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LizF&ED Lo TEBEHYREL, Mg
B2 X10°/mi, IL-2 &M 3420JRU/m{ T
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S U LI~ DEFE T BT 5 7= i % I8
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5 L7z, $H123.8 X I0PJRUMD IL2 # 8
FEEEC 3 A Lo, BEHO#EITE L UIce
WL BWMEBSEY &, WFmiEodEEL LT
& BARFHEIIZE R OB (Clinical stage)?
R, BEHREERNEERESOBIE A
ICFFREER R ELREY L DML
(Table 1), LAKFEE L UV IL-2 %5 0ER
B L CILEBE S S IR &L D informed
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FEF VISP AEERBIZER 10em, HIXB
L OHHANX 12 A K 2 cm D FFHIAZRE % FR O 72 4E
BlTH A, MTHI TAE 21TV, FFHEZECIRATE
LR ORFES 2K L ethanol DIEA%E B
I holr, MitR36 HBICITERNIEA
catheter £ 1, 3.5 X 103 ® LAK MY % % 5-
L72e #5557 HEIWZR T L2S, FOMFE
EHHA L, BT, EREUEMEIEDS
n, EHZZ NI L LIPEALTH - 72,

IEG 2 W EFFEEOBERE 12 cm O BIEO I
KA, BMCERLROIERNTHL, FHEE
CIBRAE:, AFP B 2,500 ng/miTdh o 7275,

Table. I Clinical review of HCC patients received LAK therapy

No. of
: UICG  Clinical Liver LAK  Direct Out come
Patient  Age  Sex stage stage resection cells effect ~ (days after LAK therapy)
(X 10%) [cause for death]
. 57
1 66  Male V-A I Lt. lobectomy 35 PD*  [primary lung carcinoma]
V-B 25
2 54 Male (Lung) I Rt. lobectomy 2.8 PD [respiratory failure]
lateral and 2
3 59  Male N-A I posterior inferior 1.0 PD 05

segment ectomy

[cerebral bleeding]

#Progressive Disease (PD); increase of more than 25 % in one or more measurable lesions or the appearance of

new ornes.

All of the patients who received LAK therapy showed more than 25 % increase of lesions.
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102 A #&I2IE 11,000 ng/mi & %2 ), 2.8 X 10°
il LAK {2 % FFEJ IR PIIE X catheter & ) #%
5 L7, %&5%25 H BICMERBED 228
KIS K B ETIE L7,

JEBI SIETFEER TRIBIZEE 4cm, 444
XIGIZEESem, MMOXBIZOEELcm BE
DR % 28RO ERTH 5, FFMEIIX
WIS & OTR T KIRUIBRA 2 fifT L, #0f%
TAE Z1To Tz, [EHOMKREED 7
%, fith 2 44 »H %12 1.0 X 108 LAK
fo % BFEI IR M7E A catheter & D %5 L7z, &5
205 H HICHHBImLZ TR L7228, Z ORIFEAT
DONES A L7,

SHEF & b REBEBWIRESR F D DA
BLEWER LR, WGEEEETEL, Ly L
3B b2 LAK Mgtk 5% & BES; O K % 78
OPIEEEFE (direct effect) 1£PD (progres-
sive disease) T& > 72 (Table 1),

I. Adriamycin-Lipiodol emulsion B8k 5 %
Bt U 7 riL-2 F AT B0R PO 33 A SR DR
(x4 & FiE]
1988 4F 8 A5 1991 4F 2 H £ TOMIZ G
PIBRARED 712 O FFUIEEMT - TAE - EI 722 &2 X
% mass reduction FE % AT L 72 EFT IR

BE 24BN, HEOWLTS Y OWEFIZEIV
T adriamycin (ADR) & JEHE~OERIFEE
F£O Lipiodol & A (Adriamycin-Lipiodol
emulsion, ADR-Lip) L, .HEELL, Zh
5O HEE% informed consent (ZHD X, BE
2!(}\7& LUK L DEFEEER LT 5
, RO 2EET T, IL2 OIS % 0F
Ltﬁ(Aﬁ)iww,mmLm@ﬁMﬁ%
DHOEE (BEE) HT7HTHoNz, TNHD2
FERIOBRIRATR % 4% test T L7245, UICC
Stage, Clinical Stage 35 & UM8IBR U 72 X384
#Z& 7 /2> 72 (Table 2) o ADR-Lip 8 L UVIL-2
DS EZIFBIRAEARS (FERE) &L
7oo IL2 & FHS L ABMER%Z V2L,
FHH O IL-2 OFFTCTOREMFED 120,
RO 2 FFEDARAN EAFR S (RRBEFEDE) & L
2o T b AREILFEE catheter % K T
#3AHE INFUSAID PUMP “ICHEft L, Th%
A TRARER) 7% 1L-2 5 &£ 38 1 [l ADR-Lip @
M BRI 5% JifT L, B EFIZJFBIIE catheter &
INFUSE-A-PORT “12#%#t L, ADR-Lip D&%
1 BB S L7z, IL-2 o5&, cannu-
lation 12 258 H & 1 ##1& 0.05 X 10°JRU/day
PoHBMmEL, 4:8E FTI20.35 X 10°JRU/day
& L7:o ADR-Lip (Z ADR 10mg % 2m DK

Table. 2 Clinical review of HCC patients immunochemotherapy or chemotherapy following tumor mass reduc-

tion therapy

No. Male

Group of / " UiCC stage

Clinical stage

No. of resected

||vex segments Direct effects

case Female V-A . IV-B T2l (=) CR I PR :NC:PD
A
(IL-2 + 17 16/1 1:13:3 12 1 4 3:3:4:7 4:2:3:8
ADR-Lip)
(AD}EUP) 7 6/1 0:5:2 6:0: 1:1:2:3 0:2:2:3

Complete Response (CR); no evidence of disease, with complete absence of all detectable lesions lasting more

than 4 weeks.

Partial Response (PR); more then 50 % decrease in the total diameter of all measurable lesions, with no evidence

of new ones.

No Change (NC); an objective response of less than 25 % in one or more existing lesions.

1) There was no significant difference between these two groups in UICC stage, clinical stage and no. of resected

liver segments.

2) CR was observed in 4 patients in A(IL-2 + ADR-Lip) group.
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K& 0.5mi?D Lipodol {2 L T4 5 emul-
sion & L7, TN 2EOHEBESRLER
computed tomography (CT) # & U EHEEE
AR L DEFl L 7z BRI H AR ER
F RO BN AALFREE RS RN EEEY
12& o 726 IL2 7 EA® immunomodulator &5
B £ U mass reduction JEE L & AREOTREL &
L THEAHIM natural killer fifg (NK) {HEOZ%
B % Wl 58 L7z WISENE cannulation § (F7 258
LAY, cannulaton 1 —28H, 1 —22H
B, 4 -5»FH, 8—92»RBEBLUI1l -
125 Bilfro 72, NREHEDOHIE L target %
K562 & L 72%'Crrelease assay {2 TATV>, effec-
tor target [t (E/T ) 1220/1 & L7z, F7z,
AFTIIRE MBI O KR ~— % — (CDS,
CDh4, CD8, CDl6, CD57, CD25, HLA-DR)
# Leud, Leu3a, Leu2a, Leull, Leu7, IL-2
receptor, HLA-DR % > T fluorescence acti-
vated cell sortor (FACS) TilllsE L7z, 72,
FAYIM LAK (1% % target % Daudi fifla & L7z
SiCrrelease assay |2 T{T\, effector target M
(E/TH) 1F10/1 & LMEL7, ThbDH
o RFAEFEIL Kaplan-Meier (5T, HEE
MEIX — %1t Wilcoxon & THT- 72, NKB &
U LAK {61 O F BEMIE I Student’s Ttest &
721% paired T-test TITo 72, WIN b fEfass
5% TREEESD L LT,
& #]
A) HBEOMFTREHIR - BITER
ATELIBWT, IL-27EAR ¥ 7 (INFUSAID
PUMP ™) W ZEMIZIEBI L, & 3240 AMEA
WEETHoIz, BEERNIIEELLYF—1N—
MR A IL-2 0 LEMBONMIE, BHRER
DHMHN 49 £ 6.1 % TH o7, Tz, IL2D
meEETHERRDLTCCH o0, IL-2 &
ADR-Lip #EIZB T HEIEH & L CTIdsEE LIl
BKEFEBLUEEN AOLNZL, —FHHZR
IL-2 %580 HER L UCHIRA 0L TiEElL
WA BET B 272,
B) RELFEEDOER ST 2 EEDR
ABTIZ4BAME EiCh7 2 EOEED

Z, it

HEAFRO LN CREEFIL 4B, 48MLL L
127 ) BB O 50 % UL E DB S L PR
JEBIE 2 BT, BIEIL3BIBTH -7, NC
3B TH o, T2, LB EIREREOW
ENWOLENT, BETIZPR 24, NCIX3
Bl CRIFIL 286 % Tdh o7 (Table 2), L2
L, MEMIZIZCRE, BYEL LIZHAEER
B0l
C) RFEAEfFE

ABEO 1TEEFFE (14R) 141.2%, 2
SRR (245) 235 %, SFEEFE (34
) B59%THo7:, BEHTIZ1AZE28.6%T
2AEHFBNIFRD o7z, L L, MK
RIEEFRIEYRD o7, T2, 50%
AL, ABE322H, BEE328HTH -7
(Fig. o
D) ERYIM NK &

mass reduction B O K AH M NK G4 L A ¥
(176]) %6 IZBE (76 T, EheEn
39.2+13.0%, 441 + 164 % THEER {,
mass reduction BIEWEEE LETL, 234 +
105%, 21599 % TH-72, L2L, 12
MRBIZIEENENDS2.] £18.0%, 37.1 %
219% L H LR L, ABCUEMimL Y AEICE
i (p<0.05) %KL, BEIIXLTLHEEL
B (p<005) kZorz, 8615, 4—57
Bfsizi, 53.1 138 %BLU31.4£175%
EEMEDEE L, ORI L THESY
BEREonl, Larl, 8—92HHILIEZEN
FN345+ 101 % B L3700+ 15.0% & AEE
EBWTETERL, MEEMCIEESRDOLON
B ot (Fig.2)o
E) ABORBMBEKERL -7 —-B LUK
1 LAK {& 14 O %8
ABECTIHFEMILY) v B OIgEE 22 5 IL-
2receptor (CD25) FHtEfllg &1 IL-2 &5
Btk ER L, 2—-8HOMBHEsRL, #
DHBBET L7z, F72, KM LARFEILIL-
2receptor L AFRIZ23 P HOMEMHEEZRL,
FOBET L (Fig. 3)o Z OZEENEIRMIM
NK &P (Fig. 2) OZBEEMLTEH, CR
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Fig.l. The cumulative survival rates after cannulation in the A(IL-2+ADR-Lip) group
and the B(ADR-Lip)group. There was no significant difference between these
two groups in survival rate.
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Fig.2. Changes in peripheral NK activity before and after cannulation in the A(IL-2 + ADR-Lip) group and
the B(ADR-Lip)group. There was no significant differences between these two groups in the NK activi-
ty before cannulation. In the A group was the NK activity after cannulation higher than that before
cannulation.

FEF TIXME AFP EO LB B L CEE 20§ & % HLA-DR I IL-2 % 5-FAMI A TR ELE
LEBHROTENE O —H LTz, LaL, 2RO,
Tilgan~—7—T&H % CD3, CD4, CD8F5

Yk, NK#ifao~— 7 —-TH A CDIS6,

CD57, 7 & NG LY » Bk~ — 7 —T
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’WMW#WMﬁ# | ‘ # P<0.05
* % | % p<0.01
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Fig.3. Changes in the IL-2 receptor positive lymphocyte subpopulation and peripheral LAK activity in A(IL-
2 + ADR-Lip)group. The IL-2 receptor positive lymphocyte subpopulation and peripheral LAK activi-
ty increased significantly after cannulation and then decreased.
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L BIEBMBEE T R S, FRICIES
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effector #EHE - WIRI T AL I EHPHBENTH
BEZEZTHWAY, 22T, FYRKRH - TAE -
El 72 &2 X D, mass reduction FEEZTo 7278
(2, LAKMI DR AL L B ETFREEE L IL-
2OEFAREIZL > T, KT L/ IL2 EEARE
WVNK - LAKEHEB L UBRTIZBIT S CTL
OYUEBE M OWEEE L0 o 72,

LAR EFE 2oV, g S 6F
T AR & X A PLINERRAEE S L
TWwWh oL, KEMAH SEECKEOMBEY
TR LEETAILEOD S LARFEZTH 72
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FIREIMEE % ) OPRERTH S & OfEGRLH
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BRI IL2 BAROBRT D IGERT 2 &b
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ETLIEERLT, IL2 OIFENEEE 1T
272, TOB, EHFGILZEMER %L
L, FEHAOENIL-2 DFHT COREMRFED
72O IL-2 DFRIFENEL BR L2, —H, #
ZoWms o iE, FllkEREIIBN TR
suppressor/helper LMEBE AL D KENDH D
D, IL2 DFEET TOLED ADR D513 H#
TTHFHBRAHRE B8 O suppressor T cell 431 % i)
S, [FEIC helper T cell 7 E Z 0 & 4,
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HTEEA Tl 8RB E OB RMPED 5N
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COBBNTHEEDRIILPPDLT, A
(IL-2 + ADR-Lip) #i&B (ADR-Lip) B LD,
S50 %EFHHMIERIFCTHozb DD, REE
FRIIIEEZIRDON o7, IR,
HE DR A BI85 KRS I NK IO B ED
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BHEeT, FORTE L CABIZEEHI A
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PAb X D ARBIZETIX, FRAHIM NK EEAS IL-2
BTG & B RIBIFFEOH RS S IEED
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WRDEREVPEETH L ENHL L E R
72

LIAT, ZOEBICBITANKFEEDL LU
LAKEHE DT & [EE D8RI IL-2 recepter
REMBEOFEEOETEMEL TWD, 2,
THE I IZ R L 2 KE O 1IL-2 O 5127
B TL-2 receptor (2 & 2B A ML E R IL-2
PUMK, suppressor Tecell DEFE 1 7 & 112 i 14
% HIfE 3 % negative feed-back R FEZF 5] &#E 2
T i@EshTnb, F72, NK, LAKIK
PUEESEM oMb EZ SN b L OHE™
bH b,

N6 ELY, RERADELVEE 5]
ERITIERL, FANKFEZERT Y
2, REUMEHEERTES L) 2 IL2 0%
SEORE, bbb, BIERAORE L KHIMm
NK G EOEBIC D X, ERM NK G4 %
BUBHEICHFETL L) %2, RADIL2 0K
BHEABRTAIEN, ZOHBEIZLDIERD
BEBDHELEEZONS, ThOORBY 5T
A, ABMORRBZD 2 B0 BEH TIE NKIFHEH
40 %L I, CRABOLNH ERAIC
BELZ, 2O 1G5, 7THEIHPBEFED
THb,

& Z AT NK#Mifgid major histocompatibility
complex (MHC) class 112 & b {EHEAHIG &
B L ah, FMFHALE TIE MHC class T D
REBNENWEHRED SNTBY, ZOHE
FERL2EEORESBRIEINKMB LD,
MHC#JR1ED CTL OB SRR EVEE R HN
s

i, IL-12 OEEENOX G2 & 5 EH
DERLBHEOAISHED ShTnwd, IL27%
STNCIL12#5 %2 &% &7, KM NKE
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AN AR LTED, ETIEREREOER

F M
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1) R NKFEE R EE 55
BREDERNROWIEE 2D,

2) 1IL-2 + ADR-Lip FEETIZ CR & 4 FlIZHE S
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B EEN D o7z,
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NK G % S EICHER T & 2 b RE
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