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cREY  SIAREERE T IR X 2 A BA &
veto SHIIC X 7 AR I DN

S R I
(PAL4%E 3 A3ARM, FHRAESH290ER)

E B

W EMETHI (CTL) <X 3 REEHEGolF L, CTL i 2MiiERTd 5
veto HilIz X BRI OMEIC W TR L. FEBEZERKL 2~ Y % (C57BL/6 ; B6)
‘ AL Y CTL 237 v—=y 2 &hic. SM&hiz CTL 7 v—iF, Fr—FHoEEM
SEAHERE (MHC) i RM 2 miaERE R L, 20 CTL 7 v — 2 BRELREL
72 B ICETAE L, BIEEHICHTBIEROBE Y et L, BEEMOIEE »IUdR %
WMETHETS L, BEEOERE DA A e Pl E Y in vitro LRSS REE R LI, BT,
BEMR CTL OHBEECBRMICH B0 TS0, Bizs MHC 0FHERALT
R T olr. COFEE, CTL MGRMLE T2 BHOMMEARICIHIL 28, KRIEESR
LAVWEROES I IFEY RIFS T, BEERISHIRESEORE T MHC RN THSZ &
BRES T, Wiz, Fr—HEKD veto HIRIC X 0 BHIEHESIHEIS W52 E 5 hicov TR
Liz. T MIEkREEHY IL2 &L bICHEET3 LEED veo HHEAFHES L, Z OWEERE
31z Thy 1.2%, NK1.1* §@ifIC7EE L. B6 ICBERIN T ORs%, REEH2BHET 5L
BHEEERSh DY, ZoEME IL-2 382 in vivo KEETR L, BREEERD
HAREMERDC. Z0OHEIT MHC KHFRENTHHZ L XY veto MlRICEZLEZ DN
oo DEOREL Y, FEERSHECEVT, a2 b CTL 2 Fr—0 MHC ic&RMICH
HEEOEENTETSH Y, Sbic FF—RED veto MKITIEMICEES % CTL ML,
MHC 1B ATEOBECEE T3 LB b,
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I. #&

FIREFLIRICRT T 2 RIS, BERBHEORSIIC L -
TREREETH S, BF, 20k 5BREEREICHT
DRI, BHEBBOEKE LTHASY, REEHS
HIZRVTIE, BHEBEOEMRL & L IcBEEBICTEE
T2 AN X 2 BEANEER  (Graft-versus-
Host Disease; GvHD) ¢ LTHi 3, GvHD i, #
TR L VB THIEZBRET S Z LIcX VHLETE S
B, TR, BIHEEEOEMD S OB 2 EE L A
51_6)0

ZORIEBHEOEMROBEFL LT hybrid resistance
Ti¥ natural killer (NK) #IME2#HE ST &1,
X7, fLOBFEL LT, MEHRIEHME O MR 2= T 4
BE (cytotoxic T cell; CTL) w5 L#BESH T
512--19)o

Reisner &%, H A&V ERT, RESEBER
DY NONIE L V BB IR MR EEEY
TORAMEROTHEEZ 7 v —= ' LTHYe, %
7z, BEERAYIZ L Kernan 573, HLA I—FoRfEEEE
DIFHBITHE T T R+ — BRI R 2 R =S
FT5H2 MAROTHEOHBREZHEL T30, =
DORRIC, THIKE, RRiCHERRIESE CTL RNEBEEED
HERIZESEL TR LELXZONEY, =0 CTL En
3O B TBHOEBIZEEL Ty A TR,

%/, ZOX5RBER 2T 5 FRE Hic s
X OBBFICOVTLHME STV 5, Natural sup-
pressor #ifLIX, EBHLRV=T 228 LA KRN
& Rl 20 BIEIC FEL, in vitro 2B W T
MHC iz 3Ry MLR 23%IL2, %72, in vivo
BT GvHD ¥+ 52 L 23HESh T3,
7 u—=y 27 &N natural suppressor AMRTIX, NK
IS & R~ —h —SEIERBE VR, NK EHEEZAE L
TRV, —3F, BloMEEoMBE L LT, veto Jfa
PERECIMIRICTEET 3 LB S T3, Veto #if3
13, MHC 288/ CTL nFHELIEl+ 22, -0
BRMEZRET S50, veto MEmICTEETLHIE
ThY, ZhieKEt+s CTL oA s hz k&
5220, Liedo-T, FF—Hk veto MREZEAS
Bzricky, sz b CTL 2k 3AMEEOIERK
ARl Ehs e BELLNS,

il |

II. MHB&LUVEE

TR EEERLERY TR L EOAT v LS
##&K1lzrd, C57BL/6 (B6), BALB/e, C3H, (C57

B
£ 1 FERHLEEh~<vz2E: H2

< v 2 H-2
C57BL/6 (B6) b
C3H k
BALB/c d
DBA/2 , d
(C57BL/6xDBA/2)F: (BDF;) b/d
(C57BL/6xC3H)F: (B6C3F)) b/k
(B10. BRxB10.D2)F; (BRxD2F)) k/d

BL/6xC3H)F:, B10, B10.BR, B10.D2, B10.A (i
Jackson Laboratory (Bar Harbor, ME, USA) I v j&
ALz, B10. AKM, B10.MBR, B10.GD, B10.Q i,
David Sachs iz (National Cancer Institute, NIH)
L OVBEEZIT I, BRORBICIZ, 8 ~12@KD~
AEfVIc, £, BHMBHEICIE, 12~M4#RD <7 %
Erivry b LTHWE,

BBETHE : C57BL/6 (B6) ##ER 115¢Gy/min T
650~1,025cGy FRHIL 3 ~ 6 BE[Ei#8, T HMBRELRLT
27107 AD G BHIRE VL., B
MO THIKBRE X, BRMEE ~1 7Y K—= HO-
13-4 (anti-Thy 1 MoAb)?®, C3PO (anti-Lyt 1 Mo-
Ab)?, 83-12-5 (anti-Lyt 2 MoAb)2? i3k Lg%
TNETHIBEFRE 2S5 L IICBRA L LD Ltz 4°C
TI0AKIGE ¥, &bizHfk (Guinea pig com-
plement; C’, Gibco, Grand Island, NY, USA) &
I2 37°C T30 RIG S5 MIEL 2EHR IR L 72,

CTL 7 u— D438 : B6 % 650cGy Mit1%, BDF:
EciF B6C3Fr kY oBEiE: T MEREHERIKE
DEE L7, 7 HER, MIRE W LIRSk & /e,
B BEAAS & RISk 0 AR Z 2,000cGy FRE L, Zh
ERIEGIIE 2 LT, 10% T cell growth factor (TCGF ;
Con A FIFT v MfRlaREE L% %% 7210% FBS
S RPMIL640 % V#3417 - 72, 2 8%, MMEEIR
L, 96RO L— Mz 0.5, ROFETHEML,
FRICHIBAIRS X O° TCGF % BV L T < 2/
faz CTL Zu—y L& Lz,

BHEFMOMIEREORE (HIUIR EER) : BEE
B LI~ U 20 BHBA~D 512]-jodo-2’-deoxy-
uridine (!2*JUdR, Amersham Corp., Buckingamshire,
UK) OofEmEE WEL T, BHEEHEIROEIEDEE
L Lz, FEEid, B6%1,025¢Gy FREH% 107D THIM
BrEEHEE BRIRL D B L, 5H%, Hxo<vy
2z, 107"M @ 5-fluoro-2’-deoxyuridine (Sigma, St.
Louis, MO, USA) % ERERNIcE S L, 1 #[E#0.5.Ci
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D1BIUdR # EREMNICEE L, 180, B2 Ml
LU BRYiAENT 18] O BHEEE N v~y v Z—IT
THIEL, WIUR #ERELZHEHL®,

7u—H%#A4 +2 MU — (Flow cytometry; FCM) :
FCM i, Becton Dickinson FACS I (BDIS, Moun-
tain view, CA, USA) 2 H\VT{FoTc, BAEMRT,
ETHIEE 2.4G2 (5 v MYV R FeZBHE/ 7/ m
—F B & Vv Fo ZRMIC X 5 I RG2HHE
DAEE E LR, BEBEEEE BEECLY 7
Tz ¥z, 2EBREOHEER, FITC TERS hichilk
L RISEEH, 2EIPEGL, biotin TEFRL 2 Hifk
LREIGEE B $Egr L, texas red avidin % VT
B L, 723, 1%kl & LT FITC 5% &
nNTvhv ks EH LKL Zi2id, goat antimouse
immunoglobulin-FITC (gamma specific, Fisher Bi-
otechnology, Pittsburgh, PA, USA) *72i%, MAR
18.5-FITC L KIb&®Biczhbd Fab 5% 7' r
Y73 5HIZ, SBIRBRIO—RIUE LGS ®,
7%, MARI18.5-FITC 2 /3 2 FFici, 2. 4G2i3fEH
LZAadoiz, 2.4G2i%, J. Titus {iE (National Cancer
Institute, NIH) X Wt 5%, %7/, texas red
avidin, anti-Leul-FITC, anti-Thyl-FITC, anti-L3T4-
FITC, anti-Lyt2-FITC %, Becton Dickinson Imm-
unocytometory System (Mountain View, CA, USA)
FUEALZ, 95-5-49 (anti-human CD2 MoAb),
32-2-12 (anti-H-2¢ MoAb), 36-7-5 (anti-H-2¢ MoAb)
%, David Sacks XX » 5% %77z, NKL.13F
XU Mac-1ix, Zh#h American Type Culture
Collection (Rockville, MD, USA) X WEEA L7z~ A
7Y F—-=<PK136 # X ' M1/70.15.11. 50O¥5% L%
H\v 7z, 2C11 (= v = CD3%tfk) 1%, Jeff Bluestone
@it (University of Chicago, Chicago, IL, USA) X
VEEEEZT T,

FMpaRE EE AR - MR EMERERY 13, Con A (Si-
gma) TFET T3 HHBEE LR L e E sodi-
um chromate (*!Cr) THEHL, EHMIEL Lic, —E
BOBMMBRE S ELER =7 = 7 7 —HIERHRL
TARESEL, BHEh3 5Cr OHEEE T <
By —THEL, UToHERI LY MEEETE
ZRiz,

AN =it — BT 100%
¥/, Bbhic CTL 7 w—roMlEREEEEOME
2 Hvize 7 7 v —+ L Hi{E31-3-4 (anti-K?), 34-1-2
(anti-K4 D4), 28-16-8 (anti-I-Ad), 34-2-12 (anti-D%)
i%, David Sacks i X D fit5 % Z1J 7RG % 200~

500f5 I FRL TRV 2,

ETNVEF—FAF2UR : FTNEF—F AT
2 DOVERLE, B6#1,025¢cGy ML 4% C3H B
O BALB/c L) o THilBREEMENEh10T EZ
BE&LlEELx, CTL 7 v— oI BHEERICIT
ofce AT OHER, 6 HEBKMMBEZMEH H-2
&/ 7 v—FAHUETEREERE L FCM THIEL 72,

IL-20 8B BEHIE (Activated bone marrow ; ABM)
DER . THIFEREDBEEEZ 1,000u/ml @ rhIL-2 (Ce-
tus Co., Emeryville, CA, USA) Lt bilcd~5HE
gL, WL 2R EHL, “hi ABM G
L CHREERIZHV 72,

Veto {EHEDOHIE - B6O JEHEAL 4 X 108 & % SOSHIA,
2,000cGy FR&t L7z BRxD2F: Ji#mia 2 X 108 {E% i
ML LT 2ml OBBERPICEREL Y L RKBEAER
B{Tolzo ABM 3V VA EREAHED 2 B HIZIRML
7co 5 B, WHEMMZEIRL, H-28 3L H-2¢ 12
3T B EERREZ T, H-2 R inEshe
% veto {EfEL L7z,

ABM i & % R B REHEME G O BNH] - B6% 650~700
cGy 5%, 107 filo BDF: E8ixBHE L7z, ABM
(BDF: %7zi%, B6C3F1) (310" H% %1 HHL%E3H
HICEE L7z, rhIL-2 28515 B4 2k, BHEE
25,000u & 1 H 30 6 HFEENERE LT, Fr-—#Elg
DAEFE, BiER 68 HICORMMEZERE BT H-2¢ £/
7 v —FAHETREER L BERE FCM 2 FvT
HEL 7,

IIL. # £

(1) BREHRE L BEERIEDR

Vv ey N OBREE IR B IEHES O B
ZHBIOEHEIERL 2 3R KOKNBRELZFETS
7e®iz, B6 2 FHRET RESEHEBHEL, »IUIR
BEIME L E L CRIHRE L BHEGD BR 2 R,
700~750cGy PHRE &% IE 1 BzWMEL<Y
20 12IUdR #EEEIL, FROBFHEEEShz~Y
AU TEE TS 2 B3F AR EME Rz, LL,
650cGy BH%ZFiz<y 2 TiX, MYALERDTH
EEHOE#REZRLTVS E2LNL(EL), DED
FEFR L Y 650cGy & BREEATTRE R B RIRRE L LT
DUTOERICH 3 BERE L Lz,

(2) BHEEMIEHX~YZ2XVOTHED 7 n—1

LRoERIzESE, B6%650cGy W%, THIM
F&Z% BDF: ¥7i% B6C3F: BEZ#EL, 7 HEIC
MigE ML CTL 27 n—=y2 1Lk, ZTOHKE,
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Total dose (cGy)

X1 BEKREDC BEBHO HE &+ BE,
B6 # Rat#, 10" fE o T #fak £ R#E BDF,
BH (@) 71z, A% B6 Bf (O) =@
Hliz, 6 A, Mz MmHL 25IUIR ER
BERELL, FHILo~Y 20 12]UJR
B ER 0 WPH LE AR 2%, Radiation control
(A) 1F, 3o~y ROFPHEELF LI,

BDF: ##iEL7z~Y 2 XY 47 u—, B6C3F1 B8
PRAEL-vRIY 27 u—uBSEsh, TRT
D ru—4%, Thyl*, CD8*, CD4~ DFEHE~—I—
PRLE (M2), 2B, H2i+3E 7 u—F1
HlkEAVEBRTE, $XTorr—yiv ey
b (H-2°) fskTholz (5F—24M), BDF: Bz
XL B6 X v B bhic CTL 7 m— 4% H-2¢ |24
RER il EREL R L, NK EHEE oo
2(F2), ZoMBEEEEZ, K+ 2E /70
—F AP VEEShS 2L XY, Zhbo CTL
it K iZBENCRIET Sz e Brahie (3), B6
C3F: Bzl B6 X v oBtshizrzu—r 0
Lra—r5iE K KRENTHY, Ju—2613, D*
ERIEL, BIUWKe LRXEINERLI(FK4), Bk
ORERLY, THEDY rm—2iF, H2 % HREICRES
4% CTL ru—y}t&Ezbhi, Zn5b, Ki I

[ ¢

(A) (B)
Leu 1 Leu 1
400 400
300 300
200 200
100 100
0 0 1 2 3 ° 0 1 2 3
Thy 1.2 Thy 1.2
400 ’ 400
300 300
»n 200 200
g 100 100
0
S 0 1 2 3 ° 1 2 3
£ S
2 Lyt 2 Lyt 2
§ 400 400
= 300 300
200 200
100 100
0 0
0 1 2 3 0 1 2 3
L3T4 L3T4
400 400
300 300
200 200
100 100
0 0
0 1 2 3 0 1 2 3
Log fluorescence intensity
2. CTL 7 m—v o ®iEiv—%—, (A) BDF,

BFHeBMELE BV SHLE CTL 7 =
—y; (B) B6C3F1 BHzBiEL: B6 X
V4L CTL 7 vw— 2y, Leu 1%, &
avire—ne L THY,
R rn—0 28X K 1R e —15
% in vivo OEBRIZFwviz,
(3) CTL 7 m— i X 2 BB O HETEIE
Zhbo CTL 7 v — U BB BB 0L IE+ 2
NEIhERIFT 272D, B6 % 1,025¢Gy fBEtE CTL
rym— REEL 488 ic BDF1 ¥£72i%, B6C3F:
BRI EE L, 5 HiR, WEFREOEMEE »IUIR
BEWRRICE VHE L, BDF Bl*#3ELx B6<w
20 12]UdR $EEERF, H-2¢ IcERMA 7 u— 1%

%2 AMShEsr—yo MHC 4R
% Specific 5Cr release E : T (10:1) for targets (H-2 haplotypes: KID)

Cloned CTL* B 10 B10. BR B 10, D2 B10.GD B10. A YAC1

(bbb) (kkk) (ddd) (ddb) (kkd) (kkd)

Clone 1 —0.6 2.6 34.0 39.9 4.4 3.7
Clone 2 ~2.9 7.4 30.8 45.9 0.6 -1.3

~ Clone 3 —7.8 6.0 52.4 70.9 ~5.9 0.1

. Clone 4 ~8.6 2.1 52.1 70.4 2.0 ~2.0

& BDF: Bz BHE L B6 =~V 2 XV HMLIs v —
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% 3. H MHC ® /7 7uv—Friifhick s CTL oMEEEEEOHESE

% Specific 51Cr release (E: T 4:1) for antibodies (specificity)

Cloned CTL? .

R L
Clone 1 25.7 —1.4 0.5 27.3 24.7
Clone 2 26.0 0.9 —2.4 23.4 22.8
Clone 3 21.4 5.0 —2.9 16.8 17.0
Clone 4 79.6 71.3 —5.0 67.4 67.6

> BDF; Bz BHELZ B6 v~ v 2LV HBLIcs m—V

£ 4. HEEShlzrzue—vo MHC 84

% Specific 5!Cr release (E: T 10:1) for targets (H-2 haplotypes; KID)

Cloned CTL?

B10  B10. BR B10.D2 BI10.A  B10.AKM BI10. MBR  B10.Q
(bbb) (kklo) (ddd) (kkd) (kkq) (bkq) (999)
Clone 5 —0.8 69.4 3.0 24.8 61.7 3.8 2.8
Clone 6 —4.3 69.8 10.7 18.0 3.2 1.3 90.0

a2 B6C3F: BEiz %ML B6 v~ v 2 X VDBl v— v

(A) BDF;—> B6; anti-H-2° clone

Radiation control
No cloned cells
Anti-H-2'clone 0.5
1.0
5.0

Anti-H-2*clone 1.0
(x 106)|
.01

. 1
% IUdR uptake N
p value<0.05

(B) B6C3F,—> B6; anti-H-2" clone

Radiation control
No cloned cells

Anti-H-2* clone

Anti-H-2’ clone
(x 10 ,I T T LB I

"% IUdI5i1uptake ‘

Lo *p valge<o.05

B 3. CTL 7 » — viz.X % B HE 5 © 8 5E © il
B6 1,025 cGy st CEL 7 v — v 2H-.
W Ll7#% (A) BDF: &8, (B) B6C3F: &
WarBEL, 125IUdR BWE & zﬁuibto
REA&B5Eo< 20 125IUR ;%mzm

CRHE R, ’

BELCHT, H2X TBRNR 7 v - 2EELCH
L THEAIEETH -7 (K3A), iz, B6C3F:
BEAEBEL B6TIx, H2F BRMA7 e —L 2
WLERT, H-20 iRy s va— 28R LR
LT BIUdR EREOFHRIETEED (K3B),
ZOFERIE, CTL 2 X 2 BiEE O MWAEIG A H-2 i<
BENTHLAZLERLTVS, KIZ, in vivo IZBIT
% CTL o H-2 izxtd 2R ESEEORREICH S
Oh, T, HEEECBRMICHZ0rEHLMCT
5kb§wa%—%%§vvx%¢@L,:h%@?
u— N & B EHEROET L R0 AEF IR 5 28
@@ﬁtto;@ﬁ% CTL 7 m— %k high
-7 B6 1%, RMMAIZES O K+ —fEkofifaz g

720 (M4C), H-2 BREpyR 7 v—LE8ELZ B6
i, Eic H-2¢ JfaE R (K4D), iz, H-2¢ &
By e— okl B6 T, iz H-2¢* Hilig

@ (R4E), ZOfEX Y, CTL BR=7 =7 & —
VLT MHC BRMICBEBREZEET 2 2 L2V

&hic (£5),

(4) ABM o veto 1EM:

Veto {EHEDBIEF, B6 (H-2°) >t BRxD2F: (H-
2/4) ¢ MLC Iz BDF: %7212, DBA/2 X Y ® ABM

CERWERML, H-2¢ B3I H-2k x5 CTL oKk

@%ﬁ%mﬁﬁiﬁﬁﬁ%ﬁvHZduﬂ?5ﬁ£M&
il & wmiﬁﬁabrmmuj;(l5)oBDm i
%, DBA/2® ABM % 5 & H:2¢ iexb3% CT-
E offl% i, H-2¢ okt 28l BETH o7,
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(1) Leu 1 (2) Anti- H-2¢ (3) Anti- H-2%
400 400 400
300 300 300
(A) 200 200 200
100 100 100
0
0 1 2 ° [+] 1 2 3 0 (1] 1 2
400 400 400
B 300 300 300}
( ) 200 200 200
100 100 100
0 ] 0
(1] 1 2 0 1 2 3 0 1 2
L7}
®
O 400| 400 400
c 'S 300 300 300
( ) 3 200 200 200
.g 100 100 100
0 0 (V]
= ] 1 2
> 1] 1 2 3 0 1 2
400 400 400
300 300 300
(D) .0 200 200
100 100 100
0
0 (1] 1 2 0 1 2 3 0 0 1 2
400 400 400
E 300 300 300
( ) 200 200 200
100 100 100
° 0 1 2 0 0 1 2 3 0 0 1 2

Log fluorescence intensity

B4 CTL 7 r—v0F 70 F+r—%2 Y XAakkiETEE, B6 (H20) # 1,025¢Gy &t
% 3X10° o H-2¢ $7ci3 H-2% 8% CTL 7 v — L 28k L7, *
24) B C3H (H-2¥) Bz BALBHELE, 6E%, KBEMEEROX 2 Y 4%
FCM izTtHlE Lz, (A) #EALE BALB/c, (B) &m#E C3H, it=zvbu—ni L,'C‘
~l7, (C) BALB/c #X ¢t C3H B##BML, CTL /v — V3 BELAP o4
TVEF—%2F7=v 2, (D) H2 R Y7 u—r, E) HO KR, v— 1 % B8

BHERMICBELEZY TV EF>r—% 25 <7 2, |
(B16), it H-2¢ Ffk L fiATAIEE L H-2¢ AR

¥/, FFED B6 Lo ABM i, BEOIRGEMA
Pz R LIz, '

Wiz, = OIED, SICr kkHHRBRER I 74T % BDF:
ABM i2 X5 cold target inhibition ¢ R[EEM: % AR+
57¥»iz BDFi ABM #iixz7 MLC kv 7=
7 % —%EIRLIE H-2¢ HifhB X UMK OB 2ET
H-2¢ [EMERIREZ B L BB IC R E SRR 2 1T o 7

ERELED H-2¢ itx+2 CTL oiEziRs

BALB/c (H-

5L LY, ABM DX cold target inhibition

TiXiR < veto FEHEIC X B LE LR,

(5) ABM OEE~v—b—
Veto {HH# RIHMEERIET S 20ICES, FCM
2 & BN R To7% (B7). ABM 1%, Fic Thyl.2*,
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# 5. HFTNVEF—FAY X n®

.. b
Cloned cells injected % Positive cells

(n) .24+ H-2k+
No cloned cells (9) 74.5+2.4 16.0+3.0
Anti-H-2% clone (10) 84.5+1.5 2.1£0.7¢
Anti-H-2¢ clone (5) 7.31£2.2¢ 76.0x2.2

& B6(H-2°) % 1,025cGy BH#% 3X10° HoH-2¢ %
721x H2x EPH CTL 7w — v 2@WEL, 4550
#%ic BALB/c (H-29) & Xt C3H (H-2v) Bht%
BALBHELE, 6%, REMLEZEROX XY X
A% FCM i THIEL 2,

b fE R 2

¢ p<0.05

50

E:T 40:1
Il anti- H-2¢ response

40+ anti- H- 2" response
»n
‘"
=
P 30
=
]
Q 20 /
[72]
£
10 /

No ABM DBA2 ABM BDF; ABM

K 5. ABM iz X3 CTL o##izhE
B6 pfmBa 2 BRxD2F: [ ja % o) S0 e &
LT MLR #4748 4% 1=DBA/2, BDF,
B6ABM 22z hFhFEMLEZ, EHICT2H
BEETy, H2¢ 53X H-2¢ B
P L LT SMCr BB E T CTL
T M REREL I,

B6 ABM

Mac-1~ & Thyl.2", Mac-1* » 28ic X W ks h T
Wiz (K7A), Thyl.2* #EfiX, NK1.1* Th Y (X

7B), CD3, CD4, CD8 &f:Th o7 (K7C), KIT,

veto JEVED & OMBBHCHEET 2089 2% Bt 5
7z%, ABM % #i Thy 1 $iff & #lifkic T L L7cf,
MLC il veto EEOFEE BRI L (K8),
ABM Vv Thyl* #lEERETHZLIZKY, veto
ML L, Thyl* HBEIC veto JEMEMEET S L
Exbhiz, ¥z, FRC, H-2 68 REmf b EkL,
ZOJEERMZ2IE L Thyl® Ml FET2LEZD
iz .

(6) ABM iz X 5 EHEAEZE DL

P EOHRICESEFF—LAL H2% F35 AB-
M vy =y b OIEHKISE I LBEER O £
BIRET DL D) DIC oV THREL 2, B6 &650~700c-

50
E:T 40:1
i [l anti- H- 2" response
40+ anti- H- 2" response

% Specific lysis

Media Cc’

Ab+C’

Treatment of effector cells

' 6. ABM® veto #EH
B6 Mg % BRxD2F: [0 % 5l B0 f &
LT MLR #{Fv 48 Biffi#¢ic BDF1ABM
FHRMUL, SORT2BFEEEZTY, =7
=7 ¥ —%EIRLEERE, @, #f H2¢ =
Jrzwu—Fahitk A coEL %, H29
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SUMMARY

Mechanisms of allogeneic marrow graft rejec-
tion by host cytotoxic T cells (CTL) and suppre-
ssion of graft rejection by veto cells were studied.

CTL clones were isolated from spleens of mice
rejecting bone marrow after sublethal irradiation.
All clones isolated were cytolytic with specificity
for MHC encoded gene products of the allogeneic
marrow donor. When cloned cells were. trans-
ferred in vivo into lethally irradiated recipients,
results utilizing splenic 12]UdR uptake indicated
that- the MHC-specific cytotoxic clones could
suppress marrow proliferation. In order to cha-
racterize the effector mechanism, two marrow
grafts differing at the MHC from each other were
mixed and inoculated into lethally irradiated
mice following transfer of the isolated CTL
clone,

Results directly demonstrated an ability of CTL
of host MHC type mediate graft rejection with
specificity for MHC gene products. Based on
these results, suppression of graft rejection by
veto cells was studied. The incubation of T-
cell-depleted marrow with interleukin 2 signi-
ficantly increased veto activity and this actigity
existed in the Thyl*, NK1.1%, Mac-1"population.
These cells, inoculated together with IL-2 in
vivo, enhanced engraftment of MHC-mismatched,
T-cell-depleted marrow.
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