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Effect of Jaggedl on the immunotolerance of skin transplantation
induced by dendritic cell-mediated lymphocytes
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[ Abstract] Aim:To explore the effect of Jaggedl on the skin allograft immunotolerance induced by
dendritic cell-mediated lymphocytes. Methods: The skin grafts from C57BL/6 mice were transplanted to
BALB/c mice. The recipients were divided into three groups: control group, Jaggedl plus DAPT group
and Jaggedl group. The lymphocytes of the donor mice were added to bone marrow cells of the donor
which had been pretreated with rmlL-4 and rmGM-CSF for 9 d. Meanwhile, Jaggedl and DAPT were
added to them on day 1 and day 2 respectively. Two days later the lymphocytes were collected and injec-
ted into the recipient mice via tail vein on day O, day 2 and day 4 after skin transplantation. Then the
survival time and pathological change of skin graft was observed, mixed lymphocyte reaction (MLR) and
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delayed type hypersensitivity (DTH) of the recipient were detected. Results; The average survival time

of skin graft in Jaggedl group was 83. 6 d, which was significantly prolonged compared with other groups

(P <0.01). The inflammatory cells of Jaggedl group in the skin graft were significantly reduced. The

recipient of the Jaggedl group appeared hyporesponsiveness to the donor( P <0. 01) ,but hyperresponsive-

ness to KM mice in MLR. They were showed distinguished hyporesponsiveness also in DTH(P <0.01).

Conclusion : Infusion of the Iymphocytes treated by Jaggedl combined with dendritic cells can induce re-

cipients to obtain immunotolerance of donor antigenic specificity.
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3, ZEAR P T 22 L K E SR R W AT R, H1E
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MR Y AR | Notech AN FTERIEKZ—, &
PRI E 404 ( antigen presenting cells, APC) , {0
DC.B MMMEmARRERELET, T DC R
FME™ , Jagged]l SIFIRAE ARG, $IE Notch {5
SE, BREHEFINARA T HE AR =
HEFKFIL-10 {9 1 BUETHE T 48 ( regulatory T
cell 1, Trl ) B4R K F TCF- K Th3 41k, 7E 1%
SHEMFPREERERRY. B, B X
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1 #RzE

1.1 XBZHY

it % CS7BL/6 R, Z# BALB/C /K,
F=FBEKR KM R, FFRNRSNHEE,8~10 F
&% AR (20 £2) g,SPF &, A ER K2 5E
B L,
1.2 EEXFAFNE

Jaggedl THEH M B R&D Systems A &), y-7H i E§
W #i3% DAPT 9 & Sigma 23 &],mIL-4 # rmGM-CSF
Y5 H Peprotech A %] ,6/0 ¥ FAREA KXt L%
AEFESTARARA TR, BHIBSRE™
FTLERTERARATAFRER ", EMIEF
REEHTEE Leica AFIF=8 , B4 MY (FACSCali-
bur) 1 B 3£ 4 Becton Dickinson 28],

lymphocyte ;

bone marrow cell; skin transplantation

1.3 TRSEARLE

% 18 X BALB/C /JpEBEEHLA N 3 A, H4H 6
H, A #:Jaggedl + DAPT Zb3H 45 ; B 4 : Jaggedl &b
B4; C 4384,

1.4 KEHKBHE

B CSTBL/6 NEEMEER A, 4 1 om®, EH%
B FRERS , BHLF BALB/C /MREHBEKE, X &
ERYHailho. FTEKBHE3 4GRS,
FHREAMEBEY NG 6 EE B LEHBE
REROERKER, R TFHEE, WHHE
HYFRHEF s R A SRR BN A A 2 R, KA
FRLENA A FAIE R 32
1.5 BREAKRMKESHBNHE

(1)BREAK KHtH CSTBL/6 BigEALTE, T
EXRGTRBREMEBEE, A PBS it BHAM
(BMCs) , ZEAWRITLA MR 4R ,200 H RGN
Gt WA 4B I, B0 (300 g,5 min) , BRLLAN
B, % 8 min, 2.0 (300 g,5 min) ; B IRAH 2 IR
J& 4 E BT RPMIN640 ST 25555, AR 4
FBHEHS5x10°/L,

)B4 ¥ BALB/C.CS7TBL/6 5% KM /)h
SRS RALPE, B 2 B S BB T R
RMEENGHRBEREE, ZEEE, URTTE, T
200 HAGE P 08 WAE AR, FIY PBS B
(300 g,5 min) ; Ye R 4ME 2 KRG, R ER T RP-
MI1640 SELHEFHP , R MM EE R 2 x10°/L,
1.6 BEDMIET

RERHEKBRMANR, 28 Lz = BH
M, 1 x10" B/ TLET 6 FLIEFmF, B0
FEIMA 2.5 pg/L mil-4 F 10 pg/L mGCM-
CSF, BF 37 C. kB H 5% CO, 54 THT .
%3 X 5 6 RUEHFRE L (300 g,5 min) , 3
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L&, HnatE R EREHEREL, 23 A RN
E# mll-4 F1 mGM-CSF, R BUZE AR,
Hi/N B CD11c-FITC $p & %2 /1, £ 5 X 48 fg AX
(FACS) FHili#54 CD11c 4HMH 4r K (78.21%
+6.91%) , R B THIMES DR BHERR
DC ZHb ISR, 559 KB kb C57BL/6 /MR E
M, S RRBONA-BREAK S, T4 B R H 5
SUHMA 500 pg/L Jagged 1 15 uM DAPT, 2 d J5H
R LB 0 (300 g,5 min), f] EasySep Kit
(StemCell) 42 3k R BE b 2 40 B, VEIR 4B HE 2 G
BRI, mA/REA, EEKEEYBHRE
RS 1 x 10" A/ 2L A 13Kk, 363 e
1.7 ®WFE

(BHEERALUREERE MBE/DBRER
JEE 15 X, &AL/ NE— R BEBHEKER,
VKGR, R VKO U0 ALK vk R A AR A BT A 5
pm BEHYI R R B EHRARR PR, BK,
H A ENF B T WA R RS

Q)BERAMEHMSI M (MLR)  FKERBHE
JG5 90 X, AL TE/NE— R, /MR EH
FEBWF T 96 FLAIKERE SRR L, L 100 pL(4HE
FEER 2 x10°/1) , Y80 R 40 ; 55 B C57BL/6 /)
BRI KM /)N R ik E5 400 i ) 28 A 1) 400 B 00 B 9 40
BB ERRIM A, MALBEE CEARE
YRR 25 pg/mL, DAt A2 3 R S 40 BT, LA o L1
P, BHBEI MRS BF37 CHAEBSE
5% CO, FFEfE 72 h, KILIEFRAT4 h BILIMA
20 pL FTESH 5% s (MTT) IRYJGEE T 4
h, FREFALE, FLE, SFLmERLS K
10% —FRHETHR 100 pL, TSRS, FF B8,
YR TR . FAREAR T 540 nm K & FLA
K BEE ; B BAR B 3 FALAY T {E, MLR B3R
ELARLE (A) Fn, BILAE R AL R E F(EHS RP-
MI1640 ZHFLEFEEEZ ZER SR AMNEE
Ei77

(3)RABBHER N (DTH) MlllE TFHHER
100 d, ZE/NR(EAn =4) ERWE T ESH 107
(100 pL) HEAEMEABRBEE,7 d G TEEHE
A 107 (50 wL) HRMMHEHE, HEHEEH
50 WL A KR R, 24 h FEUI R RRIUE
PR EE B EMEN DTH #6547,
1.8 %it¥#itE

K FA SPSS 2k {4(10. 0 i) HEATH 4047, B 15
BAEUBE £ iREE RN, P<0.05 AERFLIT

¥EXo
2 HR

2.1 BHEERBEERER

MIRABHEERET T ~15 d R THEEE
EER%E, FHFE(12.4 £1.9) d, T Jaggedl +
DAPT b A BHKLHAET dHAEAE, KFE
K, RKEHE2 AEAFBATE,S RAEGRRE
%, EHFIE(23.8 £1.3) d, Jaggedl + DAPT 438
HEMBAZEFEHARER(P<0.01), Jaggedl
B SR RN B, B K RELIEER,
HE -REARYE, RETAEPMERR, FHF
15(83.6 £13.3) d, Jaggedl Ab3RA 5Xf HRLF Jag-
gedl + DAPT A A BE LR (P <0.01) (F
1,B1),

&1 Jaggedl 3t/ B B BEF R HE R BT IE 0

HFEBHZM (Zts)
3y #FKX #F FiE i
f/d BE/d K/ BifEl/Ad
bt 5 7-10 8.2:1.3 10-15  12.4:1.9
Jagzedt 5 35-74 5501557 66-100 83.6213.3"%

Jageedl +DAPT 5 15-19 17.421.5V  22-25  23.8:1.3
1) 53+ B4 B4, P <0.01; 2) 5 Jagged] + DAPT 4 [t4%, P <0. 01

2.2 BHEERHALRKEZRRE

52 ERBEARE 15 d, 0¥ EHET,
BHEERFASRBEXERER(E2), X BAM
Jaggedl + DAPT b A AKX SIEH LN L KE
REMBE, 55X RAH Jagged! + DAPT LLFE A
A, Jaggedl MBHBHEE R ARAKRBEHA R
B
2.3 BEEAMBHEMEE(MLR)

BB S 90 X, 3T A C57BL/6 /MRIER
BAEAMENEERA, RAERHE CSTBL/6 /MR
RE=F KM hEHHKEHARANKEBHTE
BALB/C /MR Ak B 40AR , AT 1R & I B2 40 B R I o
£ C57BL/6 /5 BRIk 5 40 0 1 ) S 40 Bl /9 MLR o1,
Jaggedl + DAPT A A A S BAXHEESR
(P>0.05), 77 Jaggedl AbFRAMY A {H 5%F FE4H HLEE
FERBEER(P<0.01),Jaggedl £LHAE Jagged] +
DAPT (A A Z MM AEHBEZR(P<0.05), &
KM /)Rt B 4B VR R MO 39 MLR w, B3I 4
¥RIGRZ AR , S5X R L, KA
EHEER(P>0.05), LLLEEREY, 2 Jaggedl
AP R/ MLR FERHEHRE R (B 3) o
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A: Jaggedl + DAPT #; B: Jaggedl 4; C: X{H841
B BHE 15 d SEBHEK R RHERER

A: Jaggedl + DAPT 4i; B: Jaggedl #; C: X+HE4
H2 BHEIS dEABHEEROREYR (400x)

O Control
0.35[ - AJaggedl
Jagged+DAPT

0.101 1)2)

_

N\

7N\

BALB/¢c-KM

BALB/c-C57BL/6

1) S5 MA
,P<0.01
3 34k BALB/C /PR E AT 5 5
R i 158 = J7 fit iy MLR

2.4 WMRPBENEEKREARNRLEBHRE
(DTH)
BBK 4 100 d, Jagged] 41 BALB/c /bR Nt
f& CSTBL/6 /BRI B2 41 i 49 DTH &2 5 B 18 4K,
IR PR Jaggedl 41 B4 i K BE (0. 38 £0. 10) mm
BEMRT XA R £ B K BE (0.57 £0.14) mm,
ERAEEEHEL(P<0.01),

2) 5 Jaggedl + DAPT 4
W4, P <0.05

3 it

R R B ML IS 1 SR 5 HE e DN A 4L Y f 240 A HE
JFRRBL, T 40003 6 B H: Ik € B 4 B2 jK 10 #2061
fl. HREMTARMWAENEREVFEEZ2 S
U WG S 155 & TCR 1 5] MHC-HLJ&
ZRESE, B G REFSREN RS HE
HRHSFHEE. AE—ESHM, THRR
2RSSO A R, RO R B R R
BHITZARAD o DC e N BRI 18 3 & A
BE BVAANEREEN —HIURREMHH, Jag-
gedl ZENIFREMMMMME L XEET, B IR
FOREEEER 83 5405 M i Notchl £
B 8% Notch {5538 5%, 86T DC RAFFA FHLIK
HREmZET Y,

ALK R4 Jaggedl 1 DC 4b B 9 A B
A0 R R KR S R T R R R S R B
FELTR 5% , 3 7 F 4% 5 4 BH K7 ) DAPT BH K7 Jagged1 -
Notch 1% 5 i %, % B DAPT fE i —E R L i i
Jagged] TER 2R 40 M A b 02 40 L5 5 0% ik A2
PVER . Jaggedl SEABHE b TG 0 8%
KF Jaggedl + DAPT ZbB A Fixf B4, 725tk
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CS7BL/6 /N MLR 1, Jagged] ALTB M A (5
Xf FRZLF Jaggedl + DAPT 0 BAZ RIAFEREE
5, BE=FEXMAEk KM /MR MLR &, £
BANMBARMERELR, SEREY Jaggedl i
HABES THRFENREM 2, Jaggedl 2 Notch
ZARH— AR, y-5 W BT 77 DAPT & Notch {5
SEBRAE R, B, &R 12K Jaggedl-Notch {5
SERERERARN FHEAREST LR 2P
REEEMER.

EFEREAAE Jaggedl ) DC 5 Tr X R H
Y1, Hoyne 21 4 % 50 33 109/ B4 B V2 5 Jagged? *
DC 71 Jaggedl - DC, 22 B & 4 Jaggedl* DC f/h
B T 4T R —H R R B EREE T 374, B3
90% ) T 4H Y38 (RN Bl , T Jaggedl - DC 4
/R T 4R A [R]—H0 JR A SR 1 0 48 54 5 (R ek i
5t Jaggedl * DC S ELLE MM IL-2 I INF-y #17K
FBEREE, IR Jaggedl WS DC /+ S A&
3%, AHAINN DCiES CD4* T 41 LT R
Th2 RSB AEMZHTERES . DC &t Notch
55 EMIET T MM 4516, DC A Toll 43 {4iR
BINERE TSR IS ENRKL,IL12
EA SR HE Thl 5364 H 7, 7E Jaggedl 1
25T CD4" T A4k Th, [Frd 4 i IL-
4, WAL B AT ZHLH : Jaggedl & Notchl
ZRKER, DC M E Y Jaggedl F Notchl 5
CD4* T 4AARF i A8 i B Notch 32 {4 Fife R+ B4
F, %S CD4" TARSLTER Tr % Th2, AT+ &
TS, B, Jaggedl XF DC F1 Th 45 #9852 ma
AT B S e T 52 I PR L PR R L3 B T #E Ao

HAT, B4 Jaggedl 7€ DC EI1EF{XUR F 1A 5h
LI, E T B Jaggedl PSP F AR, Fik Jag-
gedl () APC 5 T 4L R, KR Jaggedl
BATHRNSR ARG REETE, KL%
SR AT HE Jagged] , A FI T3 B M35 5 A0 EHITH

HARm#uRER, BELRABEMEIN Jag-

gedl KA DC /- B 4002 Be IR E B A9 G i Tt
R BETERTHBHENZ P HHEBHUARE

H R MFIF E M TR, M Fils R B
WZEFEFRE—ENSEME, W AHHEFHAEH
FFRBIBE R THHBE,
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