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ATE1
M 19 AES 7 San S LHES 8, BAE T ARE A e,
372

Al 18l 1ol A,

b

A7) X 87} BAIE ZSAMEL] oo] ZEA A (apoptosis)E SuelE AL e, odrAE.

AT% 3

A 18l lejA,

g7 AE7F BAIE SEAME AdollA (D40S Jdlatal ol " (up-regulating)dhi= RS E38h=, o FxA
AT 4

A 18l lelA,

471 AmTy BAIE FEAEA IL-109] BAES A58k Ae Edshe, odxRdE.
AT+E 5

A 18l lejA,

471 BAIXE Fo] BAXE M¥Y, BAX HIF T 559, dx4dE

ATE 6

A 5ol lojA,

%471 BAIE WERo] BAXE v fxA WY s BAE g4 HEAd Mg, ofgxAE

AT 7

A 5& el lolA,

Bl HEFo] AHE 74 JZ2FQ, oA E

A7 8
247
A7 9

Al 17l §helA,

I

4

o] (administering enterally), H|ZATG Fof, T IZhFo] T EFoE
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37 13

AHA]

A7 14

AHA|

3AT¥ 15

AHA]

37T 16

(D AdHE 19 ALE 7H] &elwirdaee s,
(2) 3 BAE FFAZ Fisle

BAIE £ X858 oIxAE
37 17

Al 1630l oA,

471 & BAE FA7) steta A, g emA e AN .ol ALEEE 2854 (agents)dl, o okzA
=.
A3 18

A 178l 1ol A,

471 spetamiAlZy SFuEhl Rk
Z®l(vincristine), AlER3E23W|
gehe, otxde.

2 # o] E(fludarabine monophosphate), HEAEFe(pentostatin), RIZE
(cyclophosphamide) % Z#|=Y<=(prednisone) & o]Fo|Z FoA A

([

A7 19
Al 178l oA,

LYAE, AEREAFTE 2 A" VP setawiAl; agla AlFERE
2y = 54214l (doxorubicin), HJ gla8 W My tuUsom PAE CHP SHehewAzinE Helys=

2
u
Ak
[>
¢

SE,
[l
&
iyl
i
by
o

A 1780 oA,

247] Mg e AZE & (D20 FA|Q, kAR,
AT 21

A 1780 9loiA,

A7) AR QO A &) FA(external radiation) WE WA EA A X8 (radiolabeled antibody
=.

o
treatment)$l, o] <FxA
AT 22

A 168l JoJA,

87 BAIE F4o] BAE WA, BAX H2XF E= =5 (nyeloma)l, o] F
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o
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Al 2280 9lol A,
7] BAIE Wgyo] BAE whA YA ulgy m BAE 34 FZA wdyel, oofxAE.
AT 24
Al 2280 JojA,

471 BAXE HxFo] & §

(e

T HEZFQ, gFxAdE.
AT+% 25

A4A|

AT 26

AFA

g Al A

oF

2 age Adwls 12 Ueld A9 (Sequences)S 717 S aFEHELEE EE O 7S4S l(functlonal
homologue), ©lES /3 ZAHE 2 47 SYIFEULEEE AFESIe] BHEB cell) FTEAEL] oo
A2~ (apoptosis) S Fasle], BAHIEZ ZUAEZ AolA (D40S Gt o8 sta(up-regulating)dt, = B/H]:ﬁ
TUYAELE A8 IL-108 AT 2ZN BAE TYS Azshe WS AT,

X
)
M

47) SRIFFALEE O /) EREAE BE0E £ el WAl 2 WA (radiation)
Wegozd BAE 242 AT & U

I A
MABAZ]H A Z=E(WHO system)(Frali-& : American Journal of Surgical Pathology, 1997, 21(1): 114-
122D 9 ©xA P AE(lymphoid malignancies)S TS 37FA9] FoEF, = BHXE F%(B-cell

neoplasm), TAIE(T-cell)/WNHFEZA#M*E[natural killer (NK)-cell] &% 2 ZA]71 FZZF(Hodgkin's
lymphomas) .2 &3t}

471 BAIE T92 ths 27FA] 1w (group) &2 ¢l Rt

A BAIE ZF%(precursor B-cell neoplasm) @ &% BAM¥E F%(peripheral B-cell neoplasm). H BAIXE
FUol= AFA B-FAHEE ot W BAIE FA WX oA WFW)(precureor B-acute lymphoblastic
leukemia) (B-cell acute lymphoblastic leukema: B-ALL)/®3~o}*4 %X ZF(lymphoblastic lymphoma:LBL)S
ZEs),

W% BAIE FUdol= BAIEZ v HZA WMEu(B-cell chronic lymphocytic leukemia)(B-CLL), 2 HXZ A
Y3 F(small lymphocytic lymphoma), BAIXE &4 WEW (B-cell prolymphocytic leukemia), HX A Al
XA 9xF/W9 AXE(immunocytoma), FAHE HEEF(mantle cell lymphoma), 1A HXF(follocular
lymphoma), 3% o]¥A #ZZF(cutaneous follicular lymphoma), MALT &(type) HALJA dWZE BAE Y=
Z(extranodal marginal zone B-cell lymphoma), A4 I¥ZF BAIE HXF(nodal marginal zone B-cell
lymphoma) (+/- &4 BM®Z), v]A dWZE HZF(splenic marginal zone lymphoma)(+/- HEA HIH

(villous lymphoma)), 54+ A¥ WdEW (hairy cell leukemia), FAA¥EZF(plasmacytoma)/FAME FT5F
(plasma cell myeloma), W]WFAl o) ME3d BA¥E X Z(diffuse large B-cell lymphoma), &ZA(FA) ] AxE
& BAIE HBZZ(mediastinal(thymic) large B cell lymphoma), @3 th ME3¥ BAE ¥XE(intravascular

large B-cell lymphoma), ¥4 At&ol HZXF(primary effusion lymphoma) % HAE ZE(Burkitt's
lymphoma)S ¥3}3Hc},

v

BAIZ whd A wEW(B-CLL) ¥ BAIE 4
Hgoltt.

A7) B-CLL M3¥& (D19, CD5 ¥ (D23S wd3oH(Haw3 : Nicholas Chiorazzi, M.D., 5, N Engl J. Med.

U ob /AT MAWB-ALLS 2744 ERle] BAE W3

O
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2005;352:804-15).

A7) B-ALL MEZE (D19 + CD10 + A (markers) S =& sio),

2~ AEA YXF(Small lymphocytic lymphoma)e BAIE Folth. X HEFA HIEZFA BAXES BReFE
2GS (D19, (D5 2 (D23(33LE-3 : Catherine Thieblemont, 5, Blood. 2004;103:2727-2737)< W& git},
Aesk BHE Fofo] mE, dd Xsdgde gty WAbd ey 9 dg o] it

A B 2l (D40 £ FAF AR =&-A (tumor

I 2 A M E(dentritic cells)o] AEFH Ao A vt
necrosis factor receptor)(INFR) AlE*(family) < 3FLte] wWimo]

3]
o, THXZF Aolx & E (D40L(CD154)
= T YA A AFT F sk W ot (HaEd - Castle BE &,

J. Immunol. 1993; 151: 1777-1788).

CD40L3} CD409] 5282 BHEZT, =4 AE 2 @ (monocytes) ] T4, w3 (differentiation) ¥ A
Al (antigen presentation)E %‘—7&?&‘4(%1%% : Ranheim EA, %, J. Exp. Med. 1993; 177:925-935; Yellin
M.J. &, J. Immunol. 1994; 153:666-674; Banchereau J. &, Annu. Rev. Immunol. 1994; 12: 881-922; M.von
Bergwelt-Baildon MS. &, Blood 2002; 99: 3319-3325).

L CDA0E BAIE ZUAEZ(B cell neoplastic cells) Aol W& sic),

A7) (D409] &L 3] (enhancing) BMXE ZUA L] oo]LEA ~(apoptosis)E ZZstE AL AZ=s9th
(F315F3 :Peter Chu &, PNAS, March 19, 2002, vol. 99, no: 6 3854-3859; Frank Dicker %, BLOOD, 15
April 2005; Volume 105, Number 8: 3193-3198).

AR (AR 2 AAW FE AFelA, D409 A= B ddllatd o] (up-regulation)ell ¢Jal] BAIE F Al
o] AAANE FLsR S YEFN T3 :Funakoshi 5, Blood 83: 2787-2794, 1994; Murphy %,
Blood 86: 1946-1953, 1995; Eliopoulos, A. G., &, 1996, Oncogene 13:2243; Hirano, A, &, 1999, Blood
93:2999; Tong, A. W., M &, 2001, Clin. Cancer Res. 7:691).

BAIS FHAL ol Al (DA09] WAL FQ & BAT FFALS) FUYL S35

=
Eo]l Al MEASNA THZ T (cytotoxic T lymphocyte : CTL)9] WS &5t Ao=m B UL},

2

A o,

o

e
Ay

271 CIL(AIEASA THE )L BAIE TYAEE 38802 A (killingd 4 At EA:Dilloo D &
Blood. 1997;90:1927-1933; Kato K, &, J. Clin Invest. 1998;101:1133-1141; Wierda WG, %, Blood,
2000;96:2917-2924; Takahashi S, &, Hum Gene Ther. 2001;12:659-670; Takahashi S, &, Cancer Gene Ther.
2001,8:378-387).

CD40Le] &Aslell A, (D40S w3 sl:s BHE WA YA wlygdH A E(B cell chronic lymphocytic leukemia
cells)x= (D4 AEAENAE THEHEZF o8] ZAAH(killing)d 4 YH(FEH: Frank Dicker %5, Blood, 15
April 2005 Vol. 105, Num. 8: 3193-3198).

WHAE YZE(Burkett'slymphoma)2] AIE “dellA D4OLF} (D409 Jozhgo 93] o AxdAe % U9
Eo]% CTLol| 3t AAE 28 4= Jup(FE3 :Khanna R. 5, 1997. J. Immunol. 159:5782).

AN A G D40e] &Skl oe] BAE W HEZA MER(B-CLL) AEe] w4
(immungenicity)& <2414 5= Slo], AiH o o5 Axd] Solxel (Lo AEE FEd F e A
Geb AcH(FaEd Kato, K. 5, 1998.J. Clin. Invest. 101:1133; Wierda, W. G. %, 2000. Blood
96:2917).

e
ﬂJ]O ox

FAe, o]=9 dolg A= BAIE ZUAMEZ(B cell neoplastic cells) Aol (D409 L3S Z3215te] BAE

Zoko i3k 2% WA (anti-tumor immunity)S =8 ¢ ke AL UERQICE.
G v vF 548 2T, olE5d g E o] e AL ol

3. BAIZ TFAz] Hgdde] S, oAl &7 7] Alael] Soll CTLe] A 3.

18] F71(interleukin)-10(IL-10)2 EA2o] THX2 A E(T cell cells), , mtaESolx| 9} BAE, TAHE
= NKAZA A EAE A4 AEZ R0 9s] FAHE TRrloln A]—°]E7}‘1(homodimer cytokine) o] th( Il H
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‘Kitabayashi s, 1995; Masood &, 1995; Sjoberg &, 1996; Beatty &, 1997; Boulland &, 1998; Jones
, 1999).

off ot

=

o Holxel A

b
l=t:1

Aol sl v .

I F8A= 39 AA] AlE(antigen—presenting cells), HE(lymphocytes) % BAE whAd HZA] Wy
B-CLL) Al gl A @& 3o,

9|2 a
F&:Jesper Juriander, Chun-Fai Lai, Jimmy Tan 5, BA|E w4 A algy /‘ﬂﬂ ”01]/‘1 AEF-10 &
|4 23] A4 Blood, Vol. 89, No 11(June 1), 1997: pp 4146-4152).

IL-10& @ B-CLL AlX<9 Z241S Adlslo] B-CLL AEY o] EEA]~(apoptosis)S =Z3= Ao
T} Anne-Catherine Fluckiger, Isabelle Durand % Jacques Banchereau; <1E]HF%! 102 B-wHA &
MEZe] AFEAFE (Apoptotic cell death)S f33tth; J. Exp. Med. Volume 179 January 1994 91-99].

IL-109] WA= }}%L EA(immunostimulating anticancer properties)S 9% WA (tumor
microenvironment) WellA I1L-10¢] 39 9H& (over-expression)©] &FH el A A (cancer immune rejection)S =
A F Qe FHog ]éﬁ} =R B HAJAu(FEE: Simone Mocellin, Francesco M. Marincola
2 Howard A. Young; Interleukin-10 and the immune response against cancer: a counterpoint, Journal of
Leukocyte Biology, 2005; 78-1043-1051).

E g, dEzEe SuwEH e P B dyo] SalupEd LEl=(oligonucleotide)E AFE-3}o] B
HE T4 AFHE Y3 WS A-F3i.

SYAFTEULE =S BAE TF AEY co]EEALE FEste] BHAE FEAE FellA (D40 2dS FX3
H, & BAIE FEAEANA IL-109] S AFte], 5 BAE T A5l 7@,

(xrg e 7HAD

AR oA, E dme Mg 5'-TCGTCGACGTCGTTCGTTCTC-3" (&8 -28 A ASAY AEHE 12 AHA)E 71K
S aFEel 2LEI=(0ligonucleotides) ® 1 715735 A (functional homologue)E #|-&3+c}.

l

TE O 7SASAE B e 9l FAFEFE]| Qo] E(phosphorothioate) & X
7|

=
AE R E Qo o]|E 44 (phosphorodithioate modification)?l EAHOE FA £S5 714 4 ).

O S aFEYLEE B O 75ASAE 382 (chemical modifications)S 7F& 4= dAY, EE wE
97| (rare bases)}e] A¥-g 7Fd 4 Q).
=X

O Y awEdelHE B 1 VeAEAE 9] e SEAFEULHE B o= tE DNA ZadE
9] 7S H-E(functional part)o] Ay, Tx Z2~w|=(plasmid), Al WE (bacterial vector), H}o]z|~ =
El(viral vector) =& DNA 9Alo] 2+ E =Y (cloning) s o= Utt.

0]
O:

AEWs 19 Ade 7k SelawFUoEEE st ol Qr(HEAsAE 11108 9)E e e
of #rlEAY EE Q)5S 1 IR ALEE oA WMEAA FAT = Utk

s B ouge BAg 9] skl o JlERepld FAY EWss B wgelse] wAgE 7]
22 sl AT 19 AQL 74 LYTRIALEE B 3 755, AA9Es DS A 28w
FEALE =S 1) o4l ;3 (copy) E o Foizl @ sbe mi F bete] DN EetWlEE Abgas AS A
4% 5 ok,

[

il
to

B
A oA, B dye B oddgol SuwEYEE BE I VA AEE V] SYIwEUlEHE BE
715 A g 2SS PR AHE8te] BHIXE FY(B cell neoplasm)S X B3 WHS AT

A7 JEAE A7 e FEojth. BAXE FYol: BAX wgY, BAYX FZF(lymphoma) % FFF
(myeloma)S E3sl}, o]Eol d4H e AL ofyn}

AA delA, B die B o] SR LEE T O 7T AdEAEE A %ﬂﬂ%ﬁfﬂ B &
I 715 A 3 2AAES AFESEY] BAIE TEAMEY dlo] LEA ~(apoptosis)E FEdt] BME FYE A
S8 WHS AFsiy.
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A delA, ¥ dye B ouho] SYuFEUQEE T I 7T AEAE e Y] SYawEdlEHE ®
= 7SS a3 RAES ALESle] BAIE FUAE AolA (D402 AdlTFdlol ¥ (up-regulating) o2
A, BN TS ARSHE WHE AlFs

E e deld, B owge X owgel AR §a%) LULNIUSHE b I SAEAS UEoR 4
F 9 1% ool Aol (carrier) Fol FiakAG, EE 1 Aolst 3

shel g deld, B wEe BAZ FHe Amsks W oM, AR FEFe B wgel felnide
QEIE EE 1 /ISAEA EE OJES TR 2HET U BSLWA, WganA L P avds s
Hi AgEAe TPk @ BAL TP F Ak 1FS Fhos 2YTS Fols 29 6@, BAX
FFe Amshe PHS ATUY

oA the foli otdlel ovwE Ahalrh:

AE 7] Frlel A" st EP(suger)(all?LH HSAlg )02 o]Fojd Exh)E ongith

4F 0] 7] dA7)el= AEAI(C), ERI(T), otdld(A) 2 Fold(G)o] Ut

471 P aFFEULEEE AT d5d & e AE S aFFELEE AlA|AFO] A (synthesizer)oll ]3]
ALY, B FAES AR | b dol Az = ).

LA aFEY e =9 "ZFASFA"("backbone modification")& 3o L@ uFFHQLE =T} St FATLRE
QoolE 42 X AHOE FA(F, I EAHO|ES A F FHA st e o8 A% H) e o2 52
=35 71 AL 9]

S AT e =9 "8} "(chemical modification) FEHQEI= X478 AL ALY e FEE
SEE= AR A

a2 @ e, 4 F71(modified bases)(BIWIE FARAIE E3sht ol5ol FAH= AL okytk.)7t iFol
ul

Al To, 1 AL FA V) [olr] e AR amino modifier)E B3], 3' TE 5 JEEAIE Fle, B
IO EVE FI]E AMEste] AAE 4 i)

"BAIFE F%"(B cell neoplasm)e BHIET-A AlFES H]AA(0]A) F2lolA A3 AW (diseases)S w3},

3 BAlZE F¢e BAE HEdY, BAXE HEF 9 TFF(wyeloma) (B2 AEFH/FE AE E5F)0=

ok

=
T

M

BHIEZ ®¥ro|= BMXE T4 HxAd wWEB(B-CLL), A+ BME J4
lymphoblastic leukemia)(BMIZ $4 H2A WdW, B-ALL), BHL_ A
leukemia) ¥ 24 AlE W& (hairy cell leukemia)S E33Ir}.

ol+A WM& (precursor B-acute
J M (B-cell prolymphocytic

BA|:Z HxFoye A YxFA YZE(small lymphocytic lymphoma), H3XZ & AEZA #HZZ(lympho
plasmacytic lymphoma)/™ e M XF(immunocytoma), <5 AZ HZF(Mantle cell lymphoma), oJEA HIF
(Follicular lymphoma), ¥Y-oJ¥A4 X+ (cutaneous follicular lymphoma), MALT & dJA W3 BAXE #
3 ZF(extranodal marginal zone B—cell lymphoma of MALT type), HXA £JWZF BA¥ X F(nodal marginal
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zone B-cell lymphoma)(+/- &4+ BAl¥ :monocytoid B-cells), ¥]&Al &M= X FH(splenic marginal zone
lymphoma) (+/- §X%F HZF-:villous lymphocytes), RH]%HE o A& BAE HFEZZE(diffuse large B-cell
lymphoma), &2 (FA41) MEY BME HxF, I3 o) MEY BHMXE Y XF(intravascular large B-cell
lymphoma), YurAd A& B3 Z(primary effusion lymphoma) ¥ WZE "|ZZ(Burkitt's lymphoma)S 3

3},

"2} (subject) = Q1xF, D50, AN, %ol W(horse), A(cow), ENA, A&, &, uF-A(mouse) E =

(rat)& X&shd o] 5o FAHA e ¥XF5E(mammal)S L3},
2 oahgo] gElaFEeolElEe BAIE FYS 71 gy £ 4= i),

"g} BME F%A|"(anti-B cell neoplasm agent)+ I @A BAIE F4S F83le=d AlgEHE FEEZ
(agent)< 2w g},

82 d(agent) o= B R UolHE, setamiAl, WA % WAl aWer ARSHE

wowye) gelnirReoE=g 1% o4 e @ BAE 349 Fol 1, Rols @, Ex Fol o %
ofste] BAE Fdel Amd 4% BHE 2L & ol

"3}8 @ WA " (chemotherapeutics) = 2 o] S FEd Q=9 B85l BAE FYS Xssle 31say
u}-3]

2o ST EULEHES BAX TF] ARAA 1T o) setaAlet ¥Ed 5 U

A7) et s ANEFREAVuE T F2UR2 (chlorambucil), HI7F 47FZo]=(vinca alkaloids) (¢
24, Jlagsdy 2 diEgad), TR7E0A ) HEEZA o E(nethotrexate), Z#| =Y <& (prednisone), <F

EYAZFY, L-ofagg 7 oA, FAFAM (purine analogs) (24, ZF eyl 2SI AF o] E(fludarabine
monophosphate), 2-FZZ W& Ajold| Al @ HAEAEE) AEA ofg}B|=A| = (arabinoside), A|AZ2E, o
EXAE 9 o]y Ay = (ifosfamide) 5 LZ 3} A|(alkylating agents)S X3, o]&d] AH Y= A

& ope,
setaAd e B wye] 2Eny2oEEE © 1% ol4e] setamAs 4 & v

HagAds (WA EFR2EAgn = dggad 2 2y =y), CHOP(CVP % 54FH]A1), C-MOPP(A| 2 E
guj= . wiggs", Zzuyses 9 Z2gk2npzl),  CAP-BOP(CHOP+ZZ7tZnpxd 2 B ewnfolil), m-
E g ontolal @ FEY), ProMACE-MOPP(ZH=Ud, wlEEHAo|E &AFu

A, ANFRIAGNE JEZIAEZ 2 FIRY + FF(standard) MOPP), ProMACE-CytaBOM(ZHE=UE, H4F
HA, AFEXAVUE ) EZAZ, Alo]elalyl, Eglonjolal, Hlgg~d, WEEHAE 9 Fawd),
MACOP-B(HIEEZ Ao E,| HAFH|A, Alo]ZR2ymu= Hgg a8, a8 Ze=yE(fixed dose
prednisone), E#lQrfolal @ FHHH), IMP-16(c]EZavn=, HEEZAOE W o EXAEZ), MIME(WE-
N 1(methyl-gag), ©lEAvu|E=, WEEZHAOE W o EXA =), DHAP(YAMHELE, &9 Alojelepyl o
A2EEHe), ESHAP(IEXA =, w2 o]&E, HDAROIERERRl, Al~EekRl), CEPP(B) (Alo]| SR E2~mu| = o
EXAE, Zagtaupz, Zg=ds gl SEevteldl),  CAP(EF2", mEAERE AloJgiginl H
e =U<), CHOP+E# S rlo]dl, HEEHN o E, Zzytanlxl, vo]lExZA v AEE=(nitrogen mustard), Al
EAl olghn| A= H o ENAZ | MOPP(HWEZEIW (Yol EZA WAE=), WA A" (221 :0ncovin), LTZ
ZhEukd 9 2P =yE), ABVD(S, ol=glojutolal, Bl oulelAl, WEgawl 2 grytEukd), ChIVPP(E=#
A wEged,  TaglEwbd 9@ Zgzyd), CABS(EF 2", HAFHA, Egevielal
ZEFEZEA), MOPP+ABVD, MOPP+ABV(S24xFH]Al, Helevtolsl B RISek~dl) = BOVPP(FFESF-2', Ale]
FEIAvE, WEead, ZRzkEngl 8l ZYeus) Bl CAP(APel S REAT N E, S4FHR] 8L T

UE)S E3sh, olEdd dA ol s A ofyt.

"AS QA" (immunotherapeutics)= 2 W] S IFIFUEHES LSt BAX FUS ARSI WAL
HAE on] g},

> H

I
g

ol o] S uFEY QE| = BAIE £%9 X R 15 oo W awAse Wed 4 gy
A7) Mg e A= 3 (D20 &A(anti-CD20 antibodies)E ETsl}, o]Eo] Ao 9= AL ofyr},



[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

g (D20 A= BHME FTHEAEL] AEEW oA (D20 @Az SoldA wgse WYz EY
(immunoglobulins) ¥ 1 Zg}1WE(fragments)E X3ghr),

(D20 &A= Z8ZF23 A (polyclonal antibody) ¥ Rx=ZFE3A, 7| e}dkA], o]F EolA A (bi-specific
antibody) ¥ 21A13}4] (humanized antibody)® & 4+ U},

"CD20"e BAMXE w4 A (B-cell membrane protein)o|™W(FHaEd: Tedder 5, Immunology Today 15: 450-
454(1994)), A (normal) AES} F& BAIESl 4& HE oA LTI (FE#H: John C. Byrd 5, J.
Clin, Oncol. 2001; 19:2165-2170; Huhn D, & ,Blood 2001, 98: 1326-1331).

"olokd o g 38 4 Q= 7f]o]"(pharmaceutically acceptable carrier)s ¥ @Heol A FFYLEHE=
S I3A el Folstedl AFe 15 oo 1A e AA d(filler), 3AA(diluents) v HAst &4

(encapsulating substances)2 ¢]m]3c}.

=
I Afge]el= B &9, XA, &u, EAtvl, gEZ&F(liposome), ANEH, Z®, oA L FAAA, %
Al(isotonic) % FF XAAY £ WP SYUFIHLEHEY Foo] AH3s <deojo g o E
xget, o529 AME2 o] 7|E ok A FAH AT

"AR FEYES JPANA BAE FES ARs=H o], 24| AdE

il
ne

L 18] oI o Lug ~ 100mee] WAF AT,

gy, BAIE FEe Am8FS fodA AWEd &FRT 10 ~ 1,0000 o & &F WA A

7 Fo] A" (dosage regimen)& HA o X8 AHE ATE F YRS FY o3 xAsT),

B oagol S agEHEEE Folits "HE(route)= B (enteral)Fo], WA TEY F FrFo &

l(inhalation) Fo& 2jv|git},

o714 ARRHE o] "B B (oral)Fol, fl(gastric)Fol, Fli(intestinal)Fol B H A

(rectal ) 7ol & 23Feit}.

/o] "HIAF"(parenteral)ell= AT, AT, IHHF], dshFe], A4Fo 31 A (vaginal)F
& Xt

gol "I ax"(topica)E ET, 74 B FAlear), ir(eve) R F(nose)o oA 7] EaFEdlLE =9

Ag&E m gt

go], "o]ef ZAE"(pharmaceutical composition)- 94‘?7“—4, o= &gt

el e A8 FaEFY SufIUed=s i3 24

i
oo

O FAEE #8924 Axk(particles), olo]EZ(aerosols), T (pellets), ¥ H(granules),
T (powders), EFE(tablets), IEFEEZ, (mlo]E2)A, A, Ald, oldd(emulsions), TEN,
3%, =5(drops) ® o8 71X kAL DA (drug delivery systems)?] Ab&o] ZeHdk ofE ook AES X

it olEel #gEo} Q= A ohth,
T xAEe A, AT, T2, A% 2 AuAE(vaginal use), 9 2 HlEA (depot) ] AL A,
1

: 2 Alx R BEY AsteA FolH, sk, mAE(H)e] 5 et Hadd

FAlAE T 2Rl FAY Qb §9 EE PAlY] 24 2ASOR £§ EE P

il

iy
ME
S
i
m

o
Hl



[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

S=S01 10-1294131

gt
1ol R ponder) & 7] SYAFFALEEE FHB ARG DAYAE Fiehs 2B D
@,

ToRWe g Aol SlopoR S8sE vhE Aol (R, B, PBS, 495 ¥ vhE ojopHom sguH:
FEoe} 2T - A

e 15 o] Agd SAl9 e Waw A

ol 47 eI EE E3AA AT 3

e

Batole A7) 2@ aFEY e =S B4 vjd(dispersion medium) (A2A, FYAE, AA ZgddaZy =
An

2 ) v dag S EFete Hs| 2 (vehicle) (A Z3tate] A 5= Sl

AES A 7Hﬂ°ﬁ(edible carriers)9} Z3slo] EFEl, 34|, GAl(dragees), A,
[e)

TAFANME, A7 2EES FE e sto] EEdl(tablets) = 24| (lozenges) 2 & 5+ Ut}

FH(inhalation) TN E, 7] 2AES 7FdF(packs)dl 3t dojz2E 23xgo], EE UEZolA

(nebulizer) & ZAXEERZ st o] 7|&woke] 7|&xto] 93] A8 4 g},

B oA A7 SYawEdlEEs dRoR ARREY, sstaniaAl, WMo enAl B FAMES] 5
olf F&A E EA oF dAE Z=E Edtety FAHEA e 1T oo e A8E 4 (agents) I
Hed 4 vt
T e AE=dd HEste A7 SHanSdeEEs Azt AEER sto] vkt o] AR 5 Sl
(D) 7] &elawSd =7t Fo A shbe] Al 2 288 A (second agent) ¥} EF3}H;
(2) 471 SelawEd o= shtel A 2 AEEAS @At AgHE dElete] Fofsi;
(3) 27 SglawIdl eyt shhe] Al 2 A8EHS PR e F-9ol Fostes s WHoR o
AR ATt
T, O RAAES 2 U SYawEdlE =] LS R Edkan=, Alddy, vpolyady gl siqk 9
A& e A
& Al o

el el dAHe oz, B odgel WeE sk AL okt

of J|&Roke] J1&A ola FHUHoR F4H WP T old A FeH WP or)A B wgel e
el A Hefte] glol AT 4 itk

AAld 1 E8awEdl L8 =(oligonucleotide)e] 34

shtel Mg 5 -ICGICGACGICGTTCGTICIC-3' (&2l Tt 22 AAF, Ad¥sE D& 7Kl SeuirZed =g 47
sho] AT,

@i 29 7]5S BAE] flste], A4 5'-tegtegttttgtegttttgtegtt-3"(MEME 2)5 7Fa 2006 2 A
5'-gggggacgatcgtcggggg-3' (M EHME 3)S  7F 22169  2F9 Uz LawEdE=(control
oliginucleitude) = %= &A3FA T},

FT A FEHLHE 25 A vho]H A AT (Sangon Biotech Company)(F=, Zdsko])dlA &
5’39—3'4, HEFA oluutME  E&AHE ofAlo](Limulus amebocyte lysate assay)ES ©]8&3d}o] Q=
(endotoxin) (WE2)d tste] A& slo](Associates of Cape Cod, Inc), TEdEAL I{d1# L&

(pyrogen—free reagents) oolA ZZF(manipulation) 3}%it}.

2006(Za1E3: J. Immunol. 2000; 164: 1617)L A4 BAIEE ZstA AN A, FE3] A3 SguywZd

ol

_10_



[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]
[0153]

[0154]

[0155]

[0156]

[0157]
[0158]

[0159]

[0160]
[0161]

[0162]

[0163]

SE546 10-1294131

QL E| =0l

2216(3F 3531 Eur. J. Immunol. 2001; 31:2154)8 FHAAME
s)ol A ool Y] 1 ¢lE#H E(interferon)S FXdts, &3}

2 P E L= e o ZlsEoke] vleAtd o8 FAHNeH, Jepdy Pl g 94
o

(solid-phase synthesis)o] dxl4

53], 7] 3 §A9 ZRARAA AREshe 34l XA A= o3 EFE 2= (controlled pore glass : CPG) H]

o] =(bead) o] t}.

o] Hlo]=(bead)x EWH| T (holes)¥} e (channels)S 7} H, o]5¢ Wil HEH(protected) T
SEE7F AjEe .

SHAFIULEE FAHL 3 -2d FEUSE =N A 5 -Td FEYULE =T AFE wrhA] vy
= /Y] 25 o R o]Folxl A7 AtolE(cycles)S Fato] Xyt

o] ~Hlo= ©H3I(deprotection), A3 (activation), AZ%H(coupling), 7MF(capping) = <+A3}
(stabilization)”7} Slt}.

2~¥l 1 : 28X 5 (deprotection)

CPG(controlled pore glass)(thadZel~) Hlo]=(bead)dl] HFZH HIE FEULA =AY BE7|7F vH-5-4 9
5'-3|EE A 7S olgdslE EFSEZOIAEANTCA) Y &) AlAHTH

¥l 2 A3} (activation)

of 2qolA, HEEe] HE}EY TaF2olurolE F1H|
destel =g B4

il
ofk
ox
QL
rlr
A
i
ol
Fel
[>
Hel
o
=)
o
o,

c
|

28 3 AEY(coupling)

HEZZY IAFZolu|t}olE ZE7hA17F &4 (recipient) ] 3| =ZA71¢F vh-g35to] 5'04 3'2 o] A
A2l=

I BEZHZF] AFFHI, 1 Z2AM| 2 Al&S).
¥ 4 ¢ 718 (capping)

of AolA, oAEM T4 N-vdolutER o|Folxl ohdsl Aok Abgale] &airEHeE=e]
5'-et(most end) FAA W& S=HA71E Aek(blocking) VA AEF] & 5 glE AHAE Hetes @

=
¥l 5 : QFA 3} (stabilization)

Aot g 2glo] g5E w), Alo]EdAe HF ~¥le AGste LTI LEE A& AR Hrbsk ¢
7](most recently added base) Alolo| A EAH O E ZAFS QA3 A 7= Abs} ~€o|t),

o] ~gle HEZS EZFHTF) Y 5 FollA FstAlZA 22 =(iodine)o] EAe] A3}
o A% 28 thgol, o AelZ e MY el Zzhe] Frel QE mol thste] WBIT,

A7) Aol s Fo] v 7bek(single stranded) DNA 222 HAP, PAGE, HPLC, C18 % OPC 5¢] "] ¢
3 A A s,

A 2 0 ZEal 20 93 FEEE Q17 B-CLL Al¥9] o o] EE A~ (apoptosis)
1. 1%k B-CLL Ml3E2] =4

B-CLL(BElgt ez A4%) &A4(T=, Addeta, Al 13Y)9 dafEs, 9 AF s7HA

544 4 B
& wpe ol AR

(peripheral blood mononuclear cells : PBMCE 3] Z-#( Ficoll-Paque)(Pharmacia)®] dX=--H|

F

1)
P
]
AV
_IO(
-

_11_



[0164]

[0165]

[0166]

[0167]

[0168]
[0169]

[0170]

[0171]

[0172]

[0173]
[0174]
[0175]
[0176]

[0177]

[0178]

[0179]

[0180]

[0181]
[0182]

[0183]

S=501 10-1294131

AAE 2] (density gradient centrifugation)el]l ¢Jsf #g]atith.

271 PBMColl A 2] CD5 + CD19 + (D23 + B-CLL AlEE BAIE #2] Zl(kit)(Miltenyi Biotec, Bergisch Gladbach,
Germany)< ARE3Fe] (D5 + CD19 + CD23 + AIFE(B-CLL AE)7} 95%5 X33t =s A A3t

a2 AEEAE AZJAMiltenyi Biotec) ol A7 (A8 EA ) W A e,

2. Z¢aL 20] ofal il QIZF B-CLL AlZ9] o] FEA| =

B-CLL AEE, 48-AZelo]E(well plate)ol A 107 AXE/A= 3k3 10% Ik ABHH RPMI 1640 14 (HyClone)
Yelld #AF F% 3pg/ml & dto] 283 2, 2006 £ 22167 @7 st

T3 ¢l= RPMI 1640 wiA] (HyClone)ol Al &&]a 2, 2006 L= 2216< 341819},

oft
oo
ofi
lo
ot

A2(8% ¢l RPMI 1640 ®lA], HyClone)= W Z(control) (WA :Medium) 2 A}-&-3}51t).

ek 39, 59 27U Fo, AEZS ¥ (counting)di, 1087 HEZHWE-zZZolwl ogoAHE
(TMRE) (Molecular Probes Inc)Z @M (staining)dtoh(3a+¢1: Lena Thyrell <, The Journal of
Biological Chemistry Vol. 279, No. 23, Issue of June 4, pp. 24152-24162, 2004).

TMRE (A (H)(AE) 2L TMRE SAl(-) (ool X EA]~:apoptotic)e] B-CLL AXES Z2Alo]EWEL (flow
cytometry)el 93] Z743FAHB.D. FAC Aria).

AE B-CLL ME4+= A AlXES(total cell count)o]l ZFZFe] AlH (time point)olA] TMRE-¥AH(+) AX2] %5

Fatol Areleith.
B-CLL $bolA] AR T 1059 AAWEE ALgstel AYS wrale] WS,

Hao g dojd Ax(n=10)olM= 28| 27} B-CLL AlE2] dlo]ETEAAS FolA A FE3&H9],

I, B-CLL AMXZ9 dZEA 20 st &2 29} 20069 &% 2&% #astint.

ol

I A HE BT 0.1~10pg/ml Q] BYA o8] 71A] L3 &l 27} B-CLL AE2 oo TEAAE 323}
A FEIASS JERATHE 1 Fx).
Hlaweh o F% lug/mle] &4 &3 29] ofo]XEAA fFE 282 20069 oflo]XEAA FE 27 o
Hlste] oF 3wzt o AEekgitt.

2 o]E59 A 2#a 28 A3 B-CLL A|E9] dlo]EEA A Fxo 93 B-CLLS X
= AS Yehdd.

e 29 g3 X% B-CLL Al229] do]2EAI 2~ (FH])

A& B-CLL AI3E(%) (n=10)
1% HjFAIZHEY)
3 5 7
= QR 82.2+12.2 79.5%+9.25 81.3%+11.0
2216 67.7+18.2 57.7+16.7 50.74+13.5
2006 66.5+12.1 44.4%15.0 40.24+10.8
0ligo—2 45.5+9.5 17.6+5.6 14.2+3.1

AAA e 3 0 &8 20 9%k 217k B-CLL AE Aol A D409 & 7F# o] 4 (up-regulation)
1. 2%k B-CLL M®E2] =A)

AAlel 204 AwE upel e AEjeAol whek B-CLL ghaboll A QI B-CLL A& F8staitt.

_12_



[0184]

[0185]

[0186]
[0187]

[0188]

[0189]

[0190]

[0191]

[0192]

[0193]
[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]
[0204]

[0205]

[0206]

on

£535 10-1294131
2. =g 3 29] 93k A% B-CLL A|¥ ol A2 (D402 Qe o)A (up-regulation)

B-CLL AEZ, 48-AZ o] E(vell plate)ol s 10" AF/A= 83 10% 17 ABE RPMI 16402] ¥ <] (HyClone)
Yol H%E 5% 3ug/ml2 § &3 2, 2006 Ei= 22167 A wjFalGict.

2 gli= RPMI 1640 ¥l=| (HyClone)oll Al &2] 3L 2, 2006 Bt 22162 3|4)&kqlct.

TEF] IAE[EH 1= RPMI 1640 wIA](HyClone) ] & tiZ=(W X)) = A-&-3}3iTt.

ok 79 Zo, Al E(cells)E FF¥(counting)dted, FITC-CD40 ‘A=  1083F A3 cH(Becton

Dickinson)(Molecular Probes Inc)(x%#3: Lena Thyrell %, The Journal of Biological Chemistry Vol.
279, No. 23, Issue of June 4, pp. 24152-24162, 2004).

CD40 FAE FA3F B-CLL A|EE Z2Ao]EWED (flow cytometry)(B.D. FACS Aria)el 98] =43} ).
2 AYHE DAL 23 27F BCLL AE AelA (D409] BEL frold QA deltelold Bk AL Y
yom, oA &gla 28 ARE3Fe] B-CLL A Aol A (D409 Qalralo] e o8] B-CLLS A= 9l
= A& Yehdt,

CD409] gl Falo] A& B-CLL MEQ do]ETEAAE Z218Lo], B-CLL A|3Ee A% A &l(growth inhibition)Z
FaHabar, = B-CLL AlEo Aol WA (immunogenic)S 302X B-CLL AlXof| Eo]x2l CTLY AL A=

ghct

l

B-CLL #ALZRE AFS A 105 FANES AH8ete] TdeA APE sty FUst 275 4.
AN 4 0 2L 20 o FEE At A HUIEFA HIZEF A EQ oo]ETEAA

1. A3 & HEFAY HEZF A2z Z=A4

A do AFH 7 SAAE HAST v, & HETAY HEFHIHTHR FAHAE)S UM F3A(EFT, -
istn, A 18999 "WZA(lymph node)?] A7 ZZ (biopsy tissue)olA AHEZE FA FZFE NIEE E5%
=

AAZxAS AR 591 &gol= ZFEkx(glass slides)Z WA (mincing)dte] 6eme] v Z@lo]E WollA 5ml
] 10% 217+ ABE A RPMI 1640 ®iA|(HyClone) oA o]& A FE(cells)E W=3slitt.

O 3EE AEe zHJAE s 2"A dAlE S8k o 9stal 15mle] ¥ e RPMI 1640 wiAE 711 50ml 9
Az FH Yl 3 9(collection)d}SI T,

2 AR BEE 1023 300xge® AT v, A AL w7l

CD5 + CD19 +CD23 + A& XA FxE MEE BHE E7)E(kit)(Miltenyi Biotec, Bergisch Gladbach,
Germany) = AF&3Fe] CD5 + CD19 + (D23 + A ¥E(A HEZFA FZE AME)7F 950 == AA s},

I AxEzAE 371 AZEAAMiltenyi Biotec) o AZA (AHEAE Aol weh AAISHSIT
2. 29a 20 gl FEH & FIETA HIZF AEY oo EEA|A

AUX A PIF AEE, 48-9 S o]E(well plate)ollA 10 ME/AZ Sk, 10% <17F ABE % RPMI 1640
Wl 2] (HyClone) Mol #F %5 3ug/mlE 3 22]al 2, 2006 B 22163 7] wjF33ict.

93 Q1= RPMI 1640 wj#|(HyClone) 2 2|1 2, 2006 L& 22162 3 4a3itt.

& (control) (A ZA Y &9 FAE(FA 1= RPMI 1640 ¥iA] (HyClone) )& AH&-3F3ATh.

Wt 3¢, 5¢Y = 7d Fo, ol AXE JF&¥H(counting)dle], EHEZHE-ZEolwl o EHo|AHZE
(TMRE) (Molecular Probes Inc)(G+3%3: Lena Thyrell %, THE JOURNAL OF BIOLOGICAL CHEMISTRY Vol. 279,
No. 23, Issue of June 4, pp. 24152-24162, 2004)% 1083+ 4359},

TMRE-44 (H) () 2 TMRE-SAH () (O] XEA2~)Y] & HEFAH HEF A
cytometry)(B.D FACS Aria)el ol&] S43}%t}.

H:l

& ZEAIEMED(flow

_13_



[0207]

[0208]

[0209]

[0210]
[0211]
[0212]

[0213]

[0214]

[0215]
[0216]

[0217]

[0218]

[0219]

[0220]

[0221]

[0222]
[0223]

[0224]

S=S0l 10-1294131

U HEZF AEXZ54E A MESF(total cell count)ol] TMRE-FA AlEo] 95 ZHzhe] AlHo|A F3}

AE & HEZF FZ2F AXE(%) (0=5)
1% I FAIZHY)
3 5 7
=BG R3] 81.2+7.7 78.449.1 77.3+13.2
2216 68.5+15.0 58.7+12.3 52.1+£10.2
2006 67.6+10.3 45.3+8.9 41.1+£8.2
£aal 2 60.3+12.2 23.2+5.6 15.5+6.2

AAlel 50 &Elar 20 o8 fFEE A 3

(e

T4

(e

F AE Ao A D409 ddlTFd ] A (up-regulation)
1% & WPy AxE AT 24
Al 4o A At mle} 2 A Aol wEl SFAREE AT A HEFA -

2. L83 20 9] §5H A Yx A Pz AE oA e (D409 g TrHEelA

(e
lLl

< A FATE.

o

2l

I
Ll
A

2 HETY HEZF AEE 48-9 EZdo]E(well plate)olA 10° A2/ &3, 10% AZF ABEA RPMI 1640
WA (HyClone)l Al #HF %5 3ug/mlZ 3 2|31 2, 2006 B 22163 7] w1,

2 = RPMI 1640 ¥iA](HyClone)ol Al 28] 2, 2006 T=x= 22162 3]4]3}9it).
Z(control) (BfR]) ZA Fd &3] s|ME(HA ¢li= RPMI 1640 8§ (HyClone))& AF-&3}3it}.

WjoF 79 Fo), o5 Al¥E(cells)E F+EH (counting)dle], FITC-CD40 A= 10237+ A3+ THBecton
ickinson) (Moleculas Probes Inc)(#11%3l: Lena Thyrell %5, The Journal of Biological Chemistry Vol.
279, No. 23, Issue of June 4, pp. 24152-24162, 2004).

A7) (D40 A2 GMME A HI A HIE AES ZEA)EWEL (flow cytometry)(B.D. FACS Aria)el ¢
A

TOANE DAL LU 27k & PEFY PEEFE AL AolA (D09 WAL K14 oA Pelitelold @
S A dehiglen, olAe el 28 A8k AE(cells) AolA (D40e] el e & Hax
T4 YEEe ARy ¢ Ao AS e

CD409] Gdlvtaleol e & HEFA HEZF HE oYX EAXE FX5tY, &~ HZFA HIF Mxe A%
Aol fESH, E 4 YETY YEF AN WAANS PO AYETH YLF AXe] Sl

5%9 AES ALg] USR] AP wusle] FAW A%E Ak,

A 6 0 &Ear 20 o8 FEE AzF BAE SAEE oA /HETA WEW(B-ALL) AES] o o] LEA]~

1. Ik B-ALL AM|Ze] =A)

g2 del AF ST FAME e ved, AssHA #2 BALL(HESH oz sA4dE) ST,

_14_



[0225]

[0226]

[0227]

[0228]

[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

[0236]
[0237]

[0238]

[0239]

[0240]
[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

on

E=4d 10-1294131

XA e, AIdHA)ZEE dANZS QYFHEH . PBMCE I Z-#H(Ficoll-Paque) (Pharmacia)®] HE=-4)
LAEF o8 sl

PBMC o442l (D19 + (D10 + B-ALL A|¥+ BAMXE EaF E(kit)(Miltenyi Biotec, Bergisch, Gladbach,
Germany)Z AF&3to] (D19 + (D10 + A3E(B-ALL Al3¥E)7} 95%S Z3et== AA st}

2 AEZAE A7) AZGAMiltenyi Biotec)o] XA (ARl whet AAsH T

2. 293 20l 93 FEH= B-ALL AES] o] XEA 2

B-ALL AIEE, 48-9 Zelo]E(well plate)ol s 10° AIE/92 3ha, 10% <1zF ABEZ RPMI 1640 1% (HyClon
e)lA AF v= 3ug/mli & e 2 B 22169 FA wigskat

S 2 == 22162 A §l= RPMI 1640 WA (HyClone) ol Al 814 3}kitt.

) =A T9 &%l S4=(EA {1 RPMI 1640 Wi (HyClone))< AH&-at3ltt.

ok 3¢, 59 2 7Y Fo, o]59 AFE(cells)S 7+H (counting) do], HIEFHE-Z=olul oo AH =2
(TMRE) (Molecular Probes Inc)Z 10E7F AM3FH(F2E3: Lena Thyrell %, The Journal of Biological
Chemistry Vol. 279, No. 23, Issue of June 4, pp. 24152-24162, 2004).

TMRE-SA (+) (AE) 2 TMRE-SA () (o o] EEA]~) 9] B-ALL AEXE Z=2ZA}o|EHWEZ(B.D FACS Aria)oll <&l
=73kt

AZE B-ALL Al ESFE, A AlE5(total cell count)2F TMRE-%RA (+) AL %S zHzte] A A A F3&te] A4kst

Rk

B Al M= &E|a 27F B-ALL A9 oo XEA~E FoA JA FEddtiE AS Yehden (= 4),
o] 7 & &l 28 AMEEle] B-ALL AX 9] X EAAE FEFOEAN B-ALLS AR F qdvhs S e
=y

B-ALL AR K-E] AFH 3 105 P MES At APS T vHEste] 93 AAE AU

A 7 0 S2a 29 o] B-ALL AlXE Aol A CD402] Azt o] (up-regulation)

1. 917k B-ALL Al29] %A

A7t B-ALL AIEZE Ao 6ol A3 vpel e HeleAol] wel ghake] dAuZol s ZAls)

B-ALL A2, 48-9 Zeo]E(well plate)ol A 10° AlE/2= shar, 10% <17+ ABEY RPMI 1640 W] (HyClon
e)ollA HE v% 3pg/ml 2 T E|a 2 T 22169 A wldssit.

g3 91 RPMI 1640 Wi (HyClone)oll A 2e]i 2 ¥ 22162 3]1431¢]c).

Fo g2 FME[HY ¢l RPMI 1640 vl (HyClone) ]S oz () x])) =4 A3},

wjoF 3¢, 5 27U Fof | AMFE(cells)ES 7FEE I, FITC-CD40 A (Becton Dickinson)(Molecular Probes
Inc)2 1087 GNP (FHE3: Lena Thyrell %, The Journal of Biological Chemistry Vol. 279, No.
23, Issue of June 4, pp. 24152-24162, 2004).

CD40 AR AME B-ALL M ZE Z2AL|EHEZ (flow cytometry)(B.D. FACS Aria)ol ol 433t}

2 AR(E 5)ellM= &AL 27 B-ALL AlE el A (D409 HAS frold Al dalatrdleld gk As o
Halow, ozl &E|a 25 ARESte] AlE(cells) “FollAl (D40°] delataoldel o3 B-ALLS &3 +
e e e

CD409] JelTFElol e B-ALL MlE(cells)e] o] LEAAE FH3}o] B-ALL AlE(cells)o] AFANE Fa}
v, I 1 B-ALL MlEoA9] WU S =3 oz B-ALL M|E(cells)d] Eo]AQ CILY WAL =3},

BALL 404 AT 1059 o) BES ALgste] BAshA 4P WSt FAL AAE A,

44

rﬁr
32

(

o
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[0247]
[0248]
[0249]

[0250]

[0251]

[0252]
[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]
[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]
[0267]
[0268]

[0269]

[0270]

on

E=4d 10-1294131

AAe] 8 1 27 29 93] §-E%+= B-CLLAIA 9 1L-109] XA

1. Q1%F B-CLL AMX9] ZA]

17k B-CLL AEE AAd 2014 At upe} e e whel B-CLL Aol Ea]soiu).

2. 283 20 95 §%5E B-CLLolA IL-109] A4

B-CLL M¥2, 48-2 Z#o]E(vell plate)ol ] 10" A¥/A= a3, &3 ¢l RPMI 1640 =] (HyClone) ol A]
HF w5 Spg/mlZ 3 2w 29} S 3HE wjgEgit.

&d)a 28 ¥4 §1& RPMI 1640 HlA| (HyClone)oll A 843} ch.

TY & SME[HEH = RPMI 1640 WA (HyClone) ]S tZ(W]A]) = A AL&-3F3iT.

g A 7287 T A QA 8] Ete] ZF 2711 (Fluorokine) MAP e w2 (immunoarray)
Al 2= (R&D Systems) oAl IL-100] Wt H7}stATh.

e ok dlolHoA = 7] EEal 28 flatol(triggering) B-CLL M3EA #¥o] %8 IL-109 A4
S frEdvs A eIt E 6)

6A1ZF - 1L-109] A<l AR S77F AEHlern, 2443t Sl v)=el] =asiglon, 72A13 wfel] A
A BT = 6 F=x).

1@[_
m, B ago] golgoiaE A4 rh-1L-10(Schering Corp)¢] B-CLL AMXEZ wjgFEde] H7to o& 1L-109
|F T o ® oo xEA A B-CLL AE7F sl o312 & IL-103A|(RE&D Systems)ell o]l So]2 o=
AdEckeE AS = eI

o] 59 A¥FAFAE ZEa 25 AFESFe] B-CLL AE Y o o] LEA| ~(apoptosis)E A7] Hu|Ho=m Hukal
= 1L-109] A4S freghess BOLS A 4 slvks A& vehdi,

B-CLL #A}ollA A& A 1059 A MES ALEst] Fd3A AdS vhEste] Fds 235 ).
Ao 9 1 27 AAF(human normal) PBMCSl Z=2lo] djal &2 29 28

Q17+ PBMCE 3] F-3tel&(Ficoll-Hypaque)e] HETu] &2 (Pharmacia)ol o3& A A2 (F=, AAA
HANAE )9 Ao (buffy coat)olld & aitt.

1 PBMCO] AE&(viability)2 EZ# &5 wiAl(trypan blue exclusion)ol] 23k ZAo] 2oJs] 95 ~ 99% ©]A
=

PRMC(610° /L (wel 1) S 96-2 UHA AR Z# ol E(U-bottomed plates)(Costar)ol] }ZE(plated)stiL,
223l 2(6pg/ml) S} A i o] AL Fukslo] 9lo] 3F(triplicates) &2 36417 w3t
1 T}, o]o]A [SH] EJu] ¢ (New England Nuclear, Boston, MA, US)Ce. & 16A17F BAE AF3AtH(pulsing).

Acells) s Setavto)HLE AolA 3getar, Ad# ol 7h-&E (scintillation counter : AAJAF7HE 7
=33t

AEZ2S SI(A=A4: stimulation index)[3% A(triple wells)o| A ]2 JeRUQLL).
559 A4 dafEolAe dvolHE eI
2006 2 2216 thZ(controls) 2 A&},

oAl e el 27k PRICS $4& Wue A5 & dvks e dEhigen (£ 1), oie e
27} O] EFEANAE FEslA] & AA Q17F PBMCO] thsle] FA-A=A (proliferation-stimulatory)g YEY
o, B ufEAEe] tfate] Bl RS eI

Bomwe wetAd Aol we pAgez Add w Qo) theel AvE AUl d4 we} 2
o] I o] Welolx Hlojdo] Qlo] A 9 W o] Jhsdtrke AL o] TmEokd] ZlsAtd os & 4 3l
o}
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[0112]

[0113]

[0114]
[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]
[0123]

[0124]

[0125]
[0126]
[0127]
[0128]
[0129]

[0130]

[0131]

[0132]

on

£S5 10-1294131

EHe 7rder Hy
% 12 g@)a-29) s FE¥ = B-CLL AlEe] ol o] EEA 2 (apoptosis) (§3)E YERA 18 Zojc},

B-CLL AlX& ofg] 7}A] &3¢ ga)al 29} 37 & o] AL Hukdto]l flo] 10% 21z AB dA wjA] oA )
&t

ek 7o, o]5 AEE MREZ AMEch. AE B-CLL AESFE TRE-FE () AE] %ol o8 Axtataict.

ul

= 2% B-CLL Al 2ollA (D402] HJzlvFdlo]l A (up-regulation)ol] thdh 2 29 g8 vebdlc),

B-CLL Alxzx 79zF &glx 29} &7, = L3 2 glo] g o8, Z2AoEHWED (flow cytometry)S

ARg3tel (D40 WS EA1et7] f1al FITC-CD40 A= AMakaivt. 2 23 @ (expression level )& MFI

% (number) = YERN AT}
o=
= —

® 38 A Fxpy

ZE A el A (D40o] HeEllvreloldel gk 22l 29 28-S yEkit

B7) & WEPY PEE AXE L 20§ w21 2 glo] WA, W 76, T AE
ZALEWEYE AFESFe] (D409 WS BAE7] Y&l FITC-CD40 SHA|= FAshich, & =@ MFI
eIt

AFA

ki

45 L83 29 93] FEE B-ALL A|E Y o] LEAA~E vteRIT).

B-ALL AlE+= 22 29 &7 e Sgal 2 glo] wiFsksdtt. wiek 3, 5U % 7o o]E2] AEE TMREE
AN e, TRALEWER FA5T,

AZE B-ALL AESE TMRE-A (+) AE2] 9] 28] Aatalait.
= & 20 o]3k B-ALL A ArellA (D402 G#lgtElol S vekdit),

B-ALL MZE lug/mle S2la 29} &7 w 1 elx 2 glo] wikabadet. wj<k 39, 59 2 7o ATE
ZRA)EV EL S AEsto] (D409 WS B4 etr] $le] FITCRZ FA ¥ (labeled) 3 (D40 mAbE @48ttt

g g WFI 2 Jehdlt.

T 62 283 29 93 FEFH B-CLL AXZRE SEF-109 AL Ve 18z olt),

B-CLL Al¥= &1 29} &4 = ga1 2 ¢lo] 83 ¢ Hix] WA sstdc).

TN XA el 3]45kal, ELISA ZE(kit)E AFE3te] IL-109] diste] B7takelc.

% 78 A2 A% PBMCY] FAol dlek &Eja 29 AE-& UEhd e Zolt),

A 7F PBMCE &2]al 2, 2216 Hi= 20067 7 36A17F wlge b, ZH7he] o5 A FAE& A3
Sl [H] Blmela} E35tagitt

i)
Wl
)
Hl

o] ZA18 2=+ A4 (stimulation index) SIE YFERSL
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10-1294131

on
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<110>

<120>

<130>

<160>

<170>

<210>
<211>
<212>

Changchun Huapu Biotechnology Co., Ltd

An oligonucleotide or its functional homologue, a composition
comprising the same and a method for treating B cell neoplasm

IP060010

KopatentIn 1.71

21
DNA
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<213> Artificial Sequence

<220>
<223> Sequence

<400> 1
tcgtcgacgt cgttegttet ¢

<210> 2
<211> 24
<212> DNA

<213> Artificial Sequence

<220>
<223> Sequence

<400> 2
tcgtegtttt gtegttttgt cgtt

<210> 3
<211> 20
<212> DNA

<213> Artificial Sequence

<220>
<223> Sequence

<400> 3
gggggacgat cgtcgggggg
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