZHEREAR L
REZR - B4 BHEKRESEGEZ-GHEEER  FEAE
HHEISEHA E2FE NESH - CTLE ¥ TV #7556 5 oL & it B
B: —HRBZABRARGHRENLE  ZFEETBER
BRHERBRZCBNIE Bt FHEEMMKEFEERE > T4
BEARIBREMAZE®E -

E26: THRERNEERZEARE

f. BHH6: BEEERRKZ THMEX

B EQ S E MR X E A (CIA) G B R R % B & R
(RAZHEE > ZFEUTFARAUERFEEHEBREGI (CIDHR
= DBA/ 1/) B 55 & -

6FE8F M L DBA/IA B (h 5 B M 5% #& (Jackson) H B &

867595-2 %597 - H61H(FURRBE)
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(41 A N 2 B % (Bar Harbor, ME)) o 100 pg > 4= CII
(Chondrex’y & » #E B IH N B 18 52 T (Redmond, WA)) 4 &K
AR EHF4 mg/ml&E B E (M tuberculosis) (B & 5 52 57
(Chondrex) X H] ) Z CFA» HE F FTEHNE - T H B ES
o 802 100%Z KRR EWZ/INEBEERETEBEER -

THRGMHAEZTARSENEREZFXREERT
51K -

FUBREH

R R B Tregd & 2 263F 2700 E B ILAL-2 +F g
Bx)

P R B T4 B 4 B 22 286 2 3002 18 25 Bk (11L.-15)

Sx106di l AN A ERE20REBNENER H>AS
WHFELEGY - RE27 - CD25th Tregdi l 2 fE 5 - ¥ 1B
By ¥ B 2 PBS - R [E28 -

NEBRERZBEEGAASRBOEIS 2 F o=
EREFEZX BRETELS B125  0F1IHEH 5 1
TEBEMBONER 20N R EZEERRL 84 ;3
TERTBREERREL - SHPEEHAGERSLZGY
HAOLRRMERZBER - SEPZFHERSBRE
ZRWZBEME - RE28KE29 -

6 67 < 4H 4% % B 2
B 30ABE REH KB > E30BETREKAEZELAERAE

867595-2 $60H > HL61H(BHRHPE)
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ZARE > ENCERNETHREERE . KB -

WEFFTR > THRAGEEZERKSW I MEEXNE
R -BEMKE HENWVEHSIEREBRANERZTH
PRESHESRUERZ TregZ MW R ERIEL P EEH
[E] 2 & -

867595-2 $61H - 61 (HHHREE)
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[ =3 HH FH 35 BOF #a (& ]
[(#%EL] —EEBRRFENXES R EREE
TR EE A RS T TR L —
BKESBHERE RN T F B - 5 T R B % A
R BEREEN R EEBB AT A -
[ %m2) WH KRB IS TR £0d T@HEE
E TP ITT EEN PEE+EI.FY -3 ¥
(550 7E3) M RE I THME » EEZ 2 N SET
1 H 55 B > TAT B AR R X T FE BE > TAT B 5 b 5% -
[k mE4) B KA X TAME » E5 5L —ET4
o 25 B¢ £ & K JE M T4 B -
(3RS 05K HAZ TR BE - £ o 3 I ME M T4
M ER KR GRS RERE -
C IHREC] A RHEIZTAEE  EEEL - ATH
B 75 2 4 & 4T 0 M TAE B -
[ sk0E7) 4035 K8 6 THIF B + 2 oh 3% 901 1 f T4
CEEEL 1 TR
SR ES) W RIE Y THHRREE - H P % KBS
EREEr O ERRE RESHESTEEY R -
MEEYAEEIREM RS RME WA -
[$2mo) MBERE 2 THMEYE  EhumEss
BE BRAEEVAEIRREESEE B -
[ 358 101 — 8 40 55 5% 78 1 2 T4R B B 39 35 4 R 49
CER BRERYEAREE ABRERNEE - RS -

867595-2 F1E > HL2EEHRFENEHE)
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B BX BHERERE BHEYREIRIABHEE
oo
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