CN 118161602 A

(19) EIRFNE =G
*‘D (12) & AR EFIBi%

(10) BiIF %S CN 118161602 A
(43) EBIE AT H 2024. 06. 11

(21) RIS 202410206779.6 TS o a4

(22) BRiEH 2018.04.10 (74) FFURIRHAD AT R TR

(30) £ AN B o] 11227
PCT/EP2017/058651 2017.04.11 EP TRRERD slAms  whbeil

(62) 5 RIRERIEH IR (51 Int.CI.

A61K 39,00 (2006.01)
A61K 48/00 (2006.01)

201880024391.7 2018.04.10

(T ERIBA B AT AB1P 37/06 (2006.01)
deht fE A61P 25,00 (2006.01)
FRIRA 2%« il L%j‘ R RT C12N 15/10 (2006.01)
AL ] C12N 15/117 (2010.01)
(72) BRRA 12K - C12N 15/11(2006.01)
lﬂﬁﬁﬁ?ﬁ LR
PR Y N
JCHE « ik
SEYR o i vty BRI E R340 427
FAl% (RTAD  HHERIT
(54) ZRR&ATR
HT8IT H S R RERIRNA
(67 HE ¢

g B mamss  gn

AR M TR H 5 B FIRNA, £ 5
B B ARG IERNA IZRNATE A T T )T & H ml J Dl Ll ]-
THESEN B OPEZBIFE A Tere T L T

TR IR 7

1
i

48 h

.
= R

ol -

=

vl 72h

i
i

]

il §




CN 118161602 A W F ZE Kk B 1/4 i

LAEN G ARIT B SR Bemia s ik, ARG prad s SO gy 85 | SPuis A
Bk H TR B B sl B2 BRI IR 22 KA E T 5 S 2ERNA

2 BMREDR AR R 5 %, Fo Ak 3 S g 2 TANRA- S0 B S50 -

3 AL RS S E H B RN VE TN 2 W 52 19 5 7, FELHE 1h) o e 4 i £
A PRI R B E TR B S sk R B AR IIR S IR AR T I PERNA

4 KRR35 ik, A TR S8 B S5 -

5 RBURIEDR L 24 FAT— T ATk 1 5 72, o ATk B 5 e 2 CNSIH H B s o

6 . ABUFIEDK L2 AR5 AT ATk 1) )5 1, Hoh ATk B S e e 2 L VL .

7 RURESR L 2 6 AT — TR 1) )7 7, FEr Bk G 5 B R RNAE Jite TN A S B0 58
AHNLTE AL TANI TS A AT/ B TEN - ol f) 73305 o

8 MURI R 2 THE— TR (1 7 7, Foip prak R e s U ERNA T A T N8 1Azt
R )T LBk d sRNATT BCOR AR B I 1 o

9 AR EDRBPTAR 5 14, FH A ATl B A% BRI HIRNAS 5 (1 [ AT T SRS A

10 AUH FR 8k Ok 11 75 1 , Horp iR 2 A H TR (0 & F 0 & 8 Az IR L A%
HX— A AN R .

L1 AR ERVOFTR R 5 1, Horp AT B A A BRI S 22 18 1 PR IEIE

12 AR ER 10k L1 AT iR (1 5 1 , Hrh il B 5 B I AZ IR Az i F « 3- PRI IR
(m3U) 5- AL IR (mobU) 5- A PR 6 - B2 RH  2- TR -5 - B AR 2- TR
(s20) \4-TrtARIRAF (s4U) A- T ARABR 2 - B R T 5 - L IR (hobU) 5 - S M I AL
PRAF VB - IR (140, 5 - AR T a5 - IRAIR ) RS- F LR (cmobU) JRFF5-FE TR
FHE (memobU) 5-F2 FHELJRFF (embU)  1- 32 AR 5 - AL HH L IR (chmbU) (5-FR 4L
LR FHR (mehmbU) 5 - FHAE L FHAL JRA (membU) 5 - HH AR Fc B FRAL - 2- g AR
H (membs2U) 5~ 58 3L -2- AR H (nm5s2U) 5 - FFL S AL R (mnm5U)  1- ZFBRIRH
5- HBE S AL - 2- Tt R (mnmbs2U) 5- HHBE S FHAL - 2- i IR (mnmbse2U) 5 - 5 FH g HH 25
JRAF (nembU) 5-F2 FHELSA FIEL R (emnmbU) 5-F2 AL A 3L -2 - AR R (emnmb5s2U) 5+
PURFE PR 1 - NS R A 5 - AR AL R (tmbU) « 1- 2R FH ISR 5 - - iR
FHEL-2- T R (tmbs2U) 1 -2 FH 3 - 4 - At AU B R 5 - HH R - 2- B AR (mBs2U) 1 -
HEE - 4- T AR (nlsdy) 4- A - 1- IR R 3- FH AR PR (m3y) ~2- T AR - 1- R
IR 1- FR3E - 1- W UB R 2- AR - L - R - - I RUISUR s &R D) A BR T
5,6- R 5- I AURF bD) 2- B AR 2- R B R 2 A AR
. 2- AL - 4- TR T 4 - HH AR B R A 4 - PR AU - 2- I AU B R DN - FHERMIR R 3 -
(3-2aFE-3-FRELPNID) JRE (acp3U) 1-FIEL-3- (3-503E-3-FRELN D) RIRH (acp3y) 5-
Gl 2 L) JRH (inmbU) 5- CRotdd 2 & L) - 2- I UK (inmbs2U) va-fitfRIR
.27 -0- R JRE (Um) 5,27 -0- LR (m5Um) 27 -0- FHEE PR (ym) ~2-fiifX-27 -0-
FHILREF (s2Um) \5- ARSI FHEE -2 - 0- FHIE PR T (membUm) 5- A FARE 3L -2 -0- FH3E
PRAF (nembUm) 5- G HHELE AL -27 - 0- AL IR (emnmbUm) 3,27 -0- — HIEJRH (m3Um) \5-
CR R RS T 3E) -2 -0- LR EF (inmbUm)  1- AR AR 2 -F- Bl R .2 -
F-JRHF27 -OH- Dbl /R 5- - IRRRE O I 20 JREA5- [3- (1-E- UM 2L IR

L3 AA EER10 2 12/ — T ATk 1 75 7, Bk (8 8 B iz L Az HHE R

2



CN 118161602 A W F ZE Kk B 5/4 T

T Gp) N1-FEHBIR T (n'y) 505 - R AT @°0)

14 AR ER 10 E L3R — T ATk (195 i, H A Frid B & B Az A% e 1 -
FARIRF .

15 AFEDR L E 14— TR 1 7 7, b B R i PERNASE mRNA .

16 AR ER 1 E 15— TR 1 57, Forp B R e I PERNASE (RSN S5 FJRNA

17 AFEDRIE 16— TR 57, Forb A B S 5 B SR g,

18 A ELR I E 1 THE— TR R 77, b Bk H S sUe TAnia i .

19 AFER L E 18— TR 1 7 7, b BTk H S U2 ONSSRIR T .

20 AUHEER LR 19—k 5 2, o Ark 3 S huhUe sE R .

21 AUHNER 1 2 20 A — TR 195 4, Foib ik B S HuUE BE R /D S i I 4n b
K1 (MOG) »

22 AUHNER 1 Z 21 AR — TR 1 5 i, Forp Fr 6025 B B sl H e Bk ik F
Sl B B 2 AR IIK Bk 2 IR B 2 g i /D S I s A bk 1 (MOG) 114 25 35 2 553 2 ik
.

23 AR R L 22 AT — T AT R (1) 5 1, R AT iR R T2 U PERNAE BT i S R 4 i
PRGN 21K o

24 AR EER LR 23H ATk 1 5 1, FE A AT A E o2l P RNAR 158 15 25 541 i o

25 AR EER 24 PR 1R 75 1, FE A AT A S 4RI 2 AR R A 4T o

26 . AUHEER LR 25 T ATk 11 5 12, FE A Ara A E G2l RNARC AR 1B s 28 H

27 AR EER 26 ATk 11 )5 1, FL A B a8 108 2851 0 2 ik

28 AU ER 26 5 2THT R 1) 7 1 , For iR ik 2855 6 25 IB ot o

29 AR EER 28R Y 5 i, Hoh A IE B & PR ES TR o

30 . AUHN k28 5k 29 IR 1 /5 1 , H A IR IR B 5 Pr iR AR o 2 I VERNATE il 2 S/
ol E BT TR E B ERNA

31 AR EER LA 30F AT ATk 11 )5 1, F A Ar i A E G Re J P RNABC R E TR oA

2.9 G, RS E S B DU R Bk E g B S ok Ber Ak
KR Z KA E T2 B P2ERNA

33 AUHNER 32T [ 25 51, b B 2 B P RNATE Ji IR A S Bob o 4m i
HOTEAE TR TS A/ B TFN - o) 73 ik

34 AUHNER 328k 33 AT IR N 25 20 &4 , Fo b AT A E e i PERNATE i - N 2B 1A%
R I 2Bk d sRNATT BCOR AR AU I 1 o

35 AUHN ER 34T I 29 51, Hp FriR S AE MAZ R I HIRNAS Y S 1 [ AT e 2
(U P

36 . AUHN Kk 34 35 Tk N 29l &4 , Hop Tk B % R (0 8 T B & 2B 1%
IR IAZ A — e E 2 IR 3.

3T AR EER 36 AR I 25 A 5, Horh iR B A% IR /2 28 T PRIEE o

38 ALK ER 36 sk 3THTIR N 25 40 & , b im0 B 2B I A A% e F - 3-
FEPRA (m3U) 5- SR (mobU) 5- R IR 6 - B R T 2- AR - 5- AR 2- AR
PRAF (s20) \4-Ti PR (s4U) <4 - T RARPRE  2- B AR R 5 - R EL IR (hobU) \5- 2 5k
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PIELFR R S5-I AR (i, 5- AR PR ek 5 - IR D RS- B AR (cmobU) WJRH5- 2
LR W (memo5U) 5-F2 LR (embU)  1-F8 FHIMBR 5 - AL L PR (chmbU) 5-
FR R L PR IS (mchmbU) |5 - FH AL B3 HH AL PR (membU) 5 - FHAA L B A HH L - 2- i
FPREF (membs2U) 5- 54 L -2- i AC PR B (nmbs2U) 5- FHEL G L PR (mnmbU) L 1- 2 F 4R
PR 5 - RS 3L - 2- AR (mnmb5s2U) L 5- LS L -2- iR 1 (mnmbse2U) L5- %
P FHEL R (nem5U) W5- 8 RS B R 1 (emnmbU) 5 -2 RS0 3L - 2 - AR AR R
(cmnm5s2U) 5- ARELPRAF 1 - PIPREER R 5 - AR HH BE PR (tmbU) 1 - A+ HH AR
PRI 5 -2kl PR 3L - 2- AR R T (tmbs2U) 1 -2l FH 3L - 4- i AUBUR T . 5- FR 3L - 2- X,
JRAF (m5s2U) 1- FHEE-4- T RABR T (mlsdy) 4- A fR- 1- FHEMBR 3 - FHEMEBRF (m3y)
2-fm AR - 1- FHBUR 1 - PR3- 1 - R UIUR T 2- AR - 1 - FH 2 - 1 - U R - SR
(D) \ A MBRIRTFF 5, 6- R 5~ FHEE SR (mdD) 2- AR UK 2- i R SRR
T 2- SRR 2- A - 4- AR 4 - FR A SRR 4 - P S AL - 2- i B PR W N L -
PRI BRFE 3 (3- 52 -3- BRI N D) JRHTF (acp3U) W1-HZE-3- (3- 3L -3- LN D) R
H (acp3y) 5- (R B2 L) IR (inmbU) J5- (G kM B2 1 38) -2- iR 1
(inm5s2U) ~a- FRASRTF 27 -0- FIEELJRTF (Um) 5,27 -0- —HELJREF (m5Um) <27 -0- LSRR
H () \2-fi -2 -0- AL JRFF (s2Um) \5- AR R AL 3L - 27 -0 - FHAL JRFF (membUm) L 5- %4
FEE FR 3L -2 -0- 3L PR FF (nembUm) 5- 38 LS 3L -2 -0- L JR 1 (cmnm5Um) 3,27 -0-
T RAF (m3Um) V5- (ki AR 2 D) -27 -0- 2R R (nmbUm) 1 - AR PR i U
27 -F-PBRIRFF 27 -F-JRFF 27 -OH-BaPi bR 5- (2- FHRREE O M 2E) IR M5 - [3- (1-E-
P2 30) R

39 BRI K 36 2 38 AR — T HT il [ 25 1 59 , b ok (0 25 B U AZ L A%
SRR () N1- FEEER AR (n'y) 25- PR (°U) .

40 AU K36 2 39 E— T AT R 1 29 4 51, K Frid 8 8 B i Az i R A%
Jel- AR EIR T

A1 AR R 32 = A0 H AR — I TR I 29 51, Hh B e R S ERNASEmRNA

42 AR ER 32 AR — AT iR 1 25 5, Forh B 3 S B I PERNASE PR INFE 55
fJRNA.

43 AR ER 32 42— TR I 29 4 &1, o Frd 5 St S B S g
Ko

44 KRR 32 43— TR 29 59, Hoh Bk B S HusUe T4«

45 AR SR 32 44T — TR 29 59, Hoh Ik B S UE ONSSRIEY

46 AR R 32 = A5 AR — IR 29 59, Hoh ik B S Hulbe SR b .

AT AR ER 32 A6 E— T AT R 1 25 4 &9, Hoh ik B Srhus 2 #0281
YHffubEER E (MOG) -

48 AR EK 32 ATHE— TR I WA &9, o Frd (8 A Sl sk Bk
FHTR B S el B AR IRk 2 B S i D S e B A iopi 5 1 (MOG) [ 5535 4255
PSR -

49 AR R 32 A8 — T AT iR 1 25 Al & , Ho i ik G e I PHERNATE 15 Tt HH F
WA S PIIIAT G g IBEn ik .
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50 AU FER 32 A9 HT— T T iR ) 25 2L 54, Hor P A G B i VERN AR 188 08 248
T FH PR 25020 S5 PO G 54 o

51 A EORE0FT R 1 2L 51, He b TR SR A S A A AR SR D o

52 WA ER 32251 FT— T T ik i) 25 2L 54, Hor P A G B i VERNATC Al £ 288 05
i

53 A EORE2FT R 1 2L S, Herh I sk 28] 0 5 itk «

54 A EOR528 53R K 2L 54, H R T sk o7 (0 5 i o«

55 A EOR54FT R 1 2L 5, Horh i R o 60 2 B s I8 5T

56 . A ZR 54E 5Tk I M AL 0 , AR T IE 5 S TR AR S B U PERNAE i B2
YR/ Bl BB TR AR A I ERNA.

57 AU ER 322 56 T T T ik i) 25 2L 54, Hor Pk A S B I VERNARC Al £E iR 5t
(LSRR

58 A R 3257 Tk i 252 54, H T RN ZOR 1R 3 T —Tifird
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RTiaTr B B R ZRAIRNA

(00011 KHITFE HIF 5 201880024391 . 7T L W Ry “HIHI0Y T H B S BIRURNA” iy
R L R HR 0 93 S H0E , SR 15 0220184704 10 H 32 22 Y PCTIE| bR HI1EPCT/EP2018/
0591882019410 } 10 H 1 N FHEEIE S B B F RS

[0002]  ALHIHIAR T AEGBe I ERNAIZRNATE B T HITT & T 05 S5 00 | bt > fiif
SR TRIT B SR BIRAIGT 7 I

B G
[0003]  AAHIES KT TETT 5 G B RNA,

BEEEA

[0004]  fuiis ARGt A AT A HE S A= 31 BRI i 2 28 (T AT O R RIS 7 2 f 3%)
) e A 3 DRI 28« S5 A TR ) S50 I A D ) i I 0 R AN 2 AR it b
HIE A s ARG, ik gk e e 5 T-BANAE (BISRES 41 i) FIT40ML (TR EE 40fE) bR R =
VEPU 2 AR v [ 28 B BRI 1 43 AP e AR 5 R AR e i 35, I T4l 5 8 id
BB AN B N 2 , HAE AFISI R4 NS S e vh &4 O E

[0005]  pl AT A A o H B s e S2 44 (TCR) AR B 0 A N 25, BTk 5244 5 /11
FEALZMANMEE 5K (major histocompatibility complex,MHC) 73455 I S b Ar
YT 1 O R IR GRS AHELAE - 3140, 40 & ME T4 SMHC- T8 (A 46 5 2
P HE S 25 S B T4 I BIMHC- T8 A S 3 AP « TCRIG AU AU IR Bl A SR 2 (5 5
L SEENRE), SRR v Y 18, UL T ISR SR 1, e BN 4ni,
V5 S Am R 4RI IR - WA RIS S R T TORIE 2 M5 SAL SH I — 34545 , A2 TCRa
BERBHER S —RAIKE 5 1, iX e L2 ARCDA Bk CD8ANCD3 M5 5 s Sk . B SRCDIFEAE AN
HRGIE LSS BTCR o/ P TR S Hu I Al .

[0006]  BRTAMMEAL e W B HRRAE RSB E ] 2 A0, 984 (DC) [RIFEEE 32 . DCE LRt
JER S A, HAEAERFE A B S D I AT 52 A 5 SR S 16 A A i 1 o 8
AN ER .

[0007] e R Geth Al P A AN B RO/ 510, 1 S e R R AEAE T 510 A S
(A S0 IO S2 3625, B0 B Erp s 5 SO M iR ER 4 i o A DA MR RS B R 9
P .

[0008]  HHIN T H Sy e AE AT Y 5 A FRAERE IR W N ANZE AN 0 R R b B
RS S ETR Tt E BN F B e R M ERAE RO TEVRTY  (H IR 5 & Y H e i 2 e I
MR, 1 HaxX 2e a7 B S A B -

[0009]  [HIILFS2E I S e A 8URTT -

[0010] AL HIWZFR AT B B B iad T 1 25711 12 H AR B Ak B i AR 2
KA ARSI .

[0011] A% B s T35 S8 B St 2 sz (AL &9 T A & AR SR AL I, e
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FERLE e H B B FFIER H S DR VAAE R IERNARIE 2t HY , BTt F 22 J PERNA S
Y605 H D gl H L Bodia B Bl o Be R IIRER 22 Ik 42— Mk ey 4
A I RN AHE 2 5 N\ 2SI RIRNAS -3 ARO[ SR8 52 A LR ZERNME A% R T L RO
HERNA (dsRNA) {1 AR S BEVER ARTEAL IR, FHAEGAE A PERNARE/NRZEA T S
FhseAFHWT T H S BRI AR AAE o 7 e ] B B shak oz AT A R A o

[0012]  ARBAF—AJT IS MAEX S AETT H B BRI 5, B A 5 0 4 6
W B S B B ST e Bee R IIRER 22 IR AR S R PERNA

[0013]  fE—ASfte )y 5, H B B e TARIB 31 B B B0 -

[0014] AR HIR— AT IS RAEX RS0 A 5 SONAETARM 2 i S 57,

FEADN S gmtd 5 B ShuliscH A Bk B S huliel B B ke 2 Ik dE %
P PERNA .

[0015] - —ANSJE T R, NGB H i « £ — S50t 56, [ B 5 a2 T4
M1 A B B « A —A~ 305 56, T4 S B S sk i 286 3 S
gk H B N .

[0016]  FEACKIH T VA —AN 3007 260, B B a5 iod /e ONSI) H S T80 o £ A A B 5 7
— S 7 56, H S it 2 A MR .

[0017]  FE A AT IR — A0 ) S v, ARG B HERNALE Tt T I A~ S B0 S 4 i 17
TR TE AN/ B TEN - o) 23 o

[0018]  FE A AT IR — A3ty S v, AR B U ERNAE o N B 1A% )T LBk
dsRNATT B AE B ITER o E— S0 7 S, B IR H TR A HIRNAS T S [ A e fie =2
TG  AE— AT S, B TR B T B 2 BRI 1IN — A e L
A IRE S o AE— ST T, ZABURAZ IR & B U IRIEIE o (1 — 50005 56, 8
S B MIRFE A 1k H - 3- AR (m3U) 5- AL JRH (modU) <5- &AL IR F 6- R 42
PRF2- AR -5 - BA R 2 - AR (s20) A~ AR (s4U) J4-fARABPR T 2- AR A
PRAF5- B RE (hobU) 5- S MM N FL R 5 - AR (P, 5- AR 85 - AR
) JREB- AR (cmobU) PRS- LR S (memobU) 5- R AL /R (embU) 1- ¥4 FH3E
IRFREF 5 - I LR (chmbU) \5- I LR HIE (mchmbU) 5 - FHAR P SE R AL
PR (membU) 5 - FHAH P L FRIE - 2- i AR B (mem5s2U) 5-24 AL - 2- i R (nmbs2U)
5- FHELEA LR (mnmbU) 1- CFR R V5 - LS AL - 2- AR (mnmbs2U) 5~ 3L
S B - 2- il R (mnmbse2U) 5- 2 HHPE FH AL IR (nembU) 5 -8 L 2 FRIE PR (cmnmbU)
5- FR LS AL - 2- IR H (emnmbs2U) 5- PUARIE PR 1 - PO IR H 5 - AR FH 2
PRAF (xmbU) 1 - A+ FH R R 5 - A FH A - 2- i RURFF (xmbs2U) 1 - 3L -4 -
BRAER R 5 - FH 3L - 2- i AUR T (mBs2U) 1 - AL -4- AR R (m1s4y) <4 -ffX - 1- FH3E
EPRFE 3 - HEMER T (m3y) 2- AR - 1 - M R 1 - FH 3 - - AR T 2- A - 1 -
B 1-TRRURR SR (D) A BR 5, 6- SR V5~ FHEE SR (mbD) 21
REAIRE - 2- AR SRR 2- AR IR 2- AR A -4 - R B 4 - S 3 BUR
4- AL - 2- W AR PR N1 - SRR 3 (B- 2 2E -3- R AL N AL JRFF (acp3U) +1-FH3E-
3- (3-%d3E-3-FREEN L) [BIREF (acp3y) «5- Gl 2R 2 28 FREF (inmbU) 5- CReyloldi st
SUHEL) -2- B AR (inm5s20) a- UK 27 -0- LR (Unm) 5,27 -0- ZHIELJR T
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(m5Um) 27 -0- HH AR T (ym) 2- AR -27 - 0- AL JRFF (s2Um) 5- FHARU A BRI HH AL -27 - 0-
FHEL /R (membUm) 5- 24 AL -27 -0- L JRE (nembUm) 5- 2 FHELZ{ 3L -27 -0- FH AL
PR (cmnm5Um) 3,27 -0- LR (m3Um) 5- (R R FL s I 3L) -27 -0- FIIL R
(inm5Um) « 1-FRARORFF BRI 27 -F- B R 27 -F- PR 27 -OH- B JR 5 - (2- FH i
FLOAREL) PRAFA5- (3~ (1-E- NG EEEED) IR AE— A S0 7 b, (U3 B AR 1
R SRBIR T (p) N1T-FRELERTY (n'y) m5- LR °U) o fE— DSty b, 5218
U AL L - B BR
[0019]  FEACLHH T I —A S50 7 26, ARG I PERNA S mRNA « 71 A& BH 5 1R R — 52
Jitg 75 2 b, A o e PERNASE A Y NEL SEFRRNA
[0020]  YEA K BTG I — AN S0hE 5 S, F S HUR S B B R RORAESE LA R BT 71
— AT, B SRR TR U AR A BT IR — A ST S, H S PUEUZONS
I  AEA KBTI — A 007 &, B St sUE BEfE DU (myelin antigen) «fEAA
HGEN— AL ER , HGA e DR ERED (Myelin
Oligodendrocyte Glycoprotein,MOG) o fEA AT 10— 3007 26, (5 H Sl ok
HOR B H S sl e AR el 2 B 2l /D S i T4 b & 11 (MOG) (12835
550 2 IR o
[0021]  FEA LI iR — AN 3007 26, AR B U PERNALE X G 4 it B ik
[0022]  FEACKIH T I —A S50 7 26, ARG I PERNARY 128105 AN S8 41 o £F — > S5t
T PSRRI A A 4T
[0023]  FEACLHH T A —A S50 7 6, ARG I PERNARC ) /1 08 27 o 48— S5
& 1Bk AT SR A — A S 7 S, Sk BT B S IR BT AL — AT K, )l
B FHES - IR 5T o A — AN 350 5 S8 vh, IR B S AR R I PERNATE il 2 S AN/ sk e 9 7
FEIHVERNA AEA KL B 5 00— 3005 Sy, AR B U ERNATE Il R BT b
[0024] AL A —AJ5 T M 23 &, B &gt e A sk Bk B &
PUR B R B PRI Bk 22 I A E S e i PERNA
[0025]  /F— /NS )y 2, S I RNALE Jite T N AN S50 S 4R i im Ak TR k7
1 F/ B8R TEN-af 55 b
[0026]  fF—ANSjE g e, ARG A R PERNATE 1 H N B A% RS 25 B4 d sRNATT iy A
TPEIAVEI o £E— NI T 2, AB TRAZH R I HIRNAS T S 1) [ S e S RIS A o 2 — A
ST R, B MIAZH TR 8 A & B MAZIREE A2 W — A BOE AR R
TE—ASE 1 S, BB AZIRE & B 1 RN o A — A0 S8, B By B RAE
(AZ G« 3- AR 3U) 5- AL /R (modU) 5- R IR 6- B R T 2- R -5-
FLPRE 2- IR T (s20) A- AR T (s4U) A- B BR T 2- AR T 5 - LR 1
(ho5U) 5-ZAFEIE N SR <5 - XARIR TR (14, 5- R PR el5 - IR ARIRTD) RSB - AR
(cmo5U) JFREF5 - LR R (memobU) 5-F&8 LR (embU) 1- 98 FHAMESR 5 - FREE A HH
FEPREF (chmbU) 5 - R EL R LR EF IS (mchmbU) 5- AR B FR LR T (mem5U) 5- 4R,
SR - 2- I AR (membs2U) 524 AL -2- A ARR T (nmbs2U) 5- FHBE S AL JR
(mnm5U) 1- CIEAEPRTF V5 - LA FHEE - 2- Bt ARR T (mnmbs2U) 5 - FHIE AL FHEL - 2 - fifl R
(mnm5se2U) 5- % FHIE 3L JRFF (nembU) 5- R LS L /R (cmnmbU) 5 - #8 FHAL S FHAL -
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2- AR (cmnm5s2U) 5- AL FRE 1 - N EPR R 5 - 2Rl FH L PR (tmbU) L 1-2F
TR R 5 - AR IR FHE - 2- i AR R (tmbs2U) 1 - AR FH 3 - 4- e B R 5 - H
Fe-2- AR (m5s2U) 1 - L -4- T AR B R H (mlsdwy) «4- R -1- IR R L 3- I
PRATF (m3y) 2-TiH - 1- AR 1- FH 3 - 1- U B 2- - 1- FH R - 1 - I ARUBUR T
TEURT 0) VAR5, 6- SR 5 B SR D) \2- i R SR 2- AR
TABIR 2 - AR R 2 - AR - 4 - OR 4 - AR BR T 4 - AU - 2 - AU e
PRAEF N1-FHEAE PR3- (B- %38 -3- R AL N D) R (acp3U) L 1-FEE-3- (3-%43E-3- R AN
) BRFF (acp3y) 5- (A2 L) JRFF (inmbU) 5- (ol 22 L) - 2- fe AR
(inm5s2U) va- FRASRTF 27 -0- FIELJRTF (Um) 5,27 -0- —FHELREF (m5Um) <27 -0- LR IR
H (ym) \2-fi -2 -0- AL JRFF (s2Um) \5- AR R AL AL - 27 -0 - FHAL JRFF (membUm) L 5- %4
PR PR3- 27 -0- 3L PR FF (nembUm) 5- 38 FHEE S 3L -2 -0- UL JR 1 (cmnmb5Um) 3,27 -0-
TR RAF (m3Um) V5- (ki AR 2 D) -27 -0- FH2E JRFF (nmbUm) 1 - AR IR i 52U
27 -F-PBRIRFF 27 -F-JRHF 27 -OH- Bl bR 5- (2- FHEREE O AL) IR MI5- [3- (1-E-
PR LR IL) JR1F AE— i 7 2, B S B R R A R T (p) WN1-F3E R
JRAF ('y) 55 - B R (n°U) o AE—DSHEST S, B2 B AR A 1 - TR (SR
o

[0027]  FEAC L HHZW A G — > 350 ) 56, AR TRl ERNASE mRNA o 75 A A HH 254
G — 0T S, AR I PERNAE RSN SR IURNA

[0028]  {E A A B 25 S — A0t ) 56, B Sl B S B AHoC AR AL I
A SN —AN 9005 b, B SPEUE TN U  AEAE I 25 4l S — S E 7
zh, A SR ECONS IR o AEA L I 25 AL S — A 5075 Z6b, A SPulUe BE bt
I LA BHZS A S — A S50t 7 S0, E DY 2 BE /D oS e o okt as B (MOG) .
TEA R 29 A —A 550 7 b, B0 B B sl ] Bl | Pl R B 42
PRI IR 2 IR A B E /D S or 4 b 28 11 (MOG) 1) 28 35 %8 55 2 5K

[0029]  fEAC AW 2520 S — A S5t )5 S b, ARG e I P RNALE #7525 W & i)
PO AN Ol sl N v

[0030] 7 A A W 2o 2 S — A S it )y S vp, ARG Il RN AR 128 05 2 it T 25
EPIIR GBS o A S0 5 567, o4 i AR BB S 4 .

[0031]  FEAC L HH 2 S — A 550 )5 SEr, AR TRl RNATC il 7 358 108 28551 o A —
AN S 1Bk BT A B RO o AE — N S0 T S, BB R GRS IR BT o A — AN ST T
TR SRR E IR A — A S50t 0y 2R, IR BT S AR T I PERNATE i 2 S AN/ sl
FAE R PERNA  AE AL B 25 A S — A S50 5 S vh A B i PR RNAC )7 I Joa 4
.

[0032] A& BHI—A I T M AR AR 2ol &, FE A A 5

[0033]  ARMEDA N A HHIFRAFTBIACR ZR S, A% B HA R E A JE SR 2B

REAAE
[0034]  JRVE NI HEARIR T AR  AHR SRR , AR WA T A Tk O E 5 7
3 GERIGH, IR DX EE T AR o i B B A SRSl R DU T R R e 5l 510
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I, A B A BRI L BTS2 & W78 RS o iy B ASCR) R AR 1 o BRI D SR
JE , 73 WSO B AT A BRI R AR R B AU il B G1a  BRA R AR ] 2
Mo

[0035] 71 FCH, BEAR AR B B 2R o X B B 2 Bl ARSI 5 S A H SR, B Y AR,
HRTPAPMEAT 7 S DM S B R A LA 2R D3N S8 5 5« £ MR [ SE IR e 5 it
T35 AL R A ISP WA AR ) S0 7 58 o A B 15 B Y B by SRl a
FERR A AR 1 56 T 58 SATATEC R W T A TN/ sl AR e B 2R A 5 (1 e )5 58 - e b BRAE I
IICHAE TR, 15 WA R R T A ) ER A R HESI N S R A i A
WA 2T

[0036] b, A IO ARIE YD “A multilingual glossary of biotechnological
terms: (IUPAC Recommendations)” ,H.G.W.Leuenberger,B.Nagel, #H. Kolbl, Eds.,
(1995)Helvetica Chimica Acta,CH-4010 Basel,Switzerland iR T8 X

[0037]  ERAESIA UL, 75 WA & B SL s R At o A= W= o e A e 2
DNAFAR R H AT 7 , B AU STk b4 T 170l (L, ffl Mol ecular Cloning:A
Laboratory Manual, 282k, J.Sambrook 4%, Cold Spring Harbor Laboratory Press,
Cold Spring Harbor 1989) .

[00381 7 AU W A5 AT RIASR B2 K Ao , BRI b R SCOINER, 75 i “tu s/ sy
K AT 2O il PR AR A AR O AR TR Bl 03 RO P TR el B 03 Bk D IR O 4 (2
ANHEERATAT A A 51 BRI P IRl B 01 B R P BRI A, R A A — 2R Sty & Fh T HE
ERIX AR R D1 B Al P SR k3 A 1 B Sl P BRI A, B 2 AU T B S TR Bl 1 L
RO B B BB RN A R AEA SO S AME R S N SCWE o, 7 A
AR E R 3o O E R AR R AR LN ) il A ot i B i i #4 1 R
WM se— A/ P B 2/ B o AR A VB FE 1 2 BB TR MR N2
IR MBI T8 5 7 7 BRAEASOR I AME L, 75 WA B R E Y 8 0 A AU
P, anlF B AR R AR

[0039]  FRAEASCH AU NS b N SR i, 75 WA R AR I A 5 4 mT
PAPMEAT S IO 5 24 T o ASCFR SR AT AT S sl PR E & (B, “Blan™) 1y
i PN 5 AE BE G A A B, 1A DU SUESR OR3P Ak WS FEl A Bl PR i o
YL T8 & AN BB FE s S A & I T AT AT AR EOR R 2R

[0040]  FE AU A =S 5 I T ZUR S A ANE 2 AE FIGAE NS TG
T S (BB A L A LA g R R il B 15 FR R 55 S s 5| ]
BEARTFN A IRAT N2 A SRR AR i ISR R A St e B T X 8 20 0T Y
2o

[0041] AL W2 el ok U5 e R 5 B S B AR B S HU I 52 R I65T 55
TR S e o 1l Jie FHAE S0 I ERNA S 500 L St (T 52 o JE S Be I HERNA B 2
St 0o B S ElcR Ay Bk F S ateko s B TARIIRE 2 IR 410, 1 7 %
SN ATk H S e B 5

[0042]  £F A5 )7 S, SR ATk A E e I PERNA T B2 200 42 20000 MZH TR
50025000/ MZ H TR 50022500 MZ H R , 45 51 /2600 2 2500/ M H R 58002 2000/ M 1
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R o

[0043] AR A BH , Do ad Tt FH A S R AR (g B i A 2l Al 6 2855 b (9 A 2Pk ikr
75 B R P A (Lipoplex) il FHYD) AOAEGRBE I PERNA AL, anASC TR , A
R R A E B i PR RNASY - AT AR A8k ka8 a0k 28R - (A0 MoKk sl AR SR o6
FINERRETREUE A F24E

[0044] NSy ZErh , A B8 2851, FOAE 4 Erveie ] 2 SR E o B Bt HERNA 7y -1
A P BT B AN, Ak s (DC) o 4514, H AT B TR AN AR K URIRNA
HIFAAE 2 S VR ] 2 5 S BRNA A DI K i sk , £ Frak il 77 Hp kT 11 1 FRL i i 25 1k
B, BIAIRNA S I ST A ) B FR P et 6 B Ams TR TR B 2 A9 , 4 40 2 75 DOTMAATIDOPE 5 DOTMA
AORREEZ R IR 52 A AR A A B R RIS 2E 1F) & PR TR RNA T 7], LA 2P AR i
17 5 00 F AT A FRARTEG B M 1. 4 < 1l B /NI / sl g OR R C L 7 SR Ol BE /N o £E— AN S8 1 58
i ARk b L LA S 0 R T O AT EE O 1. 40 18108 k. 2 1 1 4, BNt s 151
3, AN1:1.2%F1:2.1:1.251:1.8.1:1.3FL: 1.7, 8 L 21: 1. 4% 1:1.6, Nk Z1: 1.5,
FE— T S ARIBRI I CFR A 2R - 5 B/ - 108 BE /N - 158 B /)N | - 205k B /8o 5 -
25K BH/IN AL Z AN TN SEH, APOKIBURT ) CFRLAN Dby - 35k BE 1« - 30l B vy ki 5 - 255 B 1y o
TE—ANS2RE TS 22, GKTRT HAT OmV 22 -50mV , {126 0mV % - 40mV 5k - 10mV 2 - 30mV [T CHL AV
FE—N S 77 27, TE HL AT AP URT oA AE 1 2 /D — FhBH 21 IR B o ik, F HL 63 FLpr R
RNAGTHR o« £ —AN9I0it 5 S, 4Kk (0 & 22 /D — R B RS 0 Sl BOHE AT A& rh it sl B
I

[0045] {1 — NS00 S, APORARL 2 B 2 DOTMAFIDOPE IR B2 &4, DOTMA S5 DOPE[T
BE/REEN10:0%1:9, L8 : 243 7, JF H B Lt 7 : 3255, JF H L FHDOTMA MR (1 1 FEL fip
SRNAF A G AT LT LR 1. 8: 25508 2, Bkl . 6: 25 1: 2, HE AR kL . 4: 2%
1.1:2,7F HEEBEEL1.2: 2,

[0046] AT T SR, ARABURE £ 75 DOTMART I [E B 1Y) iz J51 &2 54 , DOTMA 55 JJE []
BRI EE/REE 10028129, fiide8: 253: 7, FF H e b 7: 3555 5, - H L FHDOTMAH ) 1E
L S RNA R 57 B R FE A EE 49 91 . 8: 2750, 812, B fle k1 .6: 258 1: 2, He A BA k1 .42
2l 12, 0 HEEERELY1.2:2,

[0047] A3 S, APOKRRL 2 B 2 DOTAPHIDOPE I JIE B2 &4, DOTAP S5 DOPE[T
BE/REEN10:0%1:9, fiiks: 2437, JF H B Lt 7 : 3255, JF H L FHDOTMA MR 1 1 FEL fip
SRNAF A G AT LT LR 1. 8: 25508 2, Bkl . 6: 25 1: 2, AR kL . 4: 2%
12, R HEEERELL.2:2,

[0048]  fE—NSHE 5 ST, ARk A2 B3 & DOTMAAIDOPE Y IS B &= 754 , DOTMA 55 DOPESY
BE/REE M2 1512 k2 15512 1, H LA DOTMAF 1) 1F R fif S9RNAFR ) £ FRLAer ) FL A b
W1 . 4: 18N,

[0049] AT T SR, ARABURE B0 75 DOTMART A [E 5 ) iz J51 &2 54 , DOTMA 55 JJE [i]
FEIBEREE M2 1512 A8 %E2: 1510 1, I H I FDOTMA R [ 1F F 1 S5 RNAFH A 42 B i ) P
b B L . 4 TN

[0050] A —ANSht 5 5, 4Kk A £0 5 DOTAPAIDOPE Y I8 T 4 , DOTAP 5 DOPESY)
BE/REE M2 1812 k2 15512 1, H L ADOTAP H ) 1F FLfif S5 RNAHR ) £ FRLAer ) FL A b

11
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BT 418878,

[0051] NS0y 8 AR AL I A E G i I PERNARC il /EF 125k F5 IR P A (fEakF12
R4 He

[0052]  ARAEAA K3 “F127 Fen 35 BEREE 2 - 1 DOTMAFIDOPE ) fIg BT 445 i
FEI IR B ATE S B RNAF IR BT A0

[0053]  ARHFACA I, ARIE “F5” Fern A 5 BE/R B L < 1 DOTMARIIH [T B (1 JIR S A AT i
FEI IR BT A TE S B RNAF IR BT A0

[0054] A TR RTE “GKA0R:” S2 55 FAT (E TR i 124 Sr Ve 1 R B2 1 1 4
i I B2 GHE /N T-1000402K (nm) 19 ELAR) HOAEATURE , 5 AR AZTR O FURT « £ — 28 506
T3 SR ARISRIIM B2 R /N T-600nm e £F 28556 75 S, AARSIURT I ELAZ /N 1-400nm.
FE—BE 5y S PKEURT 3 1A N 2950nm 2 29 1000nm, {5156 £950nm % £5400nm, 1)
Y6£)100nm % £J300nm, 412 150nm %= £J200nm. ££—LE )i /7 5, ARBURIIY B2 0 4
2005 £)700nm, £J200% £)600nm, L2 £ 250 % £550nm, 4 H & 21300 5 £)500nmEk £)200 5
2J400nm.

[0055]  ZRSCHE I ARTE “GRoR SR 57 sk G BARE R 5 8 20— PRk (AT
I o AE—2C 505 /7 SR, KRR ) S K R S R S 5 o AE —RE 5056 7y 56, 41
KISR0 23 B B L7 o 8 5 SR, M A5 2 DITFIASTR YA E Y BT, JE Rl oy Bk ek AL
o

[0056]  Rif “fRiiE A9 ok RN E &7 (R ALE “RNANIR TR & 907) /2 F8 IR 5%
& CREAILERNA) 2 AW 2Rl i A B 2 i ik Sl B IR B FH S - IR ik SRR &
N, /R 59 3 A .

[0057]  GnSRA K BHES M HL A (B An e By B R fr il FR R LA BB BHES e & 2
AP G, Xl SRR RN 1 AT AR T E i pH (B QAR EpH) B AN, Rk
“BHES TR B R et & pH (B g0 A= BpH) Ny E R R IR 5T - A “Hp P R o B e
26 7E pH (BN AERRpH) N JCH i F far ki 03 FL AT ) TR S EL AT LA LAANAS F Arp mle FR PR T 1 B
IR A “LEPEpH F 4R 297 . 51 pHo

[0058] Ak B A Rt ARSIk 2k (B8 iAo B ml 5% (BIAIRNA) 46
AT BTk 280, Bl i SRR B A2 A M sl e i B P sl e /e Fo i ita sk
ZHE o IPMZIRAELL , X PR S AR AR Pk R A, AT i L FPAZ R AR E VE -
[0059]  FHESF-JIBT BHZ -2 S A H AT TE LA R o il 575 0 iR AR IE i R &
Wi X FHES o0 12 AP SR E &, N GIpmBE s E &k 2 B2 &
P (polyplex) , I Hax 2o S R RAZ TR 1B 25 240N -

[0060] A& HHI AN KRR IAZ R il 771 I 2 i 22 A0 269 HLih 2 MR 2 &L S W3k
13 R E W) SRk B I S S A S0 T v E S S e ik
AL NP — il RS E 0 R ORI 2 58 -L- iR 2 5% - L- e ek 4 &
[0061]  FRFEA LW, fokhaE A AT R FH B AT ROE “fs R 7 2 fa A ARy
TR MRmETES 2 A Fh, s SRS BRI B AL AR 20 (Bl ) (ks 4
FrP A RAR AN 205 B SDNAGR & R b, RO “foks SR B e FRrE RS A EnE A
J51, FO BRI, IV T, DA EE ], HAE K AR e 32 B AR R - AL T
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2, FH IR 2= R 50 ELT T FR R 2 i Hue E AR IR A I, A3 Fp K
HEREE T BT ARE H aCRIE T ORI S A YR IR PATAT R £ 1 SR 7 41 (Rt
FOR B Mk s B e A1l al H R B 22 R AAOE o A R I S X R 1 (k) 22
JIR, HE N T HE e B, I HABRMRIR S AR 43 58 AR AL B Al
RS A AT DU B AL ok 2 1 sl Bh B e RS 25 1 o A8 — MU e s &b, T4
AT IR ZRKSURT 1 £ RS 2R 1 R IR FORS £ 115000, /S5 sk b i 0 3 21 10mg/
ml ¥ SR ) (R FH5000N 22 AT .

[0062]  JlR BT A FHOU I IR Tt , ol i BT — ANk B 2 AN e JE sl IR i (vesicle-
forming lipid) (BIEIR) MU=, I HABMEE 2R Z5%) o A AL A HLH AT s FAS [R] 2620
VA, AR AR T2 24600 (mul tilamellar vesicle,MLV) </NFZEHE)E (small
unilamellar vesicle,SUV) . KHLEFENT (large unilamellar vesicle,LUV) &S [AFENS
JAfK (sterically stabilized liposome,SSL) 2% (multivesicular vesicle,MV)
FIRZIN4EE (large multivesicular vesicle,LMV) DA ARSI A 2 A1 A AUETE R
NEIUAI K NN ZEER (Tame ] Tari ty) BURT-il 28 75 2, I HLAT 68 4eit 28 A v Bl e T
Do it AL AR AE B A L IR BT AT A AE TP B i 2 HEUE S, e S
JER B ERAH 75 FHARAN S 7S FAAR A 5 A JRER S SIS OR & X LA AT 5 DNAEKRNAZH 55K
73, T H S RNAFIDNAFIAH L E T AT S5 25 SN AEAS o BT i AH AT A AE T A A B PR BUR T AZ TR
Gilpllas

[0063] S FHAZER AN UATE Bz B 5 2 &1 , wI A T B e AR AR ArT 50 5 7%
SR T % [ AL IR IR 5 2 A W B AT o I8 S5 i T il PR AE 5 7208 B, 90 20 S 2 A 7
(reverse evaporation method,REV) . L7 AL /K- /K& 7kE (dehydration-
rehydration method,DRV) R ACER ek HAth A& i 7k

[0064]  JlRFATE RS, FDN IR B AT RO LR HAA AR 3500 e s
JoT AT -

[0065]  BUZJERKJIENT (bilayer-forming lipid) MW FAA WIS ERE (R A2 LS Fitk
PEERARR I 1K OBUETE IR BT FH R SRAEAE R BT Al e A R , B AE RN , 1 sk
JIE e AL B TR P T e B B TR 1 TR e U LR AR e T, L b PR S e O B R 24914
T 22, I H A AR AR A AL A S b (0 B o) — e i g o
TR R AN R, 450 ar e ] e R AR RT T IR AR rh 1 2 Fh 2B .

[0066]  PBHES BB A SR ARSIy, I an i ie ek sk — Beliak , JF H B B
i o JIR I P SR B 6 TE LA o SHES I L e B L = 104 AR HL A, B 2E 1 2 34011
IERLART, I HEEACSE LU I FE A o FHES - IE BN S 4B H AR T+ 1, 2- -0~/ Ui 2 -
3- = HEEELP Bt (DOTMA) « —FREERA /e Bk (DDAB) 1, 2- —Jhiphdt - 3- = FH LR N AT
(DOTAP) < 1,2- —jihfdt-3- — FIELSR P ke (DODAP) <1, 2- it -3- — RN . 1,2-
etk - 3- IR LT BT bR PGB (DODAC) <1, 2- — B e S N 2 - 1, 3+
T HRSR A (DMRIE) A2, 3- )i -N- [2 RS HH i) 4R ] -N N- - 1- =56
CIRPNEE (DOSPA) o L1211 &DOTMA . DOTAP . DODACHIDOSPA o f: At 126 1) 72-DOTMA 6

[0067] b4, 25 R BN G AURRE PR ST , A SCH TR AR RSURT I e bl 0 25 v i o o PR
JIR ST AT A Y M2 FEAZTR - MR 0T A2 A W M 6 38 i B o FR R IR TR S i AEANFIR T 1
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2- - (97 ) \BRIFGIEEL) -sn-Hh-3-BEIR CFFE (DOPE) <1, 2- 5k - sn-Hih - 3- BHR
JIEf (DOPC) St IR M I Ak « —IBESEm IR ToE B I w228 e I B A I < i s [l B R
JoiE N o P a2E 1) & DOPE A/ 5k DOPC o fi {128 11 & DOPE o /1 - F BH S 1 B AR 2. 5 FH 5 1 I8 o
AR —E RO AL T, AT IE 2 M2 FE IR DR (R e M S R e FH - R BT 5 R IR
I EEZREE -

[0068] AR HE—ANShE Ty 58 , ASCH TR AR F] (U S g - B IR AT LS Hohmg g . H
I RE B0 LB A FRERPR T =R AR D128 7 . (1) WibE B TR s , o0 1549 1k JIE Tk AEL it
(PC) ~ DN IR IR oy A Bk sE A B A KGR IEPC . — S S i IR I
fisk (DMPC) ¥ BENS (SM) 5 (1) iy A FRLmr OB IR , LB HE 0 anms NS e 22 202 (PS) BRI ILAS
(PD) BIEER (PA) B NEIE Hth (PG) - —AFAMIEIEPG . — g W AL m IS Hith (DMPG) |, Hirh 2%
SRR e OB AT IO S AT A , B FR AR AL - SR O T - SRR IR
LI (mPEG-DSPE) (1154 s A M (111) FHES T , FL A 490 an e rh i S iz 0 - FRERN (B
PUE Bk BH B HE O i AR Al # A S -

[0069] IR 5 IR BT 2 PR ) 4 RIS A I 38 AR 1 2 B s R A5 2 R PR A R
R, sl S B S e AR S, sl Ed A AR R B R B R R A
[0070]  RIE “GBe N A 5 MARTE R BUR ke RGN, I HACSE S Fa4n i S e i
B IR IE R Bl X P o AR A I, T 8RR (Gl andolil gm0 40 |, ARGE X --- oo
RN B “FHRS - TR BN U5 M AT iR SRR S I R T B S 2

[0071] iz A G 03 NSy, [ AR Ge AN NPE 2R G o 1 I P4 4 93 B 25 B T X R e it
IR R e PR U BIR EE 4 A TR 2 4R« [T e R GonS 4 K2 B e A 0 [ S5 49 7F
HH N 2 o X B8 AL [F] S5 A9 PR A0 AR S A7 152U PAMP , - HL % to L LAE 52 AR B TLRIF A1 o 5%
YHRTLR Z AN, [E o5 AR Ge I B EEB oy S ARAMA R 4, ot PAMPIR BT LA A BRAR A%
TR o X B8 5 B DR SF I AT IR R RN 2 5 5 I S Mo TR 32 4k (Pattern-Recognition
Receptor,PRR) , - H I & il A [5145 Sufse R Ze(IPAMP/PRRAA L AE ] o

[0072]  TLRJE HHIAA R R G an ik s e, IR AMR N IRCE G (L &
TSN IENE S VAR AR NG 5 15 T i A2 AR TLR FIVE 2 FRECAR IO 244, B0 45 4R
AT EEZH 3 I S REERNARI NG - H o i sl e e i A 5 o /£ AR, TLR3 7 819 42 %S
K 1 2 AR 1928 TAZ IR PAMPYE HH Y 35 o

[0073]  RIE “4ff o B NE”  “YUffI I L “AN AN S0 GBS B A A dE
PAZSR DU/ B TIMHC T2RER T8 Bt HulUNRAIE 2 41 AN R 2 o R 500 KRk
TN B TR AN A, H 58 24 “Bh 7 0k R F Al T4n (AR hCDa” T4mi) s i
RPN Z R L FEOER, H H A 40 (PR D 4ni st TN 40 24 T4 i . CD8
" TN ERCTL) X 4ni (B A4 272545«

[0074]  RIE “PRIE RPN E” S H8TE AR R i A, o Buido@ B & T A T 2
A1/ B BRI RN A R T = A o PO R B RS S P R T AR/ ek BT i i 45 5 1 —
FEFPEDUR FIARDC SR T AR S5 A I DU S MBS L5 5 ), B 41
o334 X AL BRI DA M A I PR 2R A v b, A e B P AR B S o i sz A
AITARIF U A DT o 1C T BIRE 4RI PRI B 2 A T e LR e M DU T o X
SO AR I 4R A, O EL Y R R R TR DU SRR 2 1 T
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[0075] AR RIS “BuiR” & FE R BEERE 1 40 -, R S bl ISR i 45
G AR, RTE Dk R R Sl AR EAR BRI DN R () BRI AR (L) B
3 e I N T N S E e AN e 7 NN ER AR E 71 2 NNDNE 71 % AR U R 1 2 N 1/ e i LR Y R
WAL o B 55 F e ph B AT AR (X (VH) ANEEBEE E X (CH) A4« B 55 Bk R e g Al AR
[X (VL) F2EEE E X (CL) A4 % o PT AR DXOME E X AEASCH 73 BIAR N T AR S5 R 3a M E 7E 45
K3 o VHFIVLIX P g — 2 404 i ok b G 4@ X (complementarity determining
region, CDR) {25 X, ELEUA A MM MHEZEIX (framework region,FR) 1 HH PRATAYIX 4 o
TN VHANVL F A 2 Bk 2= SR kDA IG5 HE A = CDRAIPY N FRAG A% : FR1 . CDR1 \FR2.,
CDR2.FR3.CDR3.FR4 . VH[JCDR# #1 JHCDR1 .HCDR2FTHCDR3 , VLIJCDR#% #% A LCDR1 . LCDR2 A1
LCDR3 o ik AR B 1) T A2 DX A0 2 S P EL A E T 25 5 S5 A Sk i e e IX B 5 Figk e
JEIX (CH) AR BETE AE X (CL) , HrCHA 20 4073 Ay E A S5 A3 CH VBB X A M B TE 454
I CH2ANCH3 (M 2 3k 22 R R4 LA M IBUTHES : CHLLCH2 .\ CH3) o JriR I E X Al A T s
BRE A5 FHASN 108G, Il g A s NS 3E 0 R G 2 Mg (g, 5%
I 20 fiE) FIEMRMA R e 56 —4157 (Cla) «PriR A DS RIR T RISk ek ok B B4R JR
SERERERRER 1, T H A DUE SERBE R BRER I I S BRI VR 0 o DUl 2 T BR & 47
TP ZRAR PR AT PALAZ FIE S (R FEBI a2 v TR  FR T TR Fv . FabAF (ab) 2, DA
SREEPUAR IR HUAR) F71E

[0076] A CHIPTAHUAEIETgA, FunTgAlak 1gA2.1gG1.1gG2.1gG3 . 1gG4 . TgE . 1 gMAll
LgDHUA A2 TN )T S, DA TG LT, BERS AL 1gG1 , kil 1gG L, ARl A (Bl 1gG1,
KA 3 TeG2adyifk (PIanTe62a, kW A) s TeG2bitik (BIANTe62b, k) ; TeG3 itk (H4nTeG3, k1)
o LgGAPTIAR (BIUTeG4, kM) -

[0077]  RiE “Tof Bk 17 10 M R BRI SBI E E oT, e il bt =2 4 (5l ande
) BBAI sz A (BCR) o TR BR &R I WHRFIEAE T HAFHIEE o R Bk & 1 (T) T & 10453,
B REBK AR 1 G5 A3 o 12 AR TE IR 55 B 45 6 e BR B 1 DA M AT TR M e BR R 1 SRS S e i
BRER SR A o R BR AR 1 Sl R BR AR 1, Ll i S BORI— 553« AL R e ie Bk
PR TR s BRER B 2 Bk i , 1 T 1 A B B P A AR [ )
FIPA 2 ARIFI P R o 1X U 1 P T s BRER 1 25 A (9l anv, (RTAz 25 g5Aa3, C, (IEEFR
B gkl v, (RTAZ di k) G5l K C, (THE Hisk) 25 493C, 1 . C, 2\ C 3MIC, 4) A pl o F7-1E
TR FLeh P e e Bk 1 sk, Blasdwew y A, HOB AP ZEgHTAR (B, TgA 1D
IgE TgGHITgM) [FI iR o 55 Al vAr A O s BR AR 1 [ E ARG, Ml 562 1 S e B | 1) B AT L
A By 025 5 S 5 A SR R PO e o S A S £ PR LB Fh A A RS L e, BT 972
P BRER R B0 2 FTAZ DCORIEAE X o 1HAE XA S5 BRER ) AN ] [ 2R PR A T 2 PRSI
FA Rl 2 B 2 AT B se sl .

[0078]  ARMACL I, ARIE “Pulit” ol “Gouiie 7 PR s AR AT 0T, PLide ik slds A o, FOE e i
FERERRAN/ s R 5 | A TR B 5 R A, “Pit” U8 S SRkl TR 4n it (T4 i) s Sk
SR FEAEATT 5T o ARSEAS L HH AR “Bi” SRR (5 2 D307 (2B sk T4n
e VAN N3 Ry vz P 7 N W NV ST 71 b vz L 4y | N DOl [ R7m= 51 Lo @ VAL A i
FIT R G S R AT g O 2 i sl ek iz e i 4 it AT e e e o B T R A ol m R R T2
VSIS A SIS SN 22 S D WS @ Bl 7 QR TIPS b N e e g I Ve 2B i
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[0079]  “H ARG 8k “H SPul” @RI T AR, AR IR H IS 00 N Az APk
[ G A GeIR BN AR AT O e ks O BRS80S e -

[0080]  FE— ANkt s v, H Sl S H S R Roiia e Kk “ 5 H S ieim i
H SR &80 H S i AR B X H S A R, 5 E S
PSR F S U 8 5 DA XFER RIS, ERNZ R A AR B S R Reii
B G FRBERN o

[o081] e e Zmts (0 & H Brpu il sl 2 Bl 3 S hu sl B2 Rk ek 22 ik
G I ERNATAR S A& B 0 G B BE RO FT A IR el 22 R N S 3506 1 St i S e v 2 b
1% R AREACZ BB B0 B 25 B S pub sl L A Besk s A S hu el A B BRIk e %
AT R Tk 5 5 H B B Ao 3 St sk Lk (R B S A B AR
1) o AE—ASHE A S XA Bl R AR e ey B R T 5 H S i e i H St
i CEELT A St | USRS BOEE A [ Suhisk &kiz [ Sauhiignieit .
e HIAEMHC - HITGO0 N 28 F St B B SO TR AT 52 o DR , AR PR A & 4R
PR RS B SPu sH Fr BEE A P e A BEZ R IR R Z K AT 580 5 & et
I SHUEAER, FTEE S 3 FRESRAHS 3 S ek ko B, sk A e A
SHRNH G BRI H S P el 353 5 A BERIR U A AR P AL BT Lt
O A SPu e R B A St el A B2 R ek Z B A S H S B H
SHuR I — s sk v B, BB SR E 5 s AR n B3 S PR IR0 — 5 sk
B Mt — i s/ BERT LS 5 B B feimtioci B ShuUR i, Frale 5 3 5N
VETAN AT LA B S e Be iAo B S i3 « IR AR ACR B, 15 B Sl sk
HAE B A Sauiel i B2 BRI Z KT B2 5 S R8s H 5Ptz
FEIE B, BN S B B iAo B S M OR B AR AR B “ A U
SRR B e 1 K BRI T AN N B 10 1 B Ho it i —35 00 Bl B o M AR PR A KR B4
I, Bk —R 5 5k BAA BRI 50T B B SOV TARIE IO 37 AR A & ISRt B 2 F
SR A Bk s A S e R B AROIK B 2 KPT DAE TR 2K sk 22 IR/ AR A
KA A TR AR T I PERNATT L2 HE4HRNA.

[0082]  RiE “Gofrsy b IR SR AN o& T Fo 5 50y 2 2R SR B R AR ) ke S A E AR ]
TBEFRF RN/l R AR Rl S AR A R e 78O (R e 7 b S R 43 -, BN o5
| SR S SRR T A1 o AEAS R IHI b N SO R “Go ey SRR e o T ot ek
PO AR G FE 28Nl R 5 o

[0083]  FEZA K WARI—N S0 5 € i, i3k it FH A E AU e it 1 RNA T AR 3 A & BB AL A ik ek
ZIEER H A Pz D—N R0, Frid 3 S U Lk U 7E B e iE (Blan
AT H B B iE) FHARBII H ST A — AN T S AR AL BT T
FRERZ KA B GO H A B B SOV PR A .

[0084] R “FHfr” & w01 Wlandh) vhiodullse e 7%, Blg i 2 g0l (BIg5 5
B TR sk TAMSZ AR BRI 20— TR —5 20 sl R B I, SR A e i e e R g Al
I B = AR S SR F Ay (BN SRR O MIRE) O Ak g M SR I A A A
S LA 5 H A R 1 = 4R S5 RFIE AN R 8 B PP RFAE o A S RN EA 2 3R 6 O X HE T,
ARG GU T, ST E g ki 5EE G A eI ikt ZARIEW &

16



CN 118161602 A W OB P 12/42 71

B AT I TR S 350« 5 1 BT R SR A7 e et 0 25 il 5 1 BT R Sl AN 805D
4 FHAR R N5 5100, L 2E5 50, BEAEME8 % 30, i Ltk 10 25 B/, Bl , Z iz
FOR A 99.10.11.12.13.14.15.16.17.18.19.20.21.22. 23, 2455 25N 2 3L . ek
HE , FEAL B I P SO R & TR A7 »

[0085] S H i TR ARGE “TARI AR 245 PARE TN 2 AT 0 A5 28 S5MHC /3 1~ 25 511
JO o A B R0, TR 2 A ot R b i g 22 L ot , TANAE A7 EMHC T26F0/
s TT2R S BB K o e et , TARME R A0 2 SR B RN TPl B2 55 R e A1 ) 2 S5 R
Al Lttty , BTl Pl i BO@MHC T2/ sk TT28 2 2B IR IK o i 5 B9 MHC /3~ (R332 T2EMHC Sy
) AR 2 KB 7 2 20255 R, BRI KB N T2 1245 4R, Bk K 8 %
LIANGAEER , Bl e K 9k L0 BE R o AE — /NS T Z i, M AEMHC (9 4 Jid s 4
HEFOMHC) OO0 T SR, TR A7 45 TR SZ (A B o An SRt T 2 AR T30, T4 i 2
(7 AT DABBEAE A A A 1 AR RS S OISO s S 85 R e MR RN T4 i 2 A7 [ TN 2
PRI TAR R ve Y

[0086]  ARHAK BH, Fi (3140 F S HUI R TN FR L) I AFAE T i i A ek 9k
(1553 T A E S B I RNATR AR F A& BHER AR Kk 22 A b, B i R SRl a5 B 2
A PR AOE R AT/ RS — M2 T — M E PN 2 TR 2
K o S B IR Bk TAH I FR 7 A 18 2 0 T2 J =2 o 1f EL, TR AT A T TCRIE B 5l xS
T HMHCE AR T — Al B 2N RIS 1 o XA B IR TAH I A7 P A T
e A

[0087] RS H T A B A S5 I PERNA ] T 7 B S e 52 1 22 A (9140 ) S S 9
FE ], T HLIE AR A B G il o A7 AL 22 PP B DU E LA E AL 465 0 R IO LR P AR AT
T B AN T AT IR O R 2 IR & A T B B o 1k, BT bt sl e fr AT B — 2 i
HRE B i DL RSP

[0088]  “4H)iu 7% A AR A AR AT Fh i i 2 SCRE T, O PR e B 45 2 Tl 1 SR At
Oy A A TN AN AN « W RS U T4 i SR 2 T8 00 ans Iz praR 4 i i ks
SYEPUARSE S W AT PR TR SR 25k A —A 90 5 b AR 3%
BIPUE BA SN 1 S S .

[0089]  FEACK A b N30 RGE “adhaRsy” sl “Ihaitasdy” j2 FEwAm Ani i i shas (R
B e St g (57 T4 SNES I 85500 (Ao MRT iR gt i NSt i) 40 (Flan, 25
F1 50 [R5 Pl ettt , 12 RIE 2 48— 2l 241 N Rk S5 A el 5 L A B

[0090] ORI “—{50" Bk S oy AEASC R R B Al I AR S5 (I ansd 2R 741D 1
P AL TR RIE “Fr B S F8 454 (B ansa 3ER Fr 7)) FIES e R 85 A —3557
3 Bk R B et 0 S Bk S5 AL 1 —A ek BE AN ShRB R 49040, Bl o Be eI/ el 4k
GVE AR A BUT 3557 sk E e e S 8 A B P A 2= DA VR 20 8A- /D12
MVEDISN D201 D304 D50 EEE D 100 ES/ s A FE S 2 SR - 25 1
F A B B e 88 A R R I 2 D6 VR RE /D8N B D12 (/D15 D20
AEDI0NE D0 D100 LA AR -

[0091]  R4E “Gue k™ U5 M ol ifs S 00 SN FRARR AT 3801

[0092] R “GRe R AEA SR ] THESE R SR R N
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[0093]  “Hueii <" | “Gufe=ii 52" sk i it 52” ik T ufs KRG A 51 L RN % 2
Ae I sk A A TC IR SRS o 75 A TR B 2 5 By 1 S SR B 2 & AR R S 3 i 52 FR A
WL NS, FEP KK “H 57 Ik R s45CD4 5eps8” T4afif, Ho5 S S8 E B B T4
N THER I s A , 75 MRS A S B S HU R IR An i A2 2300/ sl S FeB
YA S X U RN PR T S AT AR AH A= i 7E L EAR A -
XK VR E AL 1 S HUR R 275 A e A SRR B e B ) 1 A o AE IR
AT HERE T B S P B 527 S G2 PERD) giie 28, TR gn i A 5 b
PETAN L2 I 4ni b T oS s N Treg 28 A0 AE H B s Hh , XSS AHTHI IR B St
IRk B A 70 5, X PR 1 H S RNV TANI S A 1S, A A E Y 2 36, R
RS R TN A G e B B AS S R B B SR AR 52 o 4 S PRl 1o R R X
6 1 By i a8 108 7 oSBT 32 AN P i R e MR VR T B o M BR A 40 M ok e A RR
IR ANE MBI S0 P TR A TR i P A2 A 52

[0094]  RiE “YEAR" NEFRTE N BN % 2 SEFRI T (B An4nt) o SEbn B4 S B i ok
PRz Bl Hol i oRIR TP MR B rognid.

[0095]  “Bulsthn 17 @ 4adub B sl o Bk Bl 2 i Ber i T4 (Fan , - 3 Bl iR
BRI FEAd X e P B g — bk B 22 R SMHC A - 44 (94, sl 254 DU T 4miis (i
PEPUR R AN B R TN .

[0096] )il B AN (APC) j& A LRI F 13 AL UHATERL S MHC) IS b RaR
U 4R TR AT FHE T4 24 (TCR) IR BHZE & ¥ Hlit S b 4nfien T HoR HHF
S TAN D B AN A RS E AR T FRAZ AN/ B w4  BAn ANk 540 )i (DC) o AR
AL AR “Duld b anfi” 45 L IR B AN E L IR B 4ni .

[0097] £ HRTT 52350 A0 B A 1 0 Akl o 52 AR T 1 A N A B Bt i A e |
R G TTZMHC f- G5 G BT A B TR = 38 T iR A i 2 s 4 i i polt -
TT2RMHCHy -2 AW S HAAHEAE M R A, DU 2B 4ni A8 AN G 5, NS
BUEA TN RS 1R 2 TR b 4 PR E A o

[0098] L HRHTI BB AN £ ZRALE Mg, H A i sEye b 28, )F 5ol
BEST i DU 2 BN s ERANN ; AT LA K SRR AT B2 41 .

[0099]  JELHAP UL b AN A 4 A R M 3550k 55 R AR TN AR B /E T s OMHC T12R85 1
57 5 IX B AL E L HRP U 2 b A Lo R A f- (BIANTEN v ) R Jm ek .

[0100]  H5E4M i (DC) 5 H 4RMIEA, I MHC TTRFNT P i i g AN i 41
U R DU 2 2B 45 TN « ORI R0, R S 4T 2 S e I 5 (M 3508 54, HLaxX 4
NS s SR B B

[0101] BRI BB 53 I “A i 2R fi” AN Rl shanffe” , Fa] PEX 43 PR 58 70 A1k
(R 1T B 5 3 SR T, Xy AN B AR HEBR AT T BRI TR o R B

[0102] SR S Al AL h BT S o BRI T a8 /1 (X SFe v SR H e b=
PRI RIBAHSO) [T B 4R o BRI LAX SRS i B R R A H e S B T4
I AT R T 53 - 1A 2k R, BT iR 4 58 10 43 - an T2 AN T T2MHC R B 431~ (131
a1, CD54FICD1 1) ALy F- (541, CD40 . CD8O CD86 14 - 1BB) -

[0103] B SN A AR X AF IO DU S B B 54 T 2 TN Bk (priming) (AN 240
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IEAEIRAS:, I I A B S 4R B2 6 3 BN 52 o B S AN AR = B R DA R 51 BB
[ A A2 A U A AU P R AE IR ZE 9 43 - (4RI DNA 35 25RNA L PN B 255 2 R ATl -1
(TNF\IL-1.IFN) P24 F 1ICD40#7 CDA0LIEHE DA S M IE 2852 B Bk AT sk T 11 4 i
FRORE U BT o AR 2 20 i T 3 1t A S T AR IR - B 7 B i AR B R KA, ik 4 e A1)
Ak ZmiE - B An SV R - (GM-CSF) IR EASE A o

[0104]  “DLE BB HUUMEHIE 40" ok “ 2B P AN s R B IR AEMHC /> 1~ CFr
BFEMHC 12843 1) (IS O N B h i ol 25 B0 Qi o T Holsdimn i k08 1 Frik P i B
B 4mi, 9 and il S b Ani « 8B, RGE “DL RS HURUNRHIE PSR 2ol K DL 2 2Pt
I CRE LA TSMHC S8 5 i) S ARFAIE 2 4HIM s o

[0105]  FEACK A b NS R “Gadie SN PRI ok SO A U5 MAE osae SO 3R]
BIERN DRI o “Go s N AL P e e e 45 & Hull el & DAk A/ sk S i pi it
RN OFFERI AN, A RBEN o BT, XA A o3 WA Rl -0/ g e R 1
FAGAEYD, 53 Wb, IR B 327 A i A a4 AT R M PR X e i g o 451 4, S Be N
PEANN U FE AN (AN ST AR B TN IR i= M E T4ni) BN FH AR R A5 41
PRI R A R €4 o

[0106]  fldetth, “Tosae S R PRI DA— & A B IR S MR TR R Do sl e A7, el e i SR A
MHCA3 IO~ (Bl B A i ) 28 o et , frk R AR P ok
LA RS AT N Bl S N o SR AT R BT AEMHC TT84 1t ol MR Bl H
RPN LRI TN (CD4™ TERM) | WAL R MR s NV RT 9 MRS e m it A 1
A1/ BTG L CD8 IBREE 41 (CTL) 1/ BBARMND o Un iR 4R CTL , WX AE P B ke S B T8
S A o P T e 2 LR RN RS R AEMEC 2RS40 2B i 4ni, B
VA T2RMHC S B 5 R IE O 4R o AR F A& W, CTLR BB vl G R SR 5 100 1 41 oy
24 YL A - (BIARTEN- y FITNF-o) P24 G5 bR &Y (F14nCD44F1CD69) 1= i LA K Bl
S BT e PO AR S M 2 AR 2R A o CTL N B s T (o P A Fi5 7R CTL A B MR T i
FRIAE « XA TR NP sl A7 I B HAT R Bl s W PRI CTLAE AL FRIARR A “Bili 7
FMECTL” o W SR AN E BN , XA N M AT 0 MORE R o REBR AR 1 o

[0107]  JRGE “T4ui” ok “TIRER 4™ 75 e 2 5 2 Fhan /-5 e SN R B ke D 4 it
JF H AR THIBhAN (CD4™ T4HJ) Fngnfi s 140 (CTL,CDS™ T4f) | 5 & B Rk 4n it 4
PETZHAE

[0108]  T4HfJE T LA AR AN A 4nie 4], H H AN SR e b R A5 UM E
L5 bR e 4 i 2678 (51 anBAT AT B SRR AT 40 1K 3] 2 AL P T-E Fanie e i1 A7
TEMN TN & (TCR) FAFIR S A BRI AE D2 TR TN AR 3 B - LA BT 4R %
AAFNERE, H& A S EA MR DRE

[0109]  THHEhANAEAE e A rh i) HAb it , BrHAth Dk 2 AN U FE E BN Al
AR LA N L 40 P 75 P T4 R I 4 P o X e 4 i i T e LS T ek CDAE (A if i
BARCDA+TANM  FR BTN Y o S 4nid (APC) R A1 FRk [IMHC T128%y - [m) L 2
RO IN ARG o — HLIg 0, Vst 73 24 T3 WA 707 PR o e 7 5 Fh S o 1 sl B 7R )
PR AR -1 /)N oo

(01101 gufitg s E TR A AL g IR 40, HiA 2 S HE T - X 2e 40
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ffn pb T H e LR T B Ak COS AR 11110 3 MWk g CDS+T A o i BB 41 it 118 1o 25 75 S5MHC 12
S A DU IR D LSRR, FTAMHC T28474E T Sk ) LA M e =& im L.

[0111] KT A TE N ERE B R 2 A R AEAE I TANESZ 44 (TCR) « SR TAN
it 52 A R PR S SR RO IR AL B, IR IR FH 7 (A T4 2 Ao fTIB (TCRoFITCRP) 3[R Az
I H Mo FIB-TCREE . v STANE (gamma delta T cell) fRFe/r et A MU T400
A (TCR) [ —/ NS TATI « SR 1T, 7F v STAIMH , TCREH—2% v BEAT— 2585 EMI A - SopTANNY
AAEE LT AR W (R TA0HE02%)

[0112] T2 R[N G54 S5 T B Bk AR 1 Fab Fr BEAE B AR L, BT iR (s Bk (A Fab Fr BT
SCORHUVAE 20 G R AT EE R DX I TCRAURE S B S B B IR SR Bl 1, H LR
—/Nu SRR A (T) - FIAZ (V) Z5AIek, — Mg~ 1HAE (C) S5, B I/ 15 4 S X 3 ANC
s AL A A BT S - TCRaBEFNBHE N AT AR S5 A3 A = AN AR ek B bR E X (CDR) | IfpEE
(R R] AR DX A AN b o R AN CDRI S AN =5 2R X (HV4) - CDR3SE 51 51 iR 51
2N TP 2ECDR, /R o CDR 1 E a5 Huli IR NS 8 A EL AR, T BB CDR 1
S Co 45 FE EVE FH - COR25 WA A R BIMHC - BEHICDRAA A NS SHU IR H
TR S R EL R FH » TOCREE My b 1O 1E 5 45 M bl by e e 1 e A1) 4E e, L2 Dk e ik
TERE s, HIE R &5k 2 4% o

[0113]  RE “BYH” o “BIREL 4" 5 Mok EE 4 AL 1) (3 4t 26280 , i d o0 WP A
PR T e R FFEAE - - 5340, BAN 2 3B Bl 40 260 LR b b4 (APC) F43 344
i PR - o B A L 4m i b 2R B4R 2 44 (BCR) » BCR Ao BN L & S B, 5154 1%
P, BAMMRE 5 TR 2  BANMSZ A FR RS0 A 1, — ] PR O L 45 5 S e BRER 1 4
- (IgD TgM.TgA. TgGuk 1gE) (HLERATAE se MR et Fydek 2~ AN 5 5y i 2N ) Fifs 5545
55y sl B A SO Tg-a/ Tg - BT SRk (CDT9) « —ZRARIIHREN ik T BBk
J IR 2 A1 A ST e S AR SRR 3G (L 5L (immunoreceptor tyrosine-based
activation motif, ITAM) 185 E0 .

[0114]  BYNJIG AV A A AL R R 2 F (AR E £5) v o AEBAN AL P i Rl
CAREE MACE R R R P 25 B, Hoam i IS PR f 52 10 e O HUR AR« Y BRI i 1
BCRSHUI &5 S, BANIE AT 45 « ASIFI OB AL Do TAN M AR A 15 1 ke T4m it A Ak
PG

[0115]  RiE “FHHLUHANEE 597 F4s S “MIC” UFRMIC T25HIMHC 1128431, 7 F B
FAE T B MEED ) A A7 T R AR S MHCER 5045 - 8 S B ik 2 4 i S5 4
AR AN 2 (5 S & SRR EN, HAMHCE F ek F SIS S IR L 2
T TAn 5z AR 1] o FRMHCZR A 1) 25 11 BT AE 4 R i1 5855, i Tan i s H Sl
Ck A4 SR B FEAE A SHUR Gl AR NI R B —# .

[0116]  MHCIXIef /3y = M4, T35, TIZRFNTTT2EMHC T2REE 0 o MIB2 ik & 11 (Fh
155 Fe e R GRS I EMHCES4Y) « H i B 45 4T S ME TN 78 R 2 B R 4e 4l
f b R R AR DU B ANE - MHC TIREE B S FIREE , 7 H R B R B 4R T
FHEDANNE MHC TTTZEDX Ik gm A Ho M S RE 21 53, BIATAMAE 43 FNgm A AR A ) — e 41 43 .
[0117] Y& AH  MHCDX 35k Fh gt i i 25 T i p i B2 B s 1 I R R MR A\ 1 il i
(HLA) £ Ko SR, 4 SMHCIE & T HRHLASE A P24 . HLABE R B 4SRRI S [ 28 AMHC L [A] -
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HLA-A.HLA-B.HLA-C.HLA-DPA1 .HLA-DPB1.HLA-DQA1.HLA-DQB1.HLA-DRAFIHLA-DRB1.

[0118] YA L AR A 5 T —MIEEE 277 28 H MHC/3 - J2HLASY 1~

(01191 FEACE A 1 F SCH R “GuResihy Dae” sk “SUN DhaE” A ik e R e 4l sy
M SFEMIEE, S EBIAAAGANNE Lk , AL AR S, RSN DiRe & T4
TN S I ThE A HBITAINE (CD4™ TR OSSR, XA IhRE EFEHUR s IE TP
JR PR RAEMHC TT253 1 IO B0 R TR 2 AR 31 R em i IR 1-Fn/ s AL CD8 Ik E
4N (CTL) A1/ BBANNE, H HALCTLIIG O N B G SR SRR T PR A AEMHC 1285
TGS B TANIE S AR TR I A o T sk FL RN IO AR R AEMEC 12801
BN 2B BP, LA T2EMHC 2 28 55 A FFAER 40i) = AR gn e - (B ANTEN - y A1
TNF-o) PA MRS SR A0 e e M 4n i S s

[0120]  RE “tol IFFSZAR” ok “TLR” 35 MAE [T 9095 R G AHE B E I — 2R E i
EA DR AT AN (91 anE AR AI 28 40iE) ek i B — s IR e 2 A, LR
BRI T HCEMIIEER) EARSFIO o — HAXBERAE M 280 T ¥R BERR (191 4n iz ikl i
B e S BTLRIN, FE (g ani b 2 o

(01211 FEACR A — A7 ZErp, 1T S gm0 5 B S sl R Bk | St
Ik Fr B A5 AR I R 22 T A E A 28 JE MERNA  RNATK B3 P2 T A0 S A B R, I
H =] R gs s A2 g0 F T3 A EATE ) 1 St 1 B SO A TA0I i 27 -

[0122] i AR R T X FRI ShE 7 56, b sk 88 A S Puis Bk 5 &
P E A B2 AR IR S 2 IR A B T e I PERNARE 5 TN 2 4 ) a0 25 kbt S i 4n i
(B A B DU S 4Ri) AT 58 b B 1A T B A i A it R A I ) — FR I
PN o ol A ST i 8 RATART 52, A e i 3 ik A I PR e PR P e FH A TG B P 2O
S T SN BB P S 4 BRSO R 4 . bl s An ik itk
PSS B R ANAE  BAII  [7) 7 UL B At « b Rz it s PN B2 i AN s 214k, - HL e f
e A SELNIE o R e , AR BHIE G5 1R 3 B e Rt 5 ik, Ha s 1 T BN S
ZE AR FTR A E R R RNAT 43 2 OB S 40 AU v DU S5 % FRIT ]
R ZEN SN BRSPS IS AN O

[0123]  ASCHR Al FHIOARGE “BAFR” B A G I E A2 %R (DNA) siAZRZ IR (RNA) |, 4514
cDNAmRNA FE 41 = A= I FME 2755 B 53 - o AR AT DA Sk sk SRR o AR F5 A BH , RNAFY
FEPRINEZ R IRNA (IVT RNA) 5l 5 B PIRNA AR5 A A TR L2 70 B IALTIR « LA , A
HRTIRORER P LR L5 1o

[0124]  FRPEAG I, ARE 0 BEINIRZIR” Bk (1) FEARSNT 38, Bl o 58 At e v
(PCR) MAAN 8, (11) 15 vol E 4= s (111) S abfb i, 90 aram s U o Fam ot e i FL k4>
BN ; 8t (Av) &G Ry, Bl (0 25 & i A% AT T S INE 4, Bl
AN, AN DARNARIIE 5, AT i A SN S5 PR DNARSEAR 1) 25 o L A, AR R FH 2 i i
FOE LT HI INIE AN 2 JE R ER (U N RNATEA T8 11 o

[0125]  FEACR IR 1N SCH, RIE “DNA” 35 M A0 & I SE Az iz IR TR 359 HLAR e 58 4 ik
SR I A T R R A B 53 o “THE S NS R 8 M AR - D- BRI AR A 1 2
(AR Z YRR IAZ R - AR3E “DNA” B35 43 25 IEIDNA, 5 41 43 sk 5 A 2V UDNA JE A 4
FIDNA 75 B FFIDNAFITER £ 7 A FRODNA , H H A I — Nl B AR IS D R 46
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F1/ B SCAR TAS ] T KSR AFAEDNA I 2B HDNA o X AE I P A8 o] A R A A R B s N &
PULIDNAF) R sk S , 5 AIDNATR) —> 8l B 25 MZHTRAL - DNAZY - Fh FAZ A R R s
FREAZFR , BT E R IRAFAE R FR Bk A 275 B A AZ R o 1X 6 PO IDNA R Ry 26
o R IRAFAEDNAI 25014 o

[0126]  FEACAHARY I N 3CH, RGE “RNA” 35 M B SAZ AL HRR FR AT H A 1k 5 4 sl A
I AL R IR A RN 001 o T WAL IR 10 M A B -D- PRI AZ A SE 2 (3 AL HAT R A
MR « (Z AR TE AU FE BUEERNA  FUEERNA | 43 B IRNA 48 70 5k 58 A 2L FORNA VLA | &6
FIRNA A S RNA 5 4H 77 A FORNA DA K 388 5 78 I B2 B e i/l e e — AN e 2 M R
AN T RIRAFAERNAF S AHRNA o X FE RSO AT A0 354 A EAZ AR 10 BT 0 2 (51 AnRN AT
Ak PN , 491 ANRNAF — Bl B 2 AN R AL - RNASY - HR PRSI R AT ARG EAR A%
R , BN E R IRAFAE AL R B 5 B RS R Bl AU IR o 1K e MR FRORNA R R kg 2
D Bl R IR FFAERNAL 2D o AR F5 AW, RS “RNA” R FE R e 70 K “mRNA” , HECHS
“f5 fERNA” H- ELIS K PT s FHDNAYE A = A H 4 A Tk sl 25 9 o P 4 5% o mRNASH 5 0 575
AERIFELX (57 -UTR) A5 1 Bk A Zm i DX RN JERITELX (37 -UTR) - mRNATE AR Fh AIAE AN
A AP o Uit , mRNAE FHDNABIAR I 1 A SNFE 35 7 A= o AR A R HHIR— A STt 7 58
HH, RNATE i RN SRl A 2 5 R AT o RONEE S 5 PR BOR N RV R « A, 5 2 AR AN
53R S AT RS

[0127]  ARPEA K B, PIARSE TS B S AR RNAT RS PEAT BRI RCR a0, nlal ik B AaE (e
P FHAN/ BB m RNABH 80 19— Fhik B 22 P 1 R A RNARSE (I B FLRIE . Ol T4
FRPEAC & B FHAORNAR 258, FTAE X (BIgmbt Ay ek iUk e A O R 41) Y, A e it
FEASPAL Fir ek IR B A T e A R 0 B B T B LASE GO B A I B2 rmmRNAKS
TEVEFF AT AL, IR s A gn e b O B

[0128]  F AR BHH A FHIRNAIY b N SCH, KRB “IB ™ B AR RNAI A R SR A AL T ik
RNAFP R TAT IS 4 o

[0129]  FEA A — A58 77 26, AR s A& B T U RNAAS AT R INETR)5 - — BT
FBRXAEERIA NG5 - = RlR AT Al 1 PRI FERNACK 52«

[0130] AR Ak BHIRNAR] B3 B A AL R LA e RS VE AN/ sk AR An i &5
VE AN, AE NS00 7 S, AEAR S AL I FRRNAH , 5 - FHBE a3 o0 ol e 4 (i
sea) B A B RN , A — AN ST )T S AR IR A A B I RNA R (R iR
T e e e (it 5e4) BN IR .

[0131]  FE—/NSftE 5 vk, ROE “B " 10 M AIRNASE L5 - I Bk5 ™ - IE 28 - KRB 5 -
R 248 W T mRNAZF1195 7 - ity I PO 4544 , I FLE s dla AT 1957 257 = iR iREE 5
mRNAZESZ I S H AL IR 8 o AF — I 7 S 12 S AR T - 6 AL o RGE “HAS ™ - 18
SEFRRIRAFAEIIRNAS” -, P 67 - LIS (n'G) o AR B b R Serh , R3E 57 -1 4
P TRNANE £5#97F HL 8 1 DA R AL RNAF/ sl BEERRNABIE (AR5 T-RNAM S,
IR AE RN AN/ B A 2 BB 1105 -IE 2B

[0132]  RNAW] 15 53N o 1A , A A B A il T URNATY 53 AME 1 T L 2 ik g
RIRAEAE I poly (A) Rk E AR5 - 53 -JEFIPELX (UTR) |, 14051 N5 BB RNA 2t DX A
FASEEIUTR,, B0 FH SRR T BR 2 3L R 103 - UTRASH L G 1193 - UTRER i N SR I T Bk

22
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FEP3 -UTRIY— A B2 (WL i) 75 D1, Frih Bk A 2L A Qo2 - BREE 1 ol - BRER
FIB-BREE I, fLikp-BReE 1, EALE AB-BREE

[0133] 5 A A&Hikpoly - AP A IIRNAFHEL , B A AHE o Ly - AJ7 A1 I RNA BE =5 50 6l
P AR5 “poly (A) &7 5l “poly -AJF A7 P S am i (v TRNASY - [193” ity [ BRI 2L (A) TR
JEA), 9T H AR Afiliipoly -AJF 117 FHERNAZY -3t poly -AJF- Al A poly - AT A IASS 0, I
HERA Tpoly-AFFA13 i (BN IIE) MIAZ AN, AR 2 IR AR TR - BEAN, 29120 RSN 1
Kepoly - AFF A P2 AL et I SR R e R AIRNABH G

[0134]  [AItt, 1 H AR B A G W FH I RNA I A2 e MR/ s 353k, Al Lt T8 4 DA
H5poly-AFF SIS AEAE , Firikpoly - A7 Al R BEICE M 1022500, BEAR 6304300, 4% B
655200, H HICHIE 100 = 150 R FH AL « /8 — N U AL LER S0t 75 S 7, poly -AJy
AR 2120 IR AR AL O Tt — D32 M AR AL I I RNAT RS E VRN / sl ek
poly-AFF AT DU AT -

[0135]  JRGERNAMY “FarE 147 P8 MRNAF P2 BT o P2 517 30 Kby Fr0— -5 1
s E PTG TR]  ZEAS AR R SO, RNAI2KE 25 48 R T R RNA TR 1 14 - RNATE) 2 5%
AT RESZMIRNAR “FRIkRFEE 1) o AT TR E A KA I RNAKE K [R) ek

[0136] Y8R, SRR A A H YT R PR AEGRNA T RRUE PR A/ sl a3, I AN RNAEA T2 15
PLTHean I Ar b bg i RNAR RS E AN/ s B8R e D RE

[0137]  ARHEACE it FHAORNASE A T B U 1) o SR FH RS “JE S B L PERNA” 245
7E N FLE) i H 2 A5 S e R Ge N B HORNA,, 55 75 S EE FRAHRIRNART S 10
JS BT IIRNA, iR AHFIRNAT AN [ 2 AN AL T HR AT AR T 5 U HERNA B AR T3
JRVERAB R AR EE o /12— M LE S5 2, i K R AIRNAA Y T 1 [ A e e S AT AL I 4
BHERZ R TN BIRNAFR I 22400 ERNA (dsRNA) (75 G2 U MERNAKR JydE o s I R o
[0138]  y [ alad HF AN B AZ IR T A 15 o B I PERNA B A AR e I P 1 , R il AT
T 2B AR , BB AR AT AIRNA G2 I B AT o 5 A 0 28 A2 I U RNA A S 1
A RPEZRIE ISR « £S5 5 S, S8 IR B 5 A & 23 1%
R A — A B B A IR I e A2 — A 00T S vh , B A% RS 2 B 1 PR s
WE o fE—AEHE S S, B S BRI E 1A% ik H - 3- LR (m3U) 5- AL R
(mo5U) \5- AR 6 - BAIKF  2-fifl-5- B IR 2- I AR (s2U) «4- T AR F
(s4U) A~ T ARABR PR 2 - I ARMBUR T 5 - 35 R (hoBU) 5 -2 M PN BE PR 5 - X AR T
(B, 5 - AR R B 5 - IRARIR TR R - AR (cmobU) RS -2 LR iR (memo5U) 5+
FR LR (embU) 1 - R SRR 5 - R I BE PR (chmbU) 5 - FRELE: FHIL R FH R
(mchmbU) 5~ AL AL AL R T (membU) 5~ AR R IE FH AL - 2 - Fg RJR T (mem5s2U) L5+
AL - 2- I ARUR T (nmbs2U) 5- FHELEUH AL PR (mnmbU) 1 - £ BBIRFF 5 - FH B S FH 3 -
2- WA PRH (mnm5s2U) 5 - FH3E S L - 2- il /R (mnm5se2U) «5- % e FHEL R (nembU)
5- ¥4 AL Z AL IR (emnmbU) 5- 78 FHE L L - 2- it ARJRH (emnmbs2U) 5- ORI R |
1- N EBR IR 5 - 2R FH AL SR (embU)  1- 2Rl R FH SRR 5 - - R H 3 - 2 - AR
JRAF (xmbs2U)  1- A+l AL -4 - B RABPR 5 - FH 2 - 2- Bt AR (mBs2U) + 1- AL - 4- 1K
TIRFT (mlsdy) \4-FifR- 1- AR A 3 - B R A (m3y) 2-fi AR - 1 - R A 1-
- 1-WEAUBRR 2- AR - - - - i RUBOR SR (0) V& BRR 5, 6- ~4UR

23



CN 118161602 A W OB P 19/42 1

5 HE T ZURTT (bD) « 2- AR R 2- I R SRR 2 - HH S IR 2 - FE AR 2 -
4- T AR A V4 - AR SRR 4 - S R - 2- T AR WNT - FRR B R L 3- (B- &2 -3-72
FENE) JRFT (acp3U) V1-FHEE-3- (B3-S B -3- FREL PN AD) (UK FF (acp3y) 5- (it
) PR (inmb5U) 5- (b L2 D) -2- B ARURH (inmbs2U) o~ e RR 27 -0- AL SR
HF (Um) 25,27 -0- I EEFRFF (n5Um) <2 -0- LB PR (ym) < 2-Fift-27 -0- L JR
(s2Um) \5- A LR FE AL - 27 -0 - FH L JR T (membUm) 5-ZA ML L -2 -0 - FHEE R
(nem5Um) 5- 4 FHIE S FH3E-27 -0~ FHIL R (cmnmbUm) 13,27 -0- ZHELRFT (m3Um) 5- (¢
JRAGFEEEL) -2 -0- LR (inm5Um)  1-BRAIRER B .2 -F-Pilb IR 7. 2 -F-JR
27 -OH- PR PR 5- (2- S ZE O 20) JRAFANS - [3- (1-E- NI &AL IR - £ — 1
IR IEHI ST 5 5T, A0 B B MR O SR ISR T () N1 FIEBR T (n'y) 55
FEPRTF °U) B e 1 - SRR T

[0139] AU BRI R BIMAZ T IS 2 - LR Ty

(0]
\N*NH

HO g a
[0140] 0

HO®Y  OH

[0141]  FE—AaTiy S6rb, B S EBIRZ IR AZ H B e — Al 2N R i
Z1% FED2% FED3% E DA% ED5% EDLI0%  FED25% E/D50% EDT5% .
Z/090% E/D95% /D96 % FEDIT % /DI8%  F /99 % 5k 100 % PR T

[0142]  YE{EFHTT RNAZR GBI AN 5% (TVT) A semRNAFATA], B0 FE 5 s M, 1=
T RS T, B BUsERNA (dsRNA) - dsRNAE S 28 M gu A 15 A N il , S3:3K
BT A A o dsSRNART B A i (5 FHJCFLEk 2 FLC- 18T R M- — I kEok (PS-DVB) 2
JEURR S -4 SORHHPLC ARNA (FIARTVT RNA) H B o sl , w3 i g 7k, ol R
MoK fEEd sRNATT A Es sRNAI K14 T (E.coli) RNAERIIT (RNase IITI) , MifiAAIVT RNAHIZG4)
HRIHBRdsRNAVS B4 o B AN, T f T 21 24E 220 R R d sRNA B s sSRNAGT 125 o /5 —> S 7T 46
i FRNAT 25 S5 2 A B, O BLAE Se YrdsRNA S AR 4E M RHEE G 9T HAS 2 s sRNA
SAYEZM B G N R ssRNA S ZHEZM B

[0143] AL TIARTE “KBR” S 5- 55— M BT (B T2 B HERNA) FROAFIE S5 56
T WBTER (B 40dsRNA) IR X 23T, A S8 — W B A — e Sk DS o, LS
YIRS E B D S5 SR, S SRR R Ry S TR S AL DA
R 28 W B A RFE I S8 — P SO AR FA P E BRI 28 Wi & i

[0144] W PIHE S B AT BORAZ IR R 2 15 4

[0145]  F T K A% IR ST ON 2 45 3 40 i vp (1o B B 5 1k B0 48 0 2 5 0 0E IR Jog Ak e
(lipofection) ki fZ%ils « WA o B 27 L5 .

[0146] T8 HIAZIR 5|\ 216 = 4l Fh i AW~ 5 1 B3 45 458 FHDNAFTIRNAZ A o s 25
PRI HICHE S 5569 25 2R s TR 3L PR F N 2T L 209 (B an ) gl it e
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T IR V5 » 29 s R MR T o e a5 SR 2 T B s RIBRATC
T o

(01471 HIT-RiAXER 5I N2 i LA oL T B il vk o ik &, lin ko 12 5
Wy A TR Bk AT IR B A & , 8K A0l SRR TR & R A i »
R A P NI P 328 15 2805 10 40 e JIe 4k A R AR sk (B, A TR A /N (membrane
vesicle)) o IXAFAI AR A e AN e HISE ACierh 2 HF

[0148]  “Jpty” S HRAE B A E AR H IR S st e I 2 R P AU I A= W R b, AL PR v
R AR e A FRAE T 6 e o — BB B S RN 7 2 B [ R o DXL, AR 4
Hsl HA AR P i A FPAZIR I R GR35 7 A2 L 0T, MIAZ PR G B 1 o
(01491 ARIEAL I, ARGE “FRIK” DA e — e S I H A = LERNAN/ BRI E 2 1K
1 QA o 2 S/ i B DT RNA, R “FRak” Bl BRI R i B AR IR 2 Ik ik
FEAZIRIN A3 Feik o HEAh, FRIK T LG B A slAG E 1 o

(01501 FEACKIIIY b I SCrh, AR s 10 B PR DNAFF A1 R 20 485 L SR BCRNAT
R B, PR RNABHZE B AR 5T o AR AR, R o™ gl “UR MR o™ R “f
GRS U5 R AL e 1 i O AR IO A e AR A8 e R S5 BCRNA (R 52mRNA)
O R o DCIEHD, T B 2R L T A B o) o JX 2 T A 28 Al o T R D o A H.
ARIEACK AT “ B Fir i ez o AR A, AR I P 6 FH O RNADIC 26 D 7R TP SRR RNA
(IVT-RNA) Ff HL AT 3 o 7 I DNABAR ) A INFE SRRAT o P4 ) SR 6 5 3 T A AT
RNAZE ST 51 - RNAZE S g ) AR S T7  T3ISP6. RNAZR g o (et it , AR A
RPN S I TT RSP JH 1435 o TR SMAZ SR O DNAR i M i i Se AR IR (5 B2
cDNA) , HRFIL SINZI FIFAARSNA SR A il A A P ORIRAT o cDNA T 2t 1 RNAR A SRORARAT
(01511 ARYEAA I AR “BHIE” 10 M A A i R, 1 2o B2, {5 BERNAR S AR
FRERFF AR A KB 2K

[0152]  ARIEALH], L se gk El s F BTHUAZIR (BIAIRNA) — H s A S 5
N (RPEERE ) B gnfarh, WIS B ke e A Bk, Firid i i) 748 RSN EOn
G AN PTAEANIE (BN 5T A B iR ) Sk g ikl A ot 193 i g il
ORKECER ot B PR AR Rk

(01531 ARYAL I , RAEA] AN LR AR R FR ™ sl ZRAPAR TG A A S ] 48 filf
H, I S T RPE IR E 2 B AT AR (Qn AR A7 A2 T8 2 BRSO ad , fek e gt
FIRERIR A A piridk Ik 221K o

(01541 RFEMIUR “BeAE”  “5IN" L HeGE” Bl 3 A A ] L, 5 HLA MR AZ IR
(R A& MR R IR AZIR (BATRNA) ) 5T\ B4 o AR A K B, 4 i m] A7 £ TR h el fk
L BT, AR RTIE prs B  ELAURY BRI ) — 800 AR FE AR I, S T LU i ek
FERE Y o X T — BB R H , AR Gt (e B DO i IR sl 8 1o Hh T e
R SN RIS T AN G BB R AL, DI SN RAZIR R 1 1o A 22 53 SRR sl e
Pt o SEVFAZIRE DY (episomal) I HERYZRAE A ARG T ARREIIER - AiRAs B G
IR S b R B AEAm M H T Am i R AL, WU AR RRUE (AR - T RERNARE SL 2125
AN Zeis EL g 2 F b

(01551 ARIEAAI, R I 2 AR AR, B2 B 22 (3 el 24,
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LA S 2 A, 6 Dl 2 A, 8 sl B 24 i 104 sk B2 A, e 1 3l B
2 L6 R A k21 s B 24T H 2 2 {0168.10.20.30.405507, Kl 2
100/ o IR B B 1 AR

[0156]  Rif “f5 A o e F KK, BRZ IR, e 2 58 B3 2 1100 S AR AR A K, (H
T ARIE IR L AN G A BT 2 ) SR HAEASC AR T fili ]

[0157] A% A R AmIK 8 BTk S IR 3 41 (B AN A HR Bk (19 H S i) 1 A4
[0158]  HTACL AN H 1Y, 350 7 2 “AE R fu FE e SR N A A S B BRIN IIAE 1
SAFERIN AT AT/ s A TR A

[0159] SRR N ARG /LR S AR T Y FR RN SRS B A Bl 2420 55 - AE L
AN IR T YRGS T Bk 2 SRR TR I\ B 5 R 7 41 Fh 1 E
TENL R AEE R AT BEA RN TS Y 05 e P S 10

[0160]  SASLFRIS IR MACEL B — A ek BH 228 R (1 411.2.3.5.10.20.30. 505 BHZ A
SAHER) 12 55 -/ SR 5L - Rt &1k

[0161]  SLRFRER AR IIRFIEAE T T A KB — ek B 2SR, 9 dn a1, 2.3
5.10.20.30.505k B 22 SR o il A A8 1 B AT AR 67 B o A 1 N A/ 5 o
PRI Z SRR AR AR AR N M1/ 2 Oty R AR AR

[0162] SR AL AR IVRFIEAE T A 0 22 /D — AR 0 B D — N IR B
NFAL B A B AL 2R 7 2 Fh A R R 1 Bl Ik 2 TRl R SR SF Az B A A T8 1 A/
SR U SR T AT S OURF MR I At S BRI A o A i M, 25 B A R IR R R R (e IR
SRR, BPSADHHT FL A sl ANHY FE AT 1) 2 SRR ) 8 o PR S S S ER AR (b S L
ARSI S R IR SR e Hp — PRI AR o« RORAEAE I S SRR 73 DA 5 - BR MR 2 A TR (R
KGR AR MR S AR iR G 2R A SR AR AR (N 2R AR 7
SR 0 SR T SR 2R PN 24 TR TP R €8 SR AT FEL Ay A I S TR CH %R
R A Sl T IR 22 28R TR T 2R o I, IR SR € S TR I S R
BeFLF > SN AR

[0163] Pt 25 € S 3R 3 A S E AT iR 45 8 S 3R 7 41 2 AR AR I S FE R - 41 2 T
AR (e ] — 1) FRBER R 257D 2960 % 65 % < T0% 80 % 81 % 82 % 83 % 84 % 85 % -
86 % 87 % 88 % 89 % 90 % 91 % .92 % 93 % 94 % 95 % 96 % 97 % 98 % 5k 99 % - L e
WX A S SRR X 34 AR E B [l — PR, PIT iR S 3R FRIX 3 225 S SR - A1 2
KERZEDA10% D ZAI20% F/DAI30% E/DA140% BV 250 % /D AI60% /D
2370% ZE /D 2180 % & /D 2190 % 5k 21100 % o AN, W52 S Bk 5 41 FH 200 = L R 21
B, et T2 /D 24520 /D 24540 . F /D 24160 F /024180 F /D £J100. T /D 4120 F /D 4
140, 2 /025160 /D £)1808, 29200 4R (1 E S22 5L R 46 AR A B [F] —PERE B
et T 2080, F /0100, & /0120, /D150, FE /0180 F /02005, % /D 250 M s LRI Fr
B AR A B[] — PR AR T o £F — B8Rk 50T S8, N T 2 B S R I A B KR4
RN Bk [R]— PR AR o AT R ARSI, 2 A0 TR T T #E e 5 IAREL M (e e 41 5] —
VB LB, e it T AR 5 A EeoS , B an i AL ign, (o FHARHE R B, L 2EEMBOSS : needle,
Matrix:Blosum62,Gap Open 10.0,Gap Extend 0.5,

[0164]  “Fr AR FomAl A sl R IR S B TR B0 S B BRI F1 47 b o A LR 7
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A 2 TAIR “Fe A [ml— R Fom e 41 2 TARIRI R S BRI 47 L

[0165]  RIE “9% [F] 1" 5 AE R B 8 A L B AN e 41 2 TR] R dne B L o HRAR AT
RAEMIREN Ao, op prk i be g shge k2210, I BRI AN 7 41 2 TRNR 28 7 AT A
JE AN BEANK R F LA, 0 B S22 AL RREb 7 21 ] DLAS S as sk ik S PASR
TR A1 2 TR SR LR NS o AN P2 4 1 P e 1o DX Bk “Lh A ™ A e Lb o 2
JE EE Rk e A1) Sk A T VA S8 58 0 B 810 10 SR X3k o T B e R i (B PN T 3287, K
FAE BT SmithHfiWaterman, 1981, Ads App.Math.2, 4821 fa ¥ Ja ik 58 vk A5 Bh T
Neddleman#IWunsch, 1970, J.Mol.Biol .48, 443 fmEB ] J5 i 5 L M B T-Pearsonfll
Lipman,1988,Proc.Nat]l Acad.Sci.USA 85, 2444ffAIAMEAS R0k , ok 45 BT F A ik
SRS AUREE R (Wisconsin Genetics Software Package,Genetics Computer Group,
575 Science Drive,Madison,Wis.H1[XJGAP.BESTFIT.FASTA.BLAST P.BLAST NAITFASTA)
KT,

[0166]  F4rEb[Al—VEan R BE RFLL T 20T R AR R 2 1% 3 Rz g H R DA
FITLb A B A H |, ITR2.45 Rk L 100,

[0167]  RIFA W], RIS 7 7 R B /D040 %, FEALE D50 % 2 /D60% £ 7D
70% « %/080% « 2 /090 % I H A 1E /095 % 2 /D098 % 1 22 /199 % [ S FEFR IR LA — 1k
[0168]  FRITA KW, SRR 7 A1) Kk 28 1 B Az A B B3y ak—3s o0 e oy A LA
FLP SRR T RO S BB 21 IR sl 22 1 B Thise ek, B e s Dhae b S5 I o 15— ST 56
SR T A1 R R A B AR AR B 5 550 0 B 5 L SRR T i S B 1
KR A P ey B A A A — 507 v, DhRe R e e

[0169] AL HHAFEASC R AT R IR sk 2 B TR AR, S FORE SR AN “88 1 o A e o
FRIEA AW, 28 1 BORUR I “ArAE97 s  E BOMIIR I 231 3 o XA B e G AT (L
S, I HARE S5 8 A B g S AT 73— (G anbr /KA 1 TR A/ sk 28 1 Bk i
(BN Bl 2 A R e TR SR/ Sl AR I o AF — N S0 5 SR, 8 1 sk IR “RT A= Cu 75 Hhop
Bl S BERR AL e R BRI R I IR S AT AR S
NPRIP /B PR R KR DT R a2 B huA sk 5 5 AN gu Bl AR 55 515 21 L 2842 1
A o AR “TT R TR A 2 Bl 8 3 SR M BT A DB PR 55 Rl o A et , 284811
KA E R e MR/ B mn 1 e B Btk

[0170]  ARPEA L], RAE SRIRT BRI E AR, Bl B E 7 WA T H AR T 1
MR AR AR 1) W AR R EEREAZIR 741 OUERRRE 21X 380 ifs oL 1, “k
PRT R B SRR A S AR 7 A slAZ IR 7 4 R T FC T £ ) S B R e A1 AR e 4
(01711 R “iifiin” sk “fiF F= 4™ Pl se R A , B AR IBCR =5 An i N 20 2 (9] 20
Y A Bkt S Y D) 10 H A8 SE SR 4n i o SE B An e AR e b 2 A A A7 S04 (viable
cell) , BN HA T HAE F AU ThARIOTE 40 o (e, AR BEAS A BH , BT iR ATEDS K AT FH AR
TR A Bl G AT AT A0 o AR B A G IH , ARG “AN” A R8I AZ 40 (BN, KIZFT ) BT
KA (5 an, B EE4miE  BARE - CHO4R G « COSHNIL K56 241 it \HEK29 341 it \ HELAZ D  Fis £
AR i) ANEAZRR AN AT a0 N AEAE s () AR S H oA (1) TR B E A Bk
Fhak (111) 484 2075 = 4R L IR 20 ak 2 b fRDNAHD o R B e FLEh M4 is , il ansk B/
B BT L AR AN RSO A - g PR T R R A 2RI HL ARG A n i A4 i
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[0172]  fEAERR (BIANC TIAZRR L AL AN e 2550 Fh i Az TR dm A Kk 2 11 e
[0173]  RaE “P 1Y @4 AR E SR I 2 o AE AR BN — AN 500607 7, 12 KE
LEGBEN Z G DL N, A8 ok G 7 5 Hr bR B A e e ok 5, 345, I LRI pirdk bt
AR PR IR AT 3 o ettt , vl B S B 4uf o 4t

[0174]  ARSCHE I “o3 B0 B AR fR A AN Hifth sy 1 (B = A4 5o) (1943
<

[0175]  YEACK AR bR SCHRTE “HE4H” e il A o il ok b, A A % I
B NSO “EEAN SR (BN AR ERAZTIR) A& RIRATAERT -

[0176]  ASCHVEE FHARTE “RIRAAAEI” & T8 G A] WL F AR B i s o il an , /742 1
AEPPR (G35 E5) HORTRT AN B 2R R IR FR 43 2 1 HRAE 5286 v\ T A BB IR Ik ez
FRIE RIRAFAE

[0177]  ARGEBIA “We/ N TR sl “BRART 28 S 5 AR 7K A ade 245 % Bl B R 10 % 1k
FER 20 % ol K, B 1 2450 % ul BE K, I e et 2R 75 % sl BRI S AR AT 1 g
RSS2/ N2V (1 o) e 7 NI e e 141 = 1 7 [ANERE =8 8 7 NIl R

[0178]  AGBEFI N B “Hnm” et R w8k B S U0 K S A K AR
5% B K10 % i B R 20 % B R, 50 % iR K75 % Bl B K L 100 % Bk HE K 200 % 5K
B E 500 % Bl BRI AR SO AE ] o X EEARTE P M N Z Bl A n] I s A rT A 7K
SR B et oS TR TRl AT B AT AS A KA o B X R
THIA ] R A AR RR = B et RIS 5 2 AR — /K, I FLAE R = B (et
R e T2 7K B

(01791 ASCH Tk 1 25 7 20 S0 m] -3 2L 28 b i e 5 B 2 LATR I sl Tk
S R B 5 1 R, AR PR g 25 IR AL S ] R Y BB H BB i 4,
Il E S o B IR AEAE TAAAE S 1A B B e 7 5 o ARSEAC A A , a6 S5 ] 2
BE A S PUR B  R BEE B S ks B AR IR E 2 IR A E R B HERNA

[0180]  JRiE “Pi” se Fra M MR B AT 5 8 175 L o P00 1 5 A AR 5 R SE R AR AT ARALE
AASIRR FHRAE o 5 AT FHAS K H T ANTERIR IR 225 1 , B Qe , sl H T
RS DD BEREAT 5 I, 19140 F B e 6T\, Y™ 10 B0 ) T2 145 5 R s AR
PR ~ DOAERRAT Vi o AL 2 (R E A T a S 2  ARE IREE 1) DL TR AR A R 0
LR T2 B L i A I B A5 SRR T  Z5 Sk A AR R A IE AT
DA S FNID AR AR AR T8 55— 2815 00 M AT T 05— 26 H 1y, X S nT g A 2 n)
DX 286 50 o 59 18 iy ANNAE B 1 FLIEAE 175 S8 s M AN, PRA S 1 2558908 IO TS M
22 AT S AMANT A TR B TE AR AR ARIE A & B, RAE PR 48 B S 55 -
[0181]  ARIEAL IHRRA IR CLe 2 & A Sk S B S AR .

[0182]  Ruf “H Sy e ok “H D B R A2 35 S AN L B Sy A2 SR Le ooy 7 A
T e e (B R 50 N B TR/ RE « A TE UL, 005 R a1 HA RPN I
PR AR B SRR I B A SNSRI BB L RE A « B S S Redis il 4y
R E BRI — A as B RIS (B an A i 24 AN e e i FEUIR R 28) DA M | B i
eI MR VT 2 AL B BB (BN, ARG MELLBEARIE) 314N, A 2 R AL
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TYR AT Bl SR A 5 8 1 e 42 21 2R 5 TS o X B RS L R SE AR BT . L 5 %
P I S A EAPR T3 42955 (Addision’ disease) <BEFS ERELMESAE K  H S ket
%« Sy o i VR 8 L v 2 B (Crohn’ s disease) VRS (I JEFEAN R MR
KAARIE (epidermolysis bullosa) JBffSE % VB /NEKE & A& E RIE (Graves’
disease) .5 =-N LA 1E (Guillain-Barr syndrome) W54 (Hashimoto’s disease) .
I PERA I ARG MELLBERIE 20 A M BRSO B K A 28
B E T 28 &5 VB B2« T ERZE51E (Sjogren’s syndrome) AL K17
(spondyloarthropathies) R 58 < U %8 « A REBOK I OEPESR L ooz a5 i %
ANTADRE PRI S o

[0183] DL N2 RS e By R AHSC IO B U A1 3% o ok F X St i e A7 n] B4 A
FRIEALZ IR B8 H Sl iy Beaki s A S uitalo sy Be 2 TRk Ek 2 ik

[0184]  Z G VEMEAY (MS) / (+BIHBIEAE (SCEGVE 1 B e VR E5 6 ¢ (experimental
autoimmune encephalomyelitis)))

[0185]  MSHH AT ARIMfwt H S Bl S AEHE B PU s & oo B A T i B 4n i sk I 4t
I B i B ALy, AN BE AR 4 1 (myelin basic protein,MBP) (il#n,
MBP84-102.MBP83-99.MBP13-32.MBP144-163.MBP143-168.MBP151-170) &5 H IR i1 H
(PLP) (I4NPLP139-151) JHEHH DI 4H i 1 (MOG) BEFAHSCHE 5 1 (MAG) - i #5AH
/DRI AR 2 11 (MOBP) \CNPase (27,3 -IRZH RS - W FR —FiHR) +S100B4E 1171
SETERERH , N TARSE A W N R A A o

[0186]  JS M EITT 4 (RA)

[0187]  RAHP AT R UE H S ol s TTARLRE A N BCR B 8 1 - 39 RN S B 1 SR N
(aggrecan)Gl,

[0188]  1HUNEIRIF

[01891 1 ZRLHH FR o5 Fh W BRI {5 2t FI & Bl 4 I 0 32 e 0 32 il 1 U IR I A2 il 65
(GAD65) JHR ) 2 AR 1112 (TA-2) JHS R AHOCEE 1A 2B (TA-2p) B 4ifie B S Hulit
(1SP) glima 38 BRSNS (1CAGY) p52 FFEEZIKS (ZnT8) R4S Sk AT
6 - ISR RV 3 AH S 1 (islet-specific glucose-6-phosphatase catalytic
subunit-related protein, IGRP) FIIREERIEE [ (chromogranin)A.

01901  HHEALIC S

(01911 eI /b TR ek B €U FEnAChR \MuSKHMILRP4 .

[0192] 7RG HH 2 R T 9 40MS \RA  TAURE RS « EREILIC 77« IBDAIER S5 Hh 1) FoAth
A St R — S8 AT A1 ) DA KRS 2 A1 FAth B St ©L A0 H B
H L TR A I B0R TE AR HGR o AL W8 75 R il TR SR A2 153 2 AT AT XA R e I AT 2
o

[0193]  RiE“5H [ SHusAHICHIPESNE" 5k U & B St ps” 24500 & 3 S Hu T
T , BIANLAET N H S sk H Bt 2 20 o5 SN 2 A7 J9RFIE 0 o
[0194] R U897 5k VI IR TT” W0 MOSGE MM II TEBEIR AN/ sl K (B2 =) Mz ap
HEATIETT iR I 7 AT THER AR R , B BRI 2 A A s 1 & A2, A sl st >
PR I R A AR AR HR e R P el P B AR B, R/ sl B AP L i R sl AT B
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AR A -

[0195]  RGE “TiphMEia sy sk “Wiay7" 1 M 5 A A A CRF B AL T 255 AR 2 Hh
(/) HB L9 A AR AR IR T o RS “TRELPEIG FY” ok “TRBLIGTY” AR A R Al B
iR

[0196]  “4bT 2 H” BFR S — AL , B % e oy FUE RO B ) LR B g LR
G (BIERED o 4, B EAT 2k i FE A 0 N S8 A A5 U2 R A 42, R
FERIRT G AT RS A0

[0197]  RiE “PRN” 3 SO GG Ot

[0198]  RiE “MA” ki W57 U0 MBS R B2 L ah « B, A A B 1 N ST
FLEhPE A AR AN RS KIFemFL s, 1) i 45 A L 38 08 S5 SRR = T))
W, A/ INER S ER S 9 KRR S5 s DA BRI R Bl , (91 ansh W B i s o« R0 “S 57 3808 S A E
LS HESY , BIAS25 CRERIE KB, A% ViSRS k) |, IF I K £ 28 (Rl e 7ot
i, aneEta sl ) o ASCHRE R TE “Sh” I8 E3E A ot , Aok “FBE 10 M B
(NS

[0199]  RE “FAR” TR R8T [F]— X LA R4 a0, “EARFEAE” e fE kIR T
[l —X BRI 2 lms B RS « XA A e A A, RS EA Tk T bk, 15 S
HHEF-

[0200] R “[RI RS AAR” TR s T AE R R AN R AR AR =4 o S 7 — ek R
2 FE R BEAL R A DRASARIFTIS B A B 2 AR L A2 R R SRR

[0201]  RGE “[RI 3R T ki T H A AR IR 2 R AR Akl 20 21 (R RN 9ROBU G sl
I AZ i AR B A0 20 AT =R

[0202] R “Sil” F-ik 1 2 A F TR S5 glan , f— A MR B B R 12
B AAL B IRAAE o l PRE SR IR TR AT i 5 2 AN SRR R 2R A

[0203] A TR R 2570 AT LA LMTEAT Gk 1) 25 G TE 2 - RGE “2Wndl &7
W KA ORIT A R L SR R IR, e 5 25 7] (91 an 2z h s 5 Jag 30 Ak 739 s
F) i o BT iR 25 20 S m] Tk R ik 254 A it T Ak iR Ty sl T s ok
JIRE « 9 A A ARSI FR AR R 25l 29 Al A ] fes el s S VR T o

[0204]  RiE “f BRI 2 4556 TG 7 A 30 2551 LTS 2550 A e 5 ) iz o A 1
ANRIR NI B A A T AR IR A A, st 11 2 B 1 AN T A T

[0205]  RE “Jl7 B ANt 1™ S 45T TR T A 38010 25 77 DA AT 25550 1 5 1 A0 14 1 4
T T E FE kN e B2 S S B2 N e FH ek sk R B, (AR T 1t

[0206] A& BHI S b et e dhdt— 2P e AR B e B I AL S AR e REAIA L
G IR Z K, AT 2 1 i S e i S M sk s o R il A S IAZ TR (5 41RNA)
5 PR G B PERNA (91 4T ik FORNA) TR AR B 5 . o el ST e B
AL KR FB (TGF-B) AR 10 (IL 10) AN ZH IR AARSE DU (IL-1RA) - A4 (IL-4) |
27 (IL-27) VA 335 (IL-35) R HAESE T - Bk L (PD L1) i SR TN L1
fid & (ICOSL) \B7-H4.CD39.CD73.FAS FAS-TIL.I5|WE 52, 3- B hNAA 1 (IDO1) 5|k 2, 3- AL
D52 (ID02) LML (ALDHL) /P o i 28 (RALDH) K5 2RI L (ARGL) G2 R
2 (ARG2) A A A (NOS2) FFLEE R (galectin) -1 PFLEEZR -9 NE S HEH
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(semaphorin) 4A KHATATLH G o AN, RSO TR 1) 20 &1 AT A0 5 XA IR S B A AL 51
B G XA I S B R S PAZRR (fFI2TRNA)

(02071 H-HEAL W) 25W2H & W i VA 2 AT 200 A0 m] 24 A1 Tt ] o

[0208]  JRif “25 A 880E” /e i ER Al 5 ) AN 71t — ke ST B8 S N sl TR SUR )
TEIRTTREEBSRITE O T, IR SN AL e M AR R o X AR BB
FFHAR B2 A W sl Do Ik e o 969 750 3T 28 s R, R DL AR Pl i B sl Pl ik
IR AR s IS H R A AR S T il 20 S WA 38 R B TR 7 R E 5 B I ™
HRERL ; ID B MAS IR, B4R IS ERAR D B R/ IR 5 TR 7 R 2 TH] s PR BTG TT
CARSRAFAE I TE) B A 5 AT a8 28 5 A SR ABLER 3= o IR, AR SCOHR il ik 45 5 W e P 71
R 2RI S A AR R 7 B I SO AR RIS HL N, 0T
Fle: (et AN PR B R PO ot P2 12 SR IAT S0 B8 = A )

[0209]  R3E “AI 25 17 248 A5 2920 S Wit I 20 40 A E AR LA R S R e s 1k
(02101 7R & WM 25 EH & W vl B0 2 3k 5% sl o JES 70 8 A AT et HAth v 77 71 0
o, AR I 2540 S W00 By —Fhiadd BE 25 Bm] 24 FH AR SRR 7N/ s 711 o

(02111 ARE WA 5 AL s 20 S Wb A T PR I AT Mo, B an g & 5751 S i
TR AR S 3 S P ) 973 ) LA 2 ) AR el o e

(02121 RAE BB 10 KRR/ sl h 7o e Ah , R BB AR IR I ARk
PRETEY) (solid suspension) F/ s G TR AT E— Pl H 2 M.

[0213] R SR P Rt FH 100 it P — ik B8 25 ol 2 1 [ AR sl oA B 5 751l A
BT ARAE BRI M R IREGE B HLE AL o, B S i 2H 53 2 A LR RS P 2H oy
IR o e, A2 53 S TR, Bl K sl , G ST 0 Wik« s sl e i
U GG AR RS BRI 1) H S o SR AR A KA TR A M H AR T
TEIRPEEAR M 5P

(02141 FHT-7G T Mg A AT 25 FH AR sl M B ) 1l 25 Q000 b o2 25 RN, O ELAE AR T il
Remington’s Pharmaceutical Sciences,Mack Publishing Co. (A.RGennaro edit.1985)
o B A AR 1) S E AR I AR B SRR EE i A R S LR SRR R Ty W RS
PHETE RS IR T A 2R R IR T A 20 I mlt AT AT IR o il AR BRI S B B4
O HHAIK.

(02151 RIBFR AU I T i f A 2577 SRt B 24 P AR B AT sl MR 71 o A
USNbPSE7/E Ehey 7/ RIS Ren VNI (SDSE 2% NN wi 75 B e =l K 2 NN Wi 1 i vl
AT DA AR o ARG RO 0 15 791 < T3 791 S B Ak 91 S A RURT/ el BE VA7 1 I 3G 5 71
(R S A9 0 45 T By W R SR B 49 4 4 4 W S /K FLBE - B I sh FL B (free-flow
lactose) «B-FLIH FKFHATR]  RIRFIE B BUANETHAE PO 5 R e R e 15 FH L 2T
YEZRMNIE T o 5 1 PR T P S A9 A TR R ) R TR P A TR R 6 R HR TR BN L R
B AN AR 25 S B BER B )RR T AR A R B AT o B3 S5 751 1 5451
BRI L L BERR AN R EE AR TR ot i FHT S A AN 571

[0216]  fr— ATty &b Z A EYE KA G KPR S YT i 57 5T,
Eh AT R TR A S IR T A S ITE R T S i v T AR
IR LHE YRR -
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02171 53 DA BRHERLRISS B (I A T304 T 30— 2 G, R AN S B o
R PRI L T

B &35 R

[0218]  [E1: it ] SF 12 IR TR 4% & 1B 3 - RNA L S R e Re A i R0 75 4 4 PR 1R
JAURNER - Jo Ak « XTBALB/ ¢ /N (n=7) JH10ugAF e PELUC. mRNA-LPXigHbk PN 5 I
J& AR FEAE24/ NI 2 JE ST (8) 240 (n=3) (3L CD86Y Fiff#7) < T41Mi B4 Al
NKAHfit Qi CD69 I I ) [ VRS o fEmRNA - LPXy: 5 2IBALB/ ¢ /Nl HP 2 J6 /)N (B)
PEAG LIS TN S o (C) 1l (RPN AR A E A% , KmRNA - LPX 5 218 'C 2508 - RNAIBALB/ ¢
/N (n=4) W 2 562448172/ ININF R A a2 6 Z B VE AR AE « BB 2ok Fin=3J1/1
B/ 4 IF) V- 41 £ SD. LLOD =45 M.

(02191 [&]2 i i £F 4 R AL FE sk HPLCAl {418 g G 2 I PEMOG 35 - 55 mRNA T BE 1 2 52
(Dotblot) 23 HT .« eI ] 205D

[0220]  [&]3: 11 DCIYIMOG35 - 5541 )i 2 26 15 A EAEIW Y 52 o 1 1 AEC57BL/6 /Nl H
MOG35-55-CFA (550K I H %8 2 (B0 RMNZE2R) AT Befh 1 5015 S EAR « /EEAE S
TR ETRMEE 10K, Rl ik 24 22 o HPLCTL 4 M i A E e I PEMOG 35 - 551 mRNA RS
kPN T S IR fr AR o 6 e/ INFR 4252 150mM. NaC L o £t 20~ F 35 (E o n=6 LU Nl /4.
[0221]  [&4 . 101 APCIIMOG35 - 55515 2B 75 ST 7 PR TAH I HG 7 K 0] 4 cel1-
trace-violet (CTV) bricfJThyl.1" 2D2" CD4" THHffuT kLR ZE Thyl.2" C57BL/6XT /N
filo 55 K, 10,2055 40pg 2 ity 00 B I EMOG35 - 55 mRNAN /INFR 3 T s o JT120pg
AE GBI PE JC RS FEmRNAZSEE G HR/INGR o 25— 0T FREH S /%2 150mM NaCl . 4K 2 J5 , 4b3E
NS AT G Thy L. 1 i 30  Bs iR Aok Fn= 3 JU/ NG/ 2L~ 349 (B 2= SD.

[0222]  [¥]5. W 5 S DUR K I Treg OMOG35-55 TARH3H MR /M . (A, B)
P4 E R 25 i EMOG 35 - 551K mRNAXS 2D2 Foxp3-eGFP/NFREA T S s B fa vk (d0,d3,d6,
d9) o I gmht G I PEMOG35 - 55 [ mRNA B A E G & Ji P JC T R mRNAALHEOGS /IR o 28 =0 i
5 HMEZ150mM NaCl o 75 i fir— RmRNAALFE 2 fr4 Kk, /b S6/NFR I 23 HTMOG 35 - 554 5
CD4 4 Foxp3 - eGFPA A (C) o B MALFRAH M4 AR SR FI4E/ NI CTVER
10202 CD4" TR (R &40 $E85 7%, 71 FIMOG35 - 551k 671 5 1 BMDC A fA SN 55 7 2/
I o 2 13 FACS A 2 CTVAR R SR A B 2 4T 5. CRFCTV 4Miisel 1) o AAFIA A L 410
A ANI R AR A BE 17 B o2k Hn= 4LV Nl /41012418 = SDo afi i B
[K 2L ANOVAFNTukey 2 Hi LE BAR 6 1A CD4” Foxp3 4SRN Ze i34t , #+%p<<0.001.
[0223]  [X]6: 11 DCIYIMOG35 - 5541 )i 2 28 15 T XS EAEIW Y 52 o 1 1 AEC57BL/6 /Nl H
MOG35-55-CFA (550 AT H %8 2 (B0 RAZE2R) I T Befh 1= 5015 S EAR « /EEAE S
SR BT RINE10R , B A s PEMOG35 - 55 1KmRNA DL K A E G 5[5 5 5EmRNA: ik
PTG IR f A H 6 /N 252 150mM. NaCL o E s #iR -V ¥9(H o n=6 28 LU/l /41 . 1
1 LR ZRANOVA R Tukeey 25 B P e A 96 1 B3 2H 4 L/ NI i REAE PR3 TR 8 o0 A o T
2 N T AR (AUC) |, 1H AN FIEAEZE & A= 1 2811 5 K ZXANOVA R Tukey 2 F LU A S04 E Gt
PEEATE AL

[0224]  [F7 . /£ FL5ARTY A HH a1 DCIIMOG 35 - 553t it 5218 75 5 X EAE VI 52 o 1 1o A1

32



CN 118161602 A W OB P 28/42 T

C57BL/6/NRHTHIMOG35-55-CFA (BE0K) T H %525 GEORAMEE2K) S T e e 2
5 SFEAE A1/ NUA B LR 2 BAEN- 77 2 I, RE A i G BE I PEMOG35 - 55K mRNALL M Al G fie
JEPE JC SmRNA K PR 3 5 20 5 AAHR o 6 FRVINER 452 150mM. NaCl o Bk o0 1 ¥ on=6
F9 /N /4 o a1 PR ZANOVAFI Tukey 25 5 LU A S0 At A 4 5 L/ INFR A e KEAE P-4
HIGe o34 o (58 FH 2% N T AR (AUC) |, 15 AN FIEAEBE & AR T 281 HL A ZX ANOVA R Tukey %
H LA IS et

[0225]  [&8. 31 DCIY L 5 A2 336 15 SN EAR Y T 52 o a1 £EC57BL/6 /)N i FIMOG35 - 55-CFA
RPN LB FEAE, H HABAEE S 2 5 S TRAZE 10K, £/ N HH20pg ga i E G e i e
MOG35-55/KJmRNARE, 150mM NaCliF{ TACEE « AERR ST 2 Jo 85 16K, NERSZEARHT - £2mRNA
AR /INERAREN AR B, R LA A TR S E B R ZAEAE T, 7EMOG35- 55K A7AE M 5576/ N o 1
dCDAT CD44" TR PN 4RI A T AL (06 CDAOL sk b TAS I Bt ok n=4
S/INERL /A A = SD o A 13 ALK 25 ANOVA R Tukey 2 B U IAS S TEAECDA T TefFAHAEAYSE
o HT, *p=<<0.05.

[0226]  [K]9. AELIGT T AL R/ NEUFIMOG35 - 554 S Th 1 AN Th 1 7400 & 2 A (BB 7R/
H10°K) ol fEC57BL/6/ N H FIMOG35-55-CEATE f TH s Befh 1= 207 SPEAE , 7 HL{FEAE
TR BTRIEEL0R, KN T 20pg G E i & I PEMOG35 - 55 mRNALK 150mM NaCliE4T
AP AEEAEVS T 2 5 S8 L6 RWSGR I AN BE , HRr A AT By SE B I RAFAE [, EMOG35-55
JIRAFAE R AE RSN 506 /NI o SR S 2 1 41 it P A it R - St 23 #rCD4 " TATI TEN y Al
TL-17AFK , FEFSIRN y “RITL-17A" CDA™ TR 43 L o Bk ok A n=4 /Nl
1 V- = SD o 183 B PR ZEANOVA R Tukey 2 B FL B I3 -A G 1145007, #p=<<0.. 05,

[0227]1  [E10: 7 SF12 R BiiR R SR T e i ME (m1Y) F9a s )i 14 (U) mRNAFRAS[H]
MOG35-55-mRNATR A0 i, 9 G SR MM () T A A A it DAL -8 755 o 4 CH 7BL/6 /N Bl 20pg
MOG35-55 mRNA-LPX{RKPN {59 ZI0E f5 AH, FHAE24/ N 2 RO S8 4n i (i CD861Y) I
VIFER) T AINKAIAE GELCDE9MY L HE71R) F AR A o B mRNA - LPXyE: B 2IC57BL/6/)N
B 2 670N, TEA I TFNook Ji o B ik ok i n=3 /N 411~V 220 = SD.

[0228] 112 ARG PEmRNA 5 52 [ P mRNAK AN [FIMOG35 - 55 -mRNAVE, 25 W B i 2258
ST I TRI20FD o Fi 2814 320pg dsRNAFRI100 % [RIBE o

[0229]  [&[12; JEGRE S IEMOG35-55 mRNAYS SATEAEIN 5E 4 A2 o a1 /EC57BL/6 /)N H ]
MOG35-55-CFA (507X I H s Z GEORMIZE2R) I TR L 5075 FEAE . /EEAE S
SR TR 10K, B A EGuEe e (1Y) A9l (U) MOG35- 55/ - mRNAM A Fl 7R
Gk PG BIE 5 AH O /N #2532 150mM. NaCl o £ V- 24{E o n=6 28 /)N
Bt /2 o 13 P DRI ZRANOVA R Tukey 25 HE LU BAG B0 DAl B4 AR U/ INFR IR REAB VA3 T Ze 1193
M7, **p<<0.01,

[0230]  [&13: AR B AT IR BTG e S P 125 PR S S AN R BT
mRNA 2 Ji AL G B 4R O AL AN A A PR - 150 RFCH 7BL/6/NBR 1 0pg SimRNA - LPX ik P 7
SRIRE 5 AR, AR 24/ N 2 JE B 7 b 2R 4 st CD8 611 8 7) ~ TAN I FINK 41 G
1L CD69I)_E VA7) [ AR AS o ZEmRNA - LPXVE B BIC5 7BL/6 /N 2 Ji7 6 /NS 1A 1LY TFNoy
W B FA ok Fin=3 /N 411 P 2 = SD.

[0231] 14 GRS AE T UPEMOG35 - 55[1mRNA - LPXACFEAS S B U - 14:CDA 3 4 ity
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MY 38 . A 250 3. THI10 K FH20ug 4y E 0 B I AEMOG35 - 55 mRNAKG B #IT 45 CH 7BL/6 /N, o
JFH20pgE T8 Ji P JC 0T FEmRNAAL PR /N o 28 0 20 45252 150mM NaClo /55 —K
mRNAKNHE 2 J5 58 13K, Ab Ak INERUHal ik TFN y ELTSpot 43 AR e 48 4RI A 1At 46 41
J BRI 71445 15 (A) |, DA R g nst 25 BEEL TSARSTIMOG35 - 55 - JUk 0185 4 o ) 375 7 r k) 4 i A
- BHNC) o Btk ok A n=425 -G/ 41 ¥4 £ SD.

[0232]  [&]15.: F4h Al Gl EMOG35 - 55/ mRNA - LPXALEE 2 J& , SEHIPE 7> 1 F i A28
0.3 THI10K FH20ug g AF G 2 5 EMOG35 - 551 mRNAKE FR ) 4AC5 7BL/ 6 /5K, o FH20pg JE 90 25
JE P E SRS HAmRNARLFEDGS i/ INFR o (AN, 85— 06T P4 #6572 150mM NaCl o £ 55— K mRNAZLEE 2
JE BB 13K, AL AE/INFRH- A 1 0 A AT A A7 2K L IBITIMOG35 - 55CD4 ™ T JE A i 43+
B R A n=47%5 LN/ A1V 2{E & SD.o i i) FL R ZXANOVA R Tukey 22 Hi Lt
BRI VGGt AT

[0233]  [&]16: F 4D E OBzl EMOG35 - 55/ mRNA - LPX AT T MERE B B ARG 1 IREE 4rifit
[ CNS I o £Ed - LRI 46 Thy 1. 17 2D2 CD4" T4t k5 F5 5 Thyl. 2" C57BL/6/N,
W o {1 FIMOG35-55-CFA (B50%) ATE H i 2 (BEO RIS 2 %) dEA TR Rese i 2 Je I 28
T REENESFEAE, FFAEEAEE 5 2 R SR T RANER 10K, K5/ INFR I 20pg gl 2 32 I PEMOG 35 -
55/1JmRNA \ 20pgE e i M I JemRNA DK 150mM . NaC LB TAMH A U5 5 2 Jm SR 16K, 4
R AR /N R BB B A M Thy 1. 17 CD4™ MOG35- 555 St 40 ffu 1 i it , 146 1)
Trucount ™ & 15 I AR AT E I AR 0 5 SR g3k =40/ N/ 4 1
{1 == SD. 1 13 B [A ZLANOVAFNI Tukey 2 B LU BASIG TR IHIICDA " Tef fANIIAIZE T 04T o
[0234]  [E17: L3R 7 AL PEIM)/INE HIMOG35 - 55455 S PETh LM Th 1 740 it . 25 ATk (BR 7R/ 568
10°K) o3l ZEC57BL/6/NFR 1 FMOG35-55-CFA (B50°K) FIE H %2 2% B0 RFIEE2K) H4T
TRER P E 2D FEAE, I HALEAE T 2 S 58 TR EZE 10K, K/ INFR T 20pg 4 hid G Be it 1
MOG35- 55/ mRNA \ 20pg E 58 S5 M JC JEmRNA SR 150mM . NaC 1374 TAME . AFEAR S S 2 JE 4 16 K
WGRINANAE , T EURr A A A T R R ZRALAAE B, £EMOG35 - 55[IRAF-AE N AE RSN 56
/NS o SR 20 1o 24T A P A PR - S e i e e AR R BrCDAT TARAA IFN y FIIL- 1745
K, HEHFECDA TANMAI TEN ¢ “FIIL- 17A I 45 bb B i ok H n=4 U N /4110~ F 34
{1 2= SD o il 1 B K ZANOVAFI Tukey £ T LU B B A Zi 10 M o

[0235] 18 7F B DR G e I PEMOG35 - 55KE 7 EmRNA - LPXAL R 2 J , £EMOG35 - 557 5
PECDA™ TR - A IS 7 F M 1853 AEC5TBL/6/INEL I FTIMOG35-55-CFA (B50K) AT H
28525 CEORMIEE2R) ST R EEEM L)V FEAE, Hf HALEAETS S 2 J5 S8 TR AMNEE 10K, K
/N T 20pg G G s )i HEMOG 35 - 55 1JmRNA L 20pg A B ST 1 e emRNA B 150mM NaC1 3£ T
SO AE IR B S 22 TG 85 16 9%, NS AN TF] A B ) 4 s L o 208 0 DO R AR S PEMAC S 73
MOG35- 5545 F-1ECDA" TN, i it U S fA S oo i g AT AR A T 2R A3 #hr - Bdm ik
K A n=4 /NG /AT 2E £ SD o i BLER ZXANOVA M Tukey 25 B LU A I0 P -AL Ze 143
o

[0236] 19:PD- 1 FICTLA - 4 2 4E 3 E 0 28 I M mRNAYS SR B U S e 52 i A B o 10l
1 ECSTBL/6/NER H HIMOG35-55-CFA (B50°K) FTTT H I &5 2% GEORFNEE2R) JEA T He s Ffh
FEEFEAE, H HACEAEE T 2 J7 S8 TRHIEE 10K, K/ N 20pg i o RE B 14EMOG 35 - 55
(JmRNAEK 20pg JE G S I emRNA (n=8 /NG /4H) A TACEE o FTIH7TPD - 1k UCTLA - 4BH Wy
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U ERAR N1 TGt FR R b #E 22 mRNAKC R 1 /NG o A 13 H 3 (R R W PP EAE & A o (i
FAEHHZE NTHAR (AUC) |, i A RN A& A= Hh 2811 PR LR ZXANOVA R Tukey 2 i LU AS B B 2t
T .

[0237]  [&]20 .10 1 FHAE G B R B UR 45 e PEmRNAKSFE O 470 5 45 S M i 52475 54 37 T EAR
PRI L (A) TS E s EEPLP 139 - 15 1 mRNA-LPX ()74 7 MRS th B Fiigs St 5 R 2%
fRIUEAEA it 57 o 3 18 ZE S TL/INGL H FHPLP139-151-CFA (B50°K) T H i 2 GEORH2
R) BT TP P 205 FEAE . MEAEE 5 2 J5 S5 TRFIEE 10K Hf , A5 12 X #20pg gt
T eI PEPLP139- 151 mRNADA K AR G e ETCmRNA. 1 v 5 BINE S A . (B) F4mAdf:
TSR U 20 2 FOImRNA - LPX R 7 RS W e Bl s S B Z4EAE R (W 52 o 1 /15K I C57BL/6
FISTL/ JRGFIF 1232 /NG FIMOG35-55PLP139-151PLP178- 191 \MBP84 - 104 IMOBP15- 36 -
CFA (BEOR) M H iz a2 GEORMIZE2R) I TR 1575 FEAE. NEAEE 3 2 J5 287
RAEEL0KRITAG , BE 2 X K 40ug A E R 1 22 2 (7 [FImRNA | 20pg R I PEMOG 35 - 55
mRNAF20pg T E G B U JCoEmRNA i v . R B BIE f A o i H 5 (R o A EAE & 2
BRGNP on=6 58 /NG /4H o (i FHEAE 2% R IAR (AUC) | il sk AN & A th 2%
[ AL LKl ZXANOVA R Tukey 2 FE LU B B E e 1 H0 21

[0238]  [&21 ;a5 | E e e i PEmRNAT 4L PR 1 s DA e | EABRIY rh o Re I i e i
5 5 P mRNA - LPXAC PR P BT 52 1458 7T o a1 /EC5 7BL/6/)8NF H IMOG35-55-CFA (B50%) AT
H %5 2% GEORFNZE2R) A THREEEAN 1 2015 FEAE, JF HALEAES S 2 J5 SR TRMIZE 10K,
BN B pgdE T BE ST IAEMOG35-55 mRNASY B[] 15pg dE S Re i 4EmIL - 10 (A) BkmIL-27 (B)
mRNA A TACF o 4 FR/ NG 4252 Spg AE 6o 2 PEMOG35-55 mRNAYE [F] 1 5pg A 6 58 S M e o
mRNA | 15pg &t T 22 I PR 4R R - I mRNA BK 20pg T 50 32 i P4 JCemRNA o 3 H (e
MPEAEBAR & AE o B R R VY8 on =68 /NG /4H - il FHEAR N 28 N T AR (AUC) , i A
G 42 A £ 11 B K 22 ANOVA R Tukey 2 TR L B A0 e A TE Ze 1 T2 0 Mk

BAEiEAR

[0239]  sTjitafsl

[0240]  SHEfGIL  MORLAT T 15

[0241]  Zh¥y

[0242]  C57BL/6\BALB/c\SJL/JR HF A4/ NGURDK 1 C57BL/6RISTL/ TR §IKIF1 2452/ NRl 4>
HIIE 7722 IENVIGO RMS gmbHANE[E ) Janvier Laboratories. &k EMHC 112 (1-A")
G B N IHAIMOG35 - 55/ T4 A2 /A Thyl. 1" 2D2 TCR MOGHEJEIRC57BL/6/ N, DA K 3
YMIFERE NFoxp3-eGFPfJThyl.1" 2D2 Foxp3-eGFP TCR MOGHEEEINC57BL/6/Nil HiAri
Wa i sman i —+Z05% 15250 2 AR Bt o A8 28N 5286 Hh il AR AP E BIVE RS 2%, I B G
R e K (specific pathogen-free,SPF) 54 1, B/ NRAEEFEBioNTech AG Mainz[l)
PRI o

[0243]  RNAMG EEARMIARS N 55

[0244]  LUC-mRNAJ &SN 3L T-pST1-hAg-CDS-FI-A30LATO BTk - B4, &5 Aokk
HFUTR (hAg) 3 FIJCHAIL00 M HERIpoly (A) FE , AE30/MZ TR 2 Jo A1 45 Sk . LUCK:
TR0 A 3 ok A 2 LN JMOG35-55 . PLP139- 151 PLP178- 191 FIMBP84 - 10444 At AL T
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ARIAN R - B 42 (pST1-hAg-CDS-FI-A30LA70) %t , FF7EMOG35-55.PLP139-151 .PLP178-
19 1AIMBP84 - 10445 741 2 HiT AN 2 J 43 3 3 A rmms ec (opt) AlmmMITD (opt) J741] (pST1 -
hAg-mmsec (opt) ~CDS-mmMITD (opt) -A30LA70) o {ii SEAKAIMHCIZ fi {5 5 (MITD) HOFR IsRS i
e T I APCIH B 23 (Kreiter,S. 28,2007, J. Immunol . 180, 309-318) . Fr A Hil5U )
TEPSIR AT 2 BT AN T S ANVEL 2 T 3L R DA i Bt 52388 o Ut e A g i /D 28
JRE JE A oA 19 (MOG) HLAG DL MK 41 : MOG27 - 63 : SPGKNATGMEVGWYRSPFSRVVHLYRNGKDQDA
EAQP o T/ N B ¥ TR 25 11 IS BT 2 T PLP139- 161, i8N I 1 7N 32 S AL 1 B AP IR 2
# (PLP131-159;: AHSLERVCHCLGKWLGHPDKFVGITYALT) o2& [ IS 5145 1 PLP178- 1918 &y 5 ik
PLP170-199:AVPVYIYENTWTTCQSTAFPSKTSASIGSL , 1 FL&%5 Mifiik a5 11 (MBP) 84- 104155 5 3k
FEMBP76-112 : RTQDENPVVHEFKNIVTPRTPPPSQGKGRGLSLSRES o T+ JImRNATES T 90 28 2 By o
L (s e, L e e DU A1) (pST2 hAg-mmsec (opt) -2 -mmMITD (opt) -2hBg-
A30LATO0) o iR 3L T TR - Z2pST1 -hAg-CDS-F1-A30LATOS BY 1 4t 1/ 210 (mIL-10) Al
AN Z27 (mIL-27) 40K F MmRNA. 1 Kreiter® ,2007 (Cancer
Immunol . Immunother.56,1577-87) itk , @ﬁﬁiﬂ\ﬁ:%ﬁﬁim\lf\o’lgféﬁéfﬁﬂﬁmRNAEHZqu/5'13
A -80°C Mg A7 B &2 it — 25 ] o BT A7 iR FOmRNAS R AR SN SR FHBioNTech RNA
Pharmaceuticals GmbH@F{T,

[0245] = ARG i EmRNA

[0246] 2y 1 = RO AE G U EmRNA , ZE AR INEE SR JTTR] A L - RS BUR AR I A%
TR, Fral HPLC R 214 R AL EE g — 2D 4lift mRNA . X T-HPLCAL Y , 244 | Weissman?,
2013 (Methods Mol Bio.969,43-43) [1/5 %, 3 HJHBAEE38 % 2270 % 125 i BiES TmRNA[R)
Bl o AT A 7 A= I mRNA A T BT 478 1) (A 20 A SORNBIE i3 2432 43 1) LA CRmRNA 20 AT
SEHE .

[0247] Oy 1 = A= Fir RO S B IV PEmRNA, B 1E 8 A% R TN 5%, - L mRNAAN I i
HPLCuk 214k ZALFEE—2E 4y

[0248] 2y [ i 5T HPLC - 2k il £ 4 22 A0 PR R A i 3G A 1 52 i, (i B R HHB 1 1
mRNA (pU-mRNA) , H4z 57 uk A 4252 5 AMNIGHPLCA{Y, (pU-HPLC mRNA) o 4NEL £ R (K AR 4=
AHNZFImRNA .

[0249]  JfJJ-IVT mRNAJTE = HIIBE S 238 AT

[0250] 3 3o BF 15 24 52 0 AT AR SNEE SR« A8 i ) RN HP L C 4l Ak g mRN A ) AU EEmRN A
(dsRNA) o R 1pg A [FIFFImRNARG AR N AL ZINYTRAN. SPCJEE (GE Healthcare) |-, £[4, JFFfife
55 72F14& (SCICONS English and Scientific Consulting) —ioliF & HT-dsRNAFAS I . i
M= Hih N MRHRPH A (Jackson ImmunoResearch) JfHBioRad ChemiDoc X Bt 7434 o
[0251]  RNA-JIR TS A i il 25 Ay 4

[0252] {1 JC PR FIJCRNAPE I 2544 1 il &5 RNA- IR 542 54 (RNA-LPX) o ffi JIJHEPES (10mM) /
EDTA (0. 1mM) JFRNAFHTE 2 1mg/m1 [0 B o 341 . 5M NaCl (5M NaClfi7; Ambion) 8 N2 E
PRARIRNARAZR A 150mM NaClf¥) UK B o J BT IE 2 I , U INFR 8 AR IR L2 I8 Bk, PR
RO BT IERNA- B BUATR A0 (RNA-LPX) |, I e o AERT MIF A 1043 B LA TS AT siRNA - LPX
(Kranz$:2016,Nature. 16,396-401) o A4 /N 20001 RNA- LPXVATR BRIk P 75 5 21/ R
I 5 AN o
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[0253] 4R Hr

[0254] 2y CIIE 40417 (Fluorescence-activated cell sorting,FACS) FZIHIANAANG
WIS H eBiosciencenBD Pharmingen , JHAR B il w0 75 S48 F - Fir RO BoAR an
CD11b.CD11c~CD19.CD25.CD4.CD44.CD40L.CD49b.CD69.CD8.CD86.CDI0.1.Foxp3.ICOS.
IFN vy JIL-17A.Lag-3.PD-1.TIGITHITim-3.

[0255] Kok [ ANFl e B 10 S 4R e 4°C N AN AR IC B 3043 Bl AT IFN y
IL-17AMICDAOLIM £ i PN 4R Al -G 2, K 4ri dnpir ik gt 4 793 B 53 /ME37°C, 5% CO, M AT
FI5MOG35-55 )k R 15ug/ml) BERERH 22 (Monensin) (GolgiStop,BD-Bioscience) FflffiEy
FEFE N RAN RS TR P I TR 826 /NN o AE A T - Sk A 8 (R A7 T B FteFluor®506,
eBioscience) AR bR PGt 2 J5 1 K EHBD Biosciences[JCytofix/Cytoperm
FIPerm/WashZg g, AR il i 7 11 77 2R 4 e T b - Rran e S an i N bofife4°C T~
I A 300050, HFAEFACS /3 M 2 Tl fEPerm/Wash e i /K - 4EBD LSR FortessaiBD FACS
Canto IT FARIFFES, T HIFlow]o 7.6.58kFlow]Jo 10.4(Tree Star) B340 ¥
[0256] X T-4iffi N Foxp3#eta, i FFoxp3%% s (Al - Je 0 2% (b 41 (Thermo Fisher
Scientific) FHATEIEFIEL AL AUMEINA t 2 i, AR s i P S A TR 2P 3R

[0257) il o PUZR A L A JIIMOG 35 - 5545 7 PECD4" TAHINE . MOG35 - 554 - APC- 47 #5114
pMHC TTZRPUEAGK B E 7 DA 5T BN 2 kA% 0% i (National Institutes of Health
Tetramer Core Facility) oKf/INlH4HN A At £ SIMOG35-55 APC-2R &MU S 1A
i A SEADCE AL OO TR BR 4 Ak, 2 0 “Br Sk DC (BMDC) 1) AE") il & 1/)N
I o P i A T A THTAPCHE IR 5 IMACS o 411 AT iR 4l it 5 4m i b sk gm o N ik —id
.

[0258] Sy T i I M i FH T4 0 CD4” MOG35 - 554 - MEAHN 114X (Thy1.1" 2D2 CD4
" T4HfY) |, FHTrucount 4 (BD Biosciences) o {1 1 TR B4 B g T 0, B
F# Trucount ™ i, i 12t i AN AR E 40T A 4%

[02591 RPN AR CRG: (BLT)

[0260]  fifi f]Xenogen IVIS Spectrum{ikN%{% %% (Caliper Life Sciences) WF5TH4N
b E G A mRNA R B350  AE AR S 2 I A LUC - mRNAFRNA - LPX S Be £ b 2 67N
247N 48/ INIF AT 27N, FHD -2 ' 2= I 7KIA R (250u1, 1. 6mg T-PBSH1) (BD Biosciences)
SNRHATL . p FH 5P 2 a , fIIVIS Living Image 4. 08KPR4 >k A IBUNAE S 5RE
TR, Ham i H XK (region of interest,ROI) HIFRPN A=W & ek T, H
b S Ot /B A5 41 (binning) 4 R EEI A 143 B 7035 /N I A= ROk 15
JUITR, 2.5 9% S ambe /A0 S I R s BRI/ NS o R S A B 'E 1 IOLUCTS S R B 4
R G, Horh R g e AR 2T 1 g iR 2L AE Y E O R 5 o I IVIS Living
Image XA AT/ INRUI I 1 o

[0261]  FATEAL 4RI 45 10k (Magnetic activated cell sorting,MACS)

[0262]  iE 1 f FIMACS (Miltenyi Biotec) ARl wi A BH 5 147 FHE L5 B MBURTIRRES
Z5/yEThyl.1" 2D2 TCR MOGHEILIAIC57BL/6/)Niil ek Thyl.17 2D2 Foxp3-eGFP TCR MOGH:HE
IKIC57BL/6/N I Thy .17 2D2 CD4" T {H FHICD4 (L3T4) fickalifbepa” T4mfi.

[0263] {1 JTIHTAPCHSER 1 TMOG35 - 5547 - PEAPC- 28 A [pMHC TTEPUR ARG 1 2 ),
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CD4" MOG35-554 S PE T4 EMACS B 1) o ARl 1 /7 Sl T Bk

[0264]  F8ERIE1IDC (BMDC) 11724

[0265]  MC57BL/6/NER AN B A R PE BUE S (bone marrow, BM) 4R, FF4E37°C M+
B FEMPAERPMT 1640+G1lutaMAX - TH5773E (Gibeo) %75, iR 2 EAb e 510 %
FBS (Biochrom) 1% PIMEZFH100x (Gibco) 1 %MEM NEAA 100x (Gibco) \0.5% 758 % -4 5
% (Gibco) \50uM 2-FiEE L (Life Technologies) A11000U/mli 240N (DC) 734V IA-F-kr
ARl - E N4 - RIER T (granulocyte-macrophage colony-stimulation factor,
GM-CSF) (Peprotech) o {E56K , /:37°C K2 X 10°DC/ml 5M0G35 - 5501k (15u8/mD) FUHF 773
/NFFEREIS STANES TR, EARUN 96 FLAR 20001 75 77 5L

[0266]  {KANTregih T

[0267] Wb TSN Treg I 7T, B CTVARICIN (CellTrace VioletZ/fubbs 7l ¢,
Thermo Fisher Scientific) ¥J#ACD4" 2D25ELE (Thyl. 1) T4 (RFAL3 X 10N 4fi) 5
A mRNAGR R RGN 23 O MICFSEARIL (5uM) €D 2D2-Foxp3 - eGFPERE P 41 A
AR IR Zr2D2 T4 EL B (1:1.2: 1.4 1.8: 1) P THIEFR AR 0R VB3R BB R
FNEEIA, X 2D2-Foxp3 - eGFP/INGUH AR e U PE RN S B I EMOG 35 - 55 mRNALA M E S gge i 14k
JCemRNATIVE K I PR 5 EUME 5 B £ FEIMOG35 - 55 67 A IBMDC (2473 1 5ug /]
MOG35- 551K LRI J 72/ N, il i s A R AT CTVERC A 52D2 . TZRR IR -
[0268] i Ak TANALFE AR P G5 I E

(02691 [ T-HgB o, AR BRI B0 DA, W 5 e CD4” 2D2FE L (Thy 1. 1) T4 ik
FTCTVARIC (CellTrace Violet4RulasiiiX |4, Thermo Fisher Scientific) , tHEOGFELERE
[ FEE200u] PBSHIFOT X 10°AN4f . v FE5T BIRTACSTBL/6 (Thy 1. 27) H252 4/ N rh lE
J5 N RSB R, 110205k 40pug 4 ASMOG35 - 5537 (19 F 452 S PEmRNAXT C57BL/6/ Nk
TT OB W IR N 2252 20pg T E G B I 1 e JEmRNA R 2h/K « TARIEERS 2> f 4K, AbSE/ N
Fi i R AN A BT AR g

[0270] )y T #fiE AEEAR/INER S5 7R AN S5 10K B L HEA TmRNAKL IR > 5 R L i F 5 i rhepa”
MOG35 - 55557 PETARMI AL AR THEA KX HeAnfa oA 53 47, M Thy1.1" 2D2 TCR MOG
fEEERCBTBL/6/ NG5y B5CD4" 2D25EEA (Thy1. 1) T4HJKD, B REMACS 5% SECDALHIKT , - 1)
AR AR (2.5 % SAbE/ A0 IR M K200ul PBSH7E 10X 10°Mfii . v. 7
S EIRIAARCETBL/6 (Thy . 27) 2 AR/ING AN IS AT o 46 55— K, #EC57BL/6/NRUH E 5175
SEAE,

[0271]  ELISA

[0272] i AR AEEL TSANU AR Hht il 125 70 P 5 A 5 76/ INBRU LI FHRNA SR e 2 i 6/ 1N 10
3P ELTSA (PBL) YE47/ )N IEN- o4&l .

[0273] i {17~ F /NS ELISAME 137 £5 (Thermo Fisher Scientific) & & HimRNA
AEFRI) /N RS A ) 45 % 13 WP A7E I Th/Th2/Th9/Th17/Th22 A1 Treg il
FI A -« FF10.5. 10,2055k 100pg/m1 [FIMOG35 - 55K M /INFL4> B IRIIAT S (5 X 10°AN41ff)
(O ER A VR T2/ NN, S BT T IR AR A -

[0274]  IFN vy B0 BE S )5E (enzyme-1linked immune spot assay,ELISpot)

[0275] il THE & v (IFN y) ELISpot#sMIMOG35-558 & TARML AR . /£ 4503 TAI10
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R BN AT U EMOG35 - 55 mRNA L AE G2 I 1 e SemRNA B R /KA T AR P o AE 55 —K
AR 2 JE B3R, 9 B AN IR AL BRER (R B 1 25 B A i B9 o i JTICD4 (L3T4) fkaii I MACS
fCd4" T4 . i FHELISpo t i 7] £ HIMOG35 - 55K Pl 2 T E AT IFN v N 2 i R R T
NI AL o FTTIEN y 5 PRl sk DuiA (Do NELIEN y B4, Mabtech) $£96 fLELISpo t4
(MultiScreenHTS IPJEMR,Merck Millipore) W& . H5E &Rt B 2 5, Yeldktidt
F5 > 10°ANCDA TR 51 X 10°/NMOG35- 550k 71 A% IBMDC (B 15pg/m1) —E Mg .
TEMXS IR, H5CDA" TR S5 TEOC K 571 3 BMDC i & AT 4RI AE37°C I, 5% CO, il
(TR A HR RS IR 16/ NI AN T AE3T°C 15 % CO, I A ZZ AL IIHT- TN y Al HiiA
(BN IFN y A2 Puik Mabtech) W5 5 27N o 1 ZR JHEx trAvidin - g Ve BEFR
(Sigma) iz —HUr ML, TFAERE & 1NN 2 5, 2N IIBCIP/NBTIRAAECH) (Sigma) JFAEL1 %347
Pl AR R BN R K N IS HEIZ AR 0 S N 45 1 F « AEELISpot i i34Y (S6 MacroZy AT
{%;CTL) b A T8t i A
[0276]  EAER5 S A1 FHImRNAKS /NG AL EE
[0277]  £F82E 10 il IR CHTBL/6 /N Fh AR #h 72 10mg /m 1A K IE 1 8542 53 BOFT 14
(Mycobacterium tuberculosis)H37RA (Difco Laboratories) fJCFA (Difcos246 =) HFLIL
[1150png MOG35-551k (5 1% 741 : MEVGWYRSPFSRVVHLYRNGK) 7F EARSEZ T (s.c.) L @hikS:
EAE AE e e M K2 K 2 ha /NI (3. p L) #52150ng 1 HIK R & (List
Biological Laboratories,INC.,Campbell,CA) JARPEVA NARIE, £ ot 5 e85 10
AR/ INRAATFRE A3+ 0, JopNi 5 1, F25K 7T (tone) FEAI; 2, Bl IE SO 52405 3, 547
JEr e 5 4, SE4 e JBRRE 5 5, e TR e a1 o0 A JBRE e s LA K6 , FE SRk AT
[0278] b, AEMEMESTL/ TR/ (810 ) H /L4 52 10mg/m1 UK TG RS54 73 Bk T
FH3TRAMFICFAFPFL{K)200pg PLP139-151J)k (555 5 41 : HSLGKWLGHPDKF) 75 AR s . c.
F TS FEAE AT TR Y KRAMN2 K 2 I, /Nl . p. $552200ng PTX ARG 2508 107>
PR, 7E B i 2 Ja S8 RIT IR R /NS EA TR B AR 53
[0279]  /E2K FIC57BL/6HMISIL/JR (8Z 10 ) HIMELEF 12232 /N b T 250pg IKTE &1
(MOG35-55.PLP139-151.PLP178-191 (5 3L1% 741 :NTWTTCQSTAFPSK) MBP84-104 (L4 7
1) . VHFFKNIVTPRTPPPSQGKGR) \MOBP15-36 (24 FLF% 7 41| : QKFSEHFSTHCCPPFTFLNSKR) ) =251
T3 FEAE R PRI H50pg o KT S P E 4 545 10mg/m1 UK 1) 854257 oA BRH3 TRAT
CRAFR LI ITAE AR . ¢ TS o AE TP RAN2 K 2 I , /N . p . $552200ng. PTX AR
PR AR PR bt , AR BRI 2 e S8 RIT U R IO /N A TR EE AP
[0280] [ i CHTBL/6/INR K PRIV T 1, AR 5 T 2 S B8 7 R AN 10 K I 5l A
BAERFS3 A 1520, ¥/ N 20pg JE S22 S PEMOG35 - 554 AL  20pg S e i 1A JE kS FmRNA
s ER KA TR
[02811  MEAE S 5 55T RANEE 10 KT 44, 55 512 X H20pgdE T2 5 EPLP139- 151 mRNA
BEATSTL/INR R B2 R SR R U EAE TG 7 R 1R T o 4 B/ INER 422 52 20 g = 938 J5 1A DI ST i
mRNA .
[0282]  fr b AEGuRe i 5 2 0 mRNASD I 55 A E i i VR 20 SR AR SR v, JT140ug 4
TG I 25 2 A7 P mRNA (8 1 1 0pg (B3 M A 3 E 50 8 )i P A7 1) mRNA (MOG35-55
PLP139-151.PLP178-191.MBP84-104)) \20pugdE e EMOG35-55 mRNAEK 20pg T E o Re i
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JCIS HEmRNAKL A ZREAE/ N « MEAE TS 32 e 5B T R EE 10K JTA6 , 45 12 X 7 S mRNA
(02831 Jy 1 Iilis{ g5 40 it PRl [ mRNA R e S MEmRNAAL PR AL S VE T, AEEAE S 5 2
J5 557 RN 10K I K Sug 2 A A F G 2 i PEMOG 35 - 551 mRNATE [ 1 5pe 4 A A Jo B A PEmI L -
105kmTL - 27 F)mRNA—C G o 0 /N F2 52 Bug S BE ST HEMOG 35 - 55 mRNAZE ] 1 5pgdE 5%
JiA P JCSmRNA L 1 5pg 2t E G B i AR A - F-FOmRNA R 20pg | G 2 i 14 5mRNA

[0284]  FT-Pir A7 SKHE, A8 15 - ot s A s (2.5 % 5330/ 50 MUK N FFmRNA 1.v.
TG BN f AR

[0285]  HfAckbit

[0286]  {FEAEVES > JH 85710 L4FI17KIN, FIPD-1 (500ug 55— K ALER , 250pg i 240 FE
FEFERMP1-14,BioXcell) 5CTLA-4 (500ug s —RALFE, 250pg [ 240 H , FefE9H10,
BioXcell) FHMrHTHAk [ AL VT B R ik ORI LeG2a AR FR 16, BioXCell) 4L
PEC5TBL/6/ N o R PBS AR 1 . p . Jiti

[0287] [ LNAICNSIZ N4> 55

[0288]  FirA 5L T4 0 M YL R 2 25 FICNS & B 1 s A s i kA 7o iyttt it
FIRFILNH Img/m 1R EEDAN0 . Img/m1 DNARST (DNase 1) ¥ 15438, JFR 576 HPBSIE UL
(1 RIS 18 7 Opum 4T o SR i FE A o A0 MR 1) 5P B b B TET A 248 (IRl SR 2%
Mi: 1g KHCO,18.25¢ NH,CIFEMRAELL 08120001 0.5M EDTAH) o 76 FIPBSHEAT 5 AMBE
VAL 5, FTIVi-Cel 14000114578 (Beckman Coulter) MM T1145

(02891 1 M FNAS#E H 0 2 CNSIR YD , K4 /N SRR - Rompun BRI I 1110 9 %
NaClifad 20 O & JEE « R AN A B 20 RS L DIRk /N, FFAE37°C N AL 35 i gD (1mg/
m1) FIDNAFEI (0. 1mg/ml) [FJPBS++ (5 A E5FIEEYIPBS, Gibco) THL205 BT SR 1 4 41
PN B A PR B HE15m] fal conF HUBE: H I F-Bh B &ML 4l 4R Bt
MHITZEI0R, HEGA BT K P B EE T 70%Percol I If£E30:
37Percol IBBE N3 2 o fin & Percol LBARE H30:37:70% , AL 21k T PA300g 00045 41
2% FCS/PBSHEIFAL T-70% 5537 % Percol 1 Z AW R AN Z 4=, SR m kATt — 2P
G3HT o

[0290] %5 ity At

[0291]  {§i HGraphPad Prism 7#f}: (Graphpad Software,Inc.) VPGt n 21, 4k
B2 TR 3R F Tukey U 5040 56 DAL -F A LE A PR R ZRANOVA o i 115 RS /N
BRI A A= 2% B TR (AUC) X EAE A A= th £ b1 TEL S . p<< 0. 05 1ME B A B A G it
I EVE  %p<0.05,%%p<<0.01,%%xp<<0.001, *skkp=<<0.0001 . A 5K I M AEAR R 11
BHEE & o

[0292]  SZJEA2  AHOCRANMETE (AT E T i PEmRNAFAS ]

(02931 1 43 AFr A e (RO 35 A RN T S e i PR mRNAT M 3638055, X BALB/ ¢ /N
F12JJR TR 51186 220 - mRNA (10pg) ik A7 4 2IHE fr A H o ZERNA-LPXV 5 2 6,24
AFNT 2/ NI aH R N B AG A O R B M, R R NEUR T LCH . AR e i b
mRNAXS /N IEA T TR e Bl 3 B LUC - mRNAT FF S5 B o IR L, AEmRNA G BE 8 Bl 2 J 72/ N
PN TS I B LUCER 1 3515

[0294] AN, GnEITA TR, ARS8 I mRNAK /N SR T e B B i S 80 b s D e
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- AOCDSE IR 41U | [RICD697% A 15 AR FR AT B/ INSRASEE 13 o £ FHAE Go e I LUC -
mRNAGLEERE R /N, AEmRNA G35 e 2 e 6 /NI AR AE I A 21 TFNa (B 1B) o
[0295]  SZJEAA3 : A s i PEmRNAI) ZRAE

[0296]  {i FH=|E e S I mRNAKE A TE B AR U 1B 18 22 R SR A AR PR AT 767 B F vh
P 2B A TR iE . CR I, K1 - BRI T N ZImRNAFR ] 345 41 i A ) & 5T
TR I AR AL sh P 4n i & v DA R INERR PN T mRNATR) G 58 B PE (Andries®F,2015, ]
Control Release.217,337-344) o i XN 15¢ P BEAR H T mRNARE E PN AR To 1 VEESZARFT R i
[ S 5L T 2 IE L IIBE T3R5 (Andries®s, 2015) o AN, 1E RGNS 35 1 a) 4 11 - HH
B R R EAZ RN ZImRNAF , &5 kmRNAfHPLCA Y it — 2 145 T o s ii v ik
T B gahSE A BT mRNAT B (Kariko%F,2011,Nucleic Acids Res.39,
e142) ol T HPLCAEAY, , AEmRNAPRINFE 3 2 Jm BRI 2 (1B EmRNATS 3L, A3 2 A5 T4
2SS AN 1 ImRNA (Kariko®:, 2011) o T4l 284 Hr 4l b FmRNAF B AX
J7 A 4E Z 4kt (PCT/EP2016/059056)

[02971  Jhy T W5 9697 B TImRNASE 75 FLR e AT B B R A, A T A= 43 BTASCRIEBE 5
223253 BT DA PRmRNA T SE R VERNAG RS o R 27~ HY 1 3 1o 2144 25 A0 R s HPLCAli b iy 2tk iR
TS B EMOG35-55 mRNAMYBE R 232 43T o X d sRNA AT R P (M T 250 A E T 43 A [IMOG 35 -
55mRNAZFAE X B HPLCAE Y 2 e A R (55, P HImRNAYEH g 40ng B 5 1pg o X Pl BT F8 il
iR 12X P FImRNARE K R E G5 S P mRNAMFAE , AEEAEARIE Fp m] SEER R (10765 77 7B o £
C57BL/6/NH = 25 FEAE , - AR 5T 2 S B TR 10K, K/ N Tt 2044k 22
ECHPLCIE Al 4 A i R S HEMOG 35 - 55 I E G 82 [ M mRNAEA T AL PR o IX P 4 34 58 4 )
EAEVS T HAHUE (B13) 5T AR R DU R PEmRNATE A TI6 7 MRS b B M S R4
FARFEAE DL B ST i B .

[0298]  SijiEf4 . AF G Rl PEMOG35-55 mRNAFK) G sz Rlos i e S 1 T4 o B (1 ' F
[0299] T HFFFAE G AEMOG35-55 mRNA - LPX [ G ZsHz fl it 45 S 8GH L DCIMOG35- 55
YU R IBA TN, 5T 1 #ETTHE WY /D SR B4 ki £ 111 (MOG) AR5 S M T sZ AR R i 4
SeiECD4” THHJfY (CDAT 2D2 THHJ) (Y195 . ¥ Cell-Trace-Violet (CTV) -FricfyThyl. 1"
MOG35-554F S ECD4" 2D2 TAMJusEF5 5 Thy 1. 2+C57BL/6/ N o 24/ NN 2 I, JHAS Rk i
(10.205%40pgImRNA) [ ZmAEMOG35 - 55 v [1 & i R mRNAXS 1257 A4/ N R dEA T s 2
I H MR 2 54 HMOG35 - 5545 S 44:CD4 " 2D2 TR 35  %of I/ INFR 2257 20pg [ A
TSR U T SmRNA B R 7K o 550t FVINERABLE , 243/ N U E e I PEMOG35 - 55 mRNAZEA T4
PR, 2D2 T4 isE (B4) , =AU 2 4niE (APC) LALERAR 7 B AN I L ga A5 )
JE GBI EmRNAT 5 ZEMOG35 - 55K o L AN, FHAE G5 EMOG35-55 mRNA (Gl 5 M 10 % 40pug
I W/ INRAEA T R R PR B R U R M T R R 2

[0300] St f515 « FHAU 45 S I AR S0 e I M mRNA T T o e e Rl #1146/ NEUrh 75 S R
PETLHIEIIE K

[0301]  Treg /&l 2 M Re N B R 3L At , - HL W <2 75 S AN 4ERE 2 31 521 - st
FH IR RETIF 7T 2o , Tregad Ak 6 AL nl i i I &2 6 H S P i o Be i 52 Rk T elia /gl
FRTAN A SR , 48 H 5 005 ik T 80Red4 AT T41 i (Shevach, E .M.,
2006, Immunity 25,195-201) FEH 3 A 5 ZOLRE  RIRFNE S Treg , LA A 2T
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VRS N AESNE TR o Treg 4R i PR A F SF SN PR TN 3 39 A0 5 (e K5 e AT 1
4 (Sakaguchi,S.%5,2008,Cell 133,775-87)

[0302] [t P e e P AR G B I PR mRN A A T 1) S e e PO AR B T4 il 7 1
HI1EH , © ¥ 2D2-Foxp3-eGFPRl & &5 AL QL 2 Th . LR/ NI TRl o FHAE SR A
TR PEMOG35-55 mRNADA M ARG 82 [ 14 Jo RemRNABR £h 7KW 1X 2o /N R g A7 85 42 S e
(d0.d3+d6F1d9) « FEfix T — R mRNAKMEE > f54 K (d13) P-4, FHIE G2 I PEMOG35 - 55
mRNAXT/INEEAT 1) S 3 2 P S50 NER PR Foxp 3 I T A o FH S B i M B e S e mRNA B
JoRAE T I EmRNAKC R )/ N T R Foxp 3 B s A 19 %, H H G an& b /K AL BRI XS
HE/INER —FERFoxp3BHPEZRAIIHIER (BI5AFIB) .

[0303] 3 sk ARSI E PEAG 5 S IF oxp3 42 75 & FEAHI/E FH (150) o Mk, K42
T FEREFR/INTRUI R CD4 41 it FHCFSERRIC I 5 HICTV A AMPRIC I B 4AMOG35 - 5545 - 14:CD4”
2D2 T4 s DAAS IR A 3]/ 7 2B L B 5 52 7 2/ NI o BRSO, 3k FH ARG 28 I PEMOG 35 - 55
mRNA G RE BRI /NSO S 1 2R A A7/ EMOG35 - 55 Tk 171 2R AU BMDCHI TS I N /-5 2D 23803
TR ST I 77 S AT AR S, P AT AR5 AT A H AT Ve

[0304]  Fi >, xRk BAGHALE AR M4 T APCH PR S 36 - S Ih A M A M T4 i
IR .

[0305]  STJE(I6 : AR BN EAE R FAE G R I EMOG35-55 mRNAGEA TR T M5 M Bl
52N

[0306] T AR A o e i e e e A E S5 R PR mRNAEA T IR mRNA G s 2 ) 2
iy 2 PEAE T, AECBTBL/ 6N R = B U5 FEAE, H HAEDSR T 2 Ja SB TRAES 10 KIN, K5/
FEUH 2R S 10 A S PEMOG 35 - 55 G [ PEmRNA L DA K JF 2 1 G JemRNA S TALEE o 5
CL A AR EDCIE AL AN AT 5 DA S S — R TN B I TR ST Ga A 2 A E o ge i B
K HEmRNAGEA T IO RNA G B B 52 2 BHMT T AR IEAEKAE (K6) , I H.6 HZEmRNAG R Bl
(/INER R A B U/ INRRUR AR 1205999 «

[0307]  [FIH, &Aoo 3 0z A G B R PEmRN AR /N FR A TR A B A AR 47/ N B B T 9
I3, 7T H5/6/NSUA AEEAE (K16) o X 2845 SR B 1 11 AR sl #ADCIIMOG 528 AT {HEAE N, I H.
S AR R 5 S mRNARC BRI sh P A 5 A HO N EAR S S Hikk .

[0308]  JHEAI, fHF5T T B AELK PT I HL/INERGR 21 1 2 21005805 PR3 I, EAESE 15 T AR
I 12F R 1) S UIRSS TR A T AR PR o AB AR 2, W B, A8 T m AL T e i EMOG 35 - 5511
mRNAZE A TRNAGR I Bl 2 i, EAE/INER A AT & AR B EAE ,  H 24 A1 vF43 AR IEAR AT IRk
2 () B A2 vE o3 I AP/ INER , th T st (s gk e 45 1 E o /NBRSU R PR e R 1
53 253, T LR A ARG BT FEINERI A A 2 BAE, i K4y 4« 55 T gmit A %
JPEMOG35 - 55 I mRNAALFE I EAE/INERAHEE , RSB i ME JCIemRNAT VR T P AL HE R 1F
JEEABWRAE I, I & A EAER s 5 R 2 RE BRI R/ INER 2618

[0309] T 5 mRNAANIE 5 5 2 i 52 (143 AR, I HoR 1 g T E R I E DU R 5+
PEMRNAES TmRNA G ZE B P FH i 15 DCIIMOG35 - 55 52 388 S 15 BB 5 Mz T4TJL (Teff) |
{ECHTBL/6/IN H R U5 FEAE , fEPR 75 T 2 Ja 85 TR AN L0 KIS 4 it A T 35 Bt vk
MOG35- 55/ JmRNAACER Zh#) , I HLAE e fmr—RmRNAKNIE 2 J5 6 K, 43 L LN I A5 B8 & Rk
FAN ] #5 B I 4R A AR S FIMOG 35 - 55 IR FEE AX 6 /N, Il fr %S CDAOFE ¢ (CDAOL) Tef £
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W 1o CDAOLAEAE TS . 2 R AE TN _E sk ek , R FHYEMOGHS S P Te £ £4T PR G o
IR TR, HE HAE T 2 B EMOG35-55 mRNA SIS 86 vh F3E s e It Pt R e
mRNAZCFR AL B RS i CDA” TAMMRAOBIR (B 2 AR - AE DD RE /K F A iR, SR &AL
PR HE/INFRAHEE , 28 T4 A E e I EMOG 35 - 55 mRNAAN R K /N R, 4" TN A ki
Mo bR E DI T R - y (IFN y) AR RE R 0 i w2 FE DI A 2R 1 7A (TL-178) (B
9) o X EEHHEFE I FHAE s I EMOG35-55 mRNAZES T mRNAAL B AT 1012 TAn AN Te £ £ 401
I, PR e pEAT.

[0310]  SJit6 157 : mRNAZE X EAEARFE SR 11 52 i)

[0311] IS PR (U) 195 e il MEmRNA 5 A0 51 - FRER R Er 0 AR S RE B mRNA T 415 5
W AR 4E R AlE (mlY) Sl S8 Ha 7R, RIS A G AR EDC 1 ICD86 IR
411 FrICDE9M_F R AL M) LA S TFNay 0 5 BT IS S B B 1 mRNAR s AH S » AR G i i
PEmRNA (20pug m1Y MOG35-55 mRNA) J L35 A7 SEILIG Y, , O FLa ik A8 G 2 i PEmRNA (U
MOG35-55 mRNA) /it Aa e e s (K410) .5ug U mRNA+15pg m1Y mRNA{VE REE20pg U
mRNATE BRI AL, 1120pg m1Y mRNAFR S22V TR R G AN FImRNATE 7110 AH
R AR TR R, 1100 % FAE G I (1Y) mRNASK i 7Rd sRNAFE 5 (1) «
[0312]  y 1 it — 2Lt 50 BT FHmRNAR) £l BN EAEAL BRS04 AR R U mRNATR 54
DAAEHERFSEYEAE o IR, £EC57BL/6/NRH =E Bhi5 SEAE, AR SR 2 S 5B TRMEE 10K
I8 /NER U S M mRNAEA TR o 7592 5286 v, i FH 5 St i T AL S8e v AR IR P R A
PR S e )i PEMOG35-55 mRNAmRNATR 5. 55100 % AE G Re i (m1Y) mRNAANIH], 41
P U 5 e M EmRNAT TR &9 (2. 5pg U+17.5ug m1Y MOG35-55 mRNADL M5ug U+15ug
mlY MOG35-55 mRNA) ASAETEARH PRI A A= H—L28 /N0 A& A= 2801 111100 % s
JRPEmRNASCER (R /INER R (B 12) o X Be 25 SR,y T A 2UAGFREAE , &= G e I ik
(m1Y) mRNASE A

[0313] X ARLEUEA S HEImRNATIELE (L EA T 5 ANKI EL R, FriAmRNAE 18 HPLCAfi{ b
(A&l s HPLCAEAL Y o A 1 3H o A B 1 (B an s iR R (pU) ) A5 ffse
AGUNMRNAZ TR RIS (R fb i B AN ] o AR 2 2E K ) pU - mRNA{TS BAT o2 i i, O
FUshiEE b (DC_Lfrgcpseas 2 F i, BN TARMFINK 41 FICD69 L i) FITFNosy WA 35
FAE 55 FImRNA (U-mRNA) AL AHSC , 1l HPLC 73 4h&liftpU mRNADA 2[5 dsRNA (pU HPLC
mRNA) FH 1EDC B4 TN FINK AR A4 I AL RH 1 TFNa g3 i, Qi 28 Rb BRI FERVINER R
— o XL ZE IR, AR/ INER IR BT, SR 15 PN IVT mRNAZS L4 E
FEmRNAP e I Ve MY, HON AT S 2 7K IR, AR R i PEmRNA (28 JRFHE
I SmRNAZE VA1) S T 275 S H I e HEmRNA o

[0314] S8 : ARSI PEMOG35 - 5545 S PEmRNAF A FE A S Hul s = PECD4 ™ T4
e r MK, (R S 3wl ab/ N CBETAIE (anergic Teell) P34

[0315] AN <2 O 4ERE RIS S B T AE LR T E Fk R gy -1~ (4nepse
B CD40) [JAPCH H B Ul i 8 o A2 3 hEHI2, B s 18 AR R B B mRNARL BE 2 F A
FEAE 10 1 APCI) ) 3oy - Fe M 4R I IR -7 A o AL, ZEmRNAGL PR 2 =7, AE A AT AL )
BN BT APCHN T 9 52336 A G 28 I MEmRNAGR AL (10 2517 o ZE AN AE FL RS S5 00 F 1
TCRZ 5 A EBEA N TP 38, M2 SEUA T T4 o BE (Mueller,D. L., 2010,
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Nat.TImmunol.11,21-7) AHRC , AE2N TR SEAY ], DOBBCR: St dt i s -, H S
BRIy 0 Fk — il X 2hCD4" TANA /LA Thl \ Th2Ek Th1 7 i R 50N 58
R EARAY o S5 b, AR G R R SRS S MEmRNARC R 2 5 2808 TR P = A R e H &
ToFEEIq , KR B 20 1R300 A it 2 ] R 3 BOE ™ B e ik A I A& TR AL R

[0316] T W7 HilaUE A TARR R () 7= A2, T 20pg g E e T EMOG 35 - 55 mRNA L 20
ngdEG eI T FemRNA S 2h /K FE A AL (5503 TAN10K) #J45C5TBL/6/ N, o £F P 2K mRNA T
BeRePh 2 Jo  AEEE 13 R MY B5CD4" T41MiG, I TIFN y ELISpot . 14ARH T T4t AR
GFoEIF HEMOG35 - 551 mRNAKE FE )/ NERAE BT RE S EmRNAGE R 2 5 ASTE BN B IR IR
RIZFTEN y © CDA R TN o

[0317] AR ECEER, FHAFHREIMOG35-55/1K (0,510 20F1100pg) FIHIHICD4" T4
ff148/ Nt AR S B Ath 58 PRI IR 1 (9 4N TNFofIGM - CSF) 4315 , 4Nl i ELTSAYE Il
HRU L (B 14B) oANAE A ES Bl U R 7 PEmRNAKE R 1) /N Bl FPS 00 1) 0 28 4 X =
TL- 10/ 43 Wb , (HAE FHAE G U SemRNAKCEE ) /INER P B R I ] (B 14C) o AR ANAE %
A, ARSI B Th2 40 PR -F- (ANILARNIL-5) [0 i (B A R ) o N B TR R i P
K5 S ERRNARI TL - TOR P~ AR R A T HuURe R PR T4 (Treg) N & T-AL PRI #TS 1L 1Y
U o Treg /& P2 il 2 Mo e B 2 i 2kt CLARE 75 52U TregIVF 2 ANFNEEE, JF HJCH 2
CD25 'Foxp3 FITr 140 RFAEAE T 7= Az 7K IO TL - 10 0 X SR 7 A TAR i 1 B i) B I
RVETZRIIY HERL A3 PR B A I S0

[0318] T #fF 7 AE s I MU S mRNAKL R > J5 TRICDAFE R, AR 5503 THILO K, 1]
20pg E T R GTRE SEMOG35-55 mRNA | 20pg F 025 5 14 I JmRNASK £ /KA C57BL/6/)N
PR E AT 3 A2 S e B o 1k 1 T i Al 5 85 B PEMOG 35 - 55 I mRNAKL R (1) /NI D4
MOG35-55PUZE 4 4iifid I ITIGIT  Tim-3.PD-1HILag- 317k GAR GBI TSI L AL
HR A BE/INRUO JS.CDA 40 F b AT ER AR« 15 T B IR JE SmRNAKL FE A /NFRAHLEE ,
ARG B PSR e PEmRNAEA T H & G R B I B TIGI T Tim- 3. PD- 1 f1Lag- 31y - ¥ (%]
15) .

[0319]  XECFREMIN U5 JCRET 40 AUAHOC . JohE (anergy) A& DREMEJC N B U5k
PR, T HET4u sz Ak (TCR) 22 515 i i CD28EA THLRIBII 45 R (Jenkins M. K. 5,
1987 ,Proc.Natl.Acad.Sci.U.S.A.84,5409-13;Quill,H.&Schwartz,R.H.,1987,
J.Immunol.138,3704-3712; Jenkins,M.K.%5,1990, J. Immunol . 144,16-22) . 54N, BAg k%
T EINANE N 52— TB . TR TA A DhRe L JCis 1, O FLRISE AR A7 e e B 1
B BB PURINABARES A2 (productive) HuE N & AT AR S BRURIRE A F ik e
(1 JCRECDA TR 2 T AL D VAT R TANA , b I P IE 2 B CDA ARt JoREH-4m] H
B (Kalekar,L.A.%,2016,Nat . Immunol .17,304-14) .Lag-3.Tim-3.ICOSPA M TIGITH Y
SR TH N A DA, O HaxXEe sy -1t Rk S TR A S (Anderson, A C.
44,2016, Immunity 44,989-1004) . T | 2 PG 2 AR RER HE 2 5 DhRe ks
IR 5 (Blackburn, S.D. 25,2009, Nat . Immunol.10,29-37) . TIGITA B im o B N JETHH
JEI PR3 , {H R ot BH 1 E DO AR TL - 1243 I AN S S e A 4 X - TL - L0F P 2E I
HE IS+ (Yu, X.%,2009,Nat . Immunol . 10,48-57;Joller,N.%:,2011,
J.Tmmunol.186,1338-1342) o Lag- 345 TAHMIAR A NI TR [ B 7 rp &k 74 4 H]
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(Workman,C.J.%¢,2002,J. Immunol.169,5392-5395;Workman,C.J.&Vignali,D.A.A.,
2003 ,Eur.J.Immunol.33,970-979;Workman,C.J.&Vignali,D.A.A.,2005,]J. Immunol.174,
688-695) .

[0320] AN, B2 b5 o0 1 WIRE P ST 1524 (programmed death lreceptor,PD-1)
AN AR TR 4R AH oS85 9 4 (cytotoxic Tlymphocyte-associated protein 4,CTLA-
4) EHAPEIE -, S 5 0 N E B DR IR AERRSNE [ BYif 52 o LA 1y -l
T AETARM TS AN 13, S S st 20 R8N M 2 o PD1 K HL A (PD-L1FNIPD-L2) 4
W3 R P T4 R S sz 2 TR S S (Keir ,MLEL5F,2008,
Annu.Rev. Immunol.26,677-704) o E0F F EHHli 1 Gosie B 2 s Bk S R AP i i 5 DA 4
P52, Hoe AN F R A 1 52 4 S SRS 310 « i PD- 11 b3, 38087 TR i 7 225
I, IR PR AR A G A2 e e AR T S A

[0321]  Fp A iX SO LA S ARAE S S S vh R 3 TR O E T, O FLIX e 45 - — 28
k= HE B A S 0.

[0322] 51519 : AE P AR AU EAE h G e I BT R S mRNAKE P 2 JEMOG35 - 554 e
CD4" T B HEANRAE

[0323] 5 SEflerh AT g SR —3K, KIS FI9MIMOG35 - 5545 F-CDA " TN i 4k 4mity
FR I R T AR S5 SR H52D2 TCRAE LR/ INFUOMOG35 - 558 -4 Thy 1. 17 CD4" T4
N F2 8 Thy 1. 2" C57BL/6/INU T, FLAE 24/ NI 2 IS AE B2 AR/ INEUH 15 S EAE 10 15 5
A TRMEE ORI, K/ N 20pg 4t F S A2 5P EMOG35 - 55[¥JmRNA L 20pg E oA 51 TS
JemRNABK £ /KA TALFE o 75850 —RmRNAKR R 2 7S K, 43 BN o Kok H X Be 4 41
AT ARSI FMOG35 - 55 A G A6/ N, -t XS Thyl. 17 CD4" T4l 1. Al 16HH AR,
Tt PGt e A I EMOG 35 - 551K ImRNA S BUR AN HMOG35 - 555 - 1:CD4” T4
B AR DDREIKE b, SR BE/NERUAREL , 7 FHEm S E e i PEMOG35 - 55 mRNAKL ) /)N
R AN S BErRCDA” TR WA B /DI TEN y IR 17A(IL-178) (B17) X HE
FRR W, FAET R EMOG35-55 mRNAKLHEImRNA T (H Te f P42l , S 0 Lo 4a i) il
TR IR R

[0324] T 5T DA EE 2 IS I R e ECDA T Y, 3= 5h 5 S EAE, I HLAESH
BT 2 E B TRINEE 10K, FH20pg 4T 9o e i 1EMOG35 - 55/1)mRNA  20pedF S e i Mok
mRNABK ER KA FR )1 o A5 ] (PR 75 5 2 S 85 162K) , il MOG35 - 55U ZE AR B At
FUMRICDA TARM A ARYE S (IS AN Fh Ffr R S5 , [RIFEAEEAEBS B, FRAE S0
I SRR S HEmRNA G T AU RR S P T B2 02 FI R OMOG 35 - 555 S ECDA™ TAIfE 111
SEARHEIESfLag-3.1COS TIGITAITim-3K) LS (BI18A) o R F- 9 it 2 (¥ 4t A
FENLHAnJCa AN G ML R A, A NI (Treg 4RSI 32) ALHI A SR
PR BT R R mRNAAL ERAE o a0 e BHe 1Y, Tre g £ HUlURe S i 52 v & 35 D B
(Sakaguchi,S.%5,1985,J . Exp.Med. 161,72-87) MOG35- 554 ECD4" THAfIIFACS S #T
WS RTregHF 254 4 (B118B) « Joh , HUEURE A e S P mRNAARFR (1) /N M )
Treg#eik /K ERICD69 , B A T B E A o

[03251 e S A0 - I RR A 15 2 T 52 5 S AR T 75 21 , fEEAE[YJmRNA
ACFE I TRIBHIBTPD - 15 CTLA -4 . 5 1 5 TeGA F2H &5 14t 0o 52 I EMOG 35 - 55[F)mRNAAL
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R/ INAHEL , P 75 T 2 S B TR 28 10K I S5 H1PD - 1l biCTLA - 44704l & 1 g E 4
B PEMOG35 - 55[FImRNAFK EAEACFE S HBON EAE fRAP 4 (B119) o 1X W IPD- TRICTLA- 4% T
KINAERE A E SR DU 7 MEmRNAYS S D UURS S i 52 22 OCEE 2, IR PDFICTLA -
AFIBTARSH BT S mRNARE VAT S B0 SRR [ DT R e R mRNAGR A - 5 (R N 52 5 2K
PAETE 112 (i08

[0326] B, FriR R SEEGHTST 1l TR R e A S B B P EmRNAK B R 47t 5 S
M52 5 S IR AT IR T7 7 IR ROV E AR 45 SRR, st e AR T e U mRNAKE R 2 A
A H S o FR A F R N 2 DA BEORAP I AT 0T 1k o AE R IR VA RS2 B AT B 1/ NP
TR SEES R Y ARG I 5 S mRNAKC ER S 30 S5 A8 R i 52 1 G RR AR 7 M T4
75, SEUR DA FRFZ0) H B e - O s, I8 TE RIS T C 78 0 iR i 52 75
SHIPLHL, e RS S P e SRR TR 1) o X AL 1 52 75 T F 2R AL
TR, ANEHS T F B S Beia i 26280 . DAL, FR AR SRl U R = P mRNASR A S (1 i 524
il PR AS AT HC A 2 2R ) F 2 S

(03271 SZjiathl10 3 act FHAR SR IR VED U RS S P mRNASS R (R U R e PR T 52 5 5 AN
TEAEDHGY

[0328]  fir 45 Sc i ATk EAE SZEG 2941 FIMOG35 - 55K 75 S CH 7BL/ 6/ N FH EA T, S EURAH
Pt & o 73— NEAEBIU R AE T H T3S T/ N b 9 R R 2 A i AR AN TRl Y
MOERAL (PLP139-151) 12 A MR o 2 T HR A BE 2 I PRAHDC R AT
(I 52175 5 FEI20APR Y T AE R R 22 P R Fh  AEEAR TS S 2 S BB T RMIEE L0 R R B
JH12 X P g AR SR 5 14 PLP139 - 15 1 X mRNAFKmRNARE PN EAE A A= HA BURAT T, TR by aix 2
N H B A BB IR T DN, FEAmRNASR ) /N 9915 22 B 0 Jig

(03291 Jy | B AFHBABSHUMS FRIFO R 0, 16 115 2 RhEU I B B SOREPE TR e ARSI &2
FEAE . T3 T2 W OMS , 50 FT R T 42 5 B 24 UPTiE Y H 2 SOV PEARSE , It
TERNY B T T 2R AL T TR T anE 20B R TR, i 1 4R A% MOG35 - 55
PLP139-151.PLP178-191FIMBP84 - 1041 PUBHA ] (1) 2 b F S e i 50 - 267 mRNAF 7
G DA RV EAE o B b b1 G e I Vi - A7 [ImRNAYS 6 1 0pg , 73 24 0pg
FIF iU . Q) 20pg 4l e B B PAEMOG 35 - 55ImRNAFT 7~ , L — v AL 38—
FHEEMEI T 2 AL R4,

[0330]  XUGEEIR Ao, AE AN S R S B U URE F RS2 5 S AR TR e R AT
H A AR R BR AHOR A KA AN, Bdm s i, B0 HAT 2 2 B0t B B et #2
()2 Rt P 1 1ot ot 2 BT e R S PR B s S MEmRNARS AR B Th AL B
(03311 SHfFI1 1 S iy 4 e PRl ) s ik i A e ST 1 i s 5 P mRNA - LPX AR 3!
(R 2 AE

[0332]  FOMRE 17 (BIANIL-10) Al S H¢TregDhRE AN, O AT AR 4H A - IL- 10
B EDC (Torres-Aguilar,H. 55,2010, Autoimmun.Rev.10,8-17; Torres-Aguilar,
H.%:,2010,] . Immunol.184,1765-1775;Steinbrink K.%F,1997,J. Immunol.159,4772-
4780) FEAPHIT A0 B 5 A4 it A -2 (Gu, Y. % ,2008,Eur. J. Immunol . 38,1807-1813;
Guo,B.,2016,J.Clin.Cell Immunol.7,1-16) . CLAIIL-27t & HAAPTREHERIANIEA £,
H HAEEAERZT T, B oz 4u i A -3 e i ™ S A2 ¥ (Mascanfroni, I.D.%%,2013,
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Nat.Immunol.14,1054-63;Thom,R.%5,2017,Front. Immunol.8,1-14) . fF—4EAESZEGHH
LEVE T R RE N B H G i 52175 S IRCE 5 T, NI E R e U Do e HEmRNA S R AR
R mRNAGR A 1) T R A T 4l bR - (A IL - 10F1TL27) f ki .

[0333]  fifi FHEAE/INERI) “NI7R Y7 1™ AL PO G B i 17 4 A - B 0k DA S 5 B b i e
PEmRNA - LPXACEE R B 2 P B T o A5 S i I S8 A E R e P B0 R 5 4 mRNA - LPX AL PR
ConH TR 5275 5, I AR EAER I Fh DR T VST T D3NP s e i 1k

1 A - FOmRNARCER 4 75 5 i AR E VR T DLk -

[0334] [ W 5e gl E G 2 i 1 0 i AT 1 RO mRNAAL BN g Y R S 2 I MR Uk
SFEPEmRNATY A 2 7E ], /ECSTBL/ 6/ A S B 75 FEAE , Hf HAEP A 5 2 I SR T R M EE 10

K, BN TR A A E s I e U S PEMOG 35 - 551 mRNA | 5 4 A E s I mIL- 10 (B

21A) 5kmIL-27 (E]21B) [mRNAZL & (14 E e A I PEMOG35 - 55 mRNA | FRHT 4 A T 3%

Jit ‘ﬁéﬂﬂﬁ’@?ﬁ’ﬂmRNA\ WS@I E e I E T oemRNATES TAREE

[0335]  [E[21 2 85 SRR, A E S e I M mRNAZ A5 1) G 3 1A 15 41t PR -1 s o 1
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