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L. K 14-3-3etak (A 8 H A B ER ik 14-3-3eta®l A B H B S & /b — Rk e i
(1) e 9% 52 G WD B AFAE B TE 1l 2% FH T 2K AR AR A0 52k 6 S e k8 I 7 vkl R 5120 SR VPA
ARTT A S XIRE T R AR I & a) 3ROLR B MRS B B RIE MR TT R IR
7 2 B DI RE (i 5 b) A6 T I 435 AR b 14-3-3e tafh 3 B H F B sl ik 14-3-3e tatk [ 8%
HABSED—FHMIERN RS &1 K prid14-3-3etatk O 8L LB S &
MIIAFAEFB R 3210 9T F B R KGR ST 28 Hoh, ik 14-3-3etatE H B H i Brfu & 20—
AN14-3-3etae 7 , FITIR A PURE 5 128 15 M0 LR AT AR 40 < T3 I 22 B VR i 1 BB R A5 Y
W AR Y S i < AR VR A ZH 24

2 MRIEAUCR B SR BT IR I & , HARRIELE T, BT 20 IR IC B 45 I & 14-3-3e tadlk H B
BT 14-3-3e tatk A B Fr B S 2 /D —Fhu R 2 o) S s 2 A 00 F &=

3 ARPERRIEL R 2l (1) g , HARFAEAE T, 2T 14-3-3 etafk A AnifE TAE 4 k i €
FRIRE S F14-3-3 etafE AN S &,

4 ARYE DR EL R 2 ik 19 3% , HARFEAE T, BT ik 22 BRE G F5 4 Bl 45 1 14-3-3e tatk
H B BEUTR 14-3-3etatt A B H B S 2D — MR IE s i E 5 & &, 5
TE 5 0 FEAE i 288 RGP 5715 98 ) BB il Bk 1 [R]— 329697 3 VR T BTRE S ik 14-3-
Setath B Br ol ik 14-3-3etath H 8l H J Br 5 2 D — M8 s i 8 50 &
HEITHR .

5. RIEAURIE R TR i g, HAHEAE T, Frd P IR OB g 50 S RE S
14-3-3etati H B BL i) & /b — PR S R AL RE R 45 6 T8 L 58 5 G W o kB

6. HRAE AR ZE R 1-5F L — T TR I 3, HAHAEAE T, frid ik G g% 5 14-3-3
etafE A —RAFF RIS S — PRl LAE1E 514-3-3 etati I EE RO RA%
RGNS e, P iR 5 SRR IR 28— R A AHE S

7 ARYEBCRZE K 6 Frad (1) g, HARFAEAE T, i 56 — HuAR 28 —Hidk b i) — A 54510
YIE A G BRI G 75— 5 [ A Sk B4 & sl G

8. MRIE BRI E R T ik 09 3% , HARHEAE T, Frd An i 8 KOEhric ), ik & e hsid
Witk B B KV S AT B K S AT AR Y e T R FLAT AR L W W s R N
I WE £T L 540

9 . ARIEBFE R Tk 19 & , HAFELE T, Frd Anid ¥ 4k 5k G AR, Brid 4k 2
ROCAREA TR B S il A0/ Bl e B IR 1

10 AR FERCRN ZE R 7 (1) s, FCRFAELE T, B s [ AH 28 A4 36 PR ek SR ik o
I RAORL LR B 385 L B 4N AN JE 8 s AR I RGP A ER

11 AR BRI EE R LOFr R 09 s, HRRAEAE T, BT IR ME T F R R R0 420 . 05-50 10K 5 fLik
0. 140K s AR IES-20%00K

12 AR HEAUHI ZE R 6 Pr iR 1) ik , LR AEAE T, PITIR 28 — PUA N 28 —Hidk 7 S Hb ik
H B e PR R/ 85 2 e B, il B v FE LAk

13 AREBORE R LA IR B 3% , AR T, T id 14-3-3e tath H B 7 BRI 2 L 1R 17
HUNSEQUENCE NO. 7R

14 AR BRI LR 13 PR 09 3, HARFEAE T, iR R ALIE H 251 BN 14-3-3 eta
T A B SR AR e B - 1-6aa.27-38aa . 71-83aa.112-119aaf1141-154aa.
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15. —Ff TRl 14-3-3e tad H AR AL 72 R 0 S e o IR 2 , LA

Hora, HAL B FEAEARU &S B GBURES G0 E ks g5 F B g
PRSI A BRES 514-3-3 etal R AN S —RAFF RIS A

b, HALE BE 18 5 KW IO B RS 05 1 AL R AR B T R MG S hR i LA R 5 2 B
S5 G R AR EE G 1 28 iR el S5 & 7 B, PR 5 PR el L 45 & ELRE 18 514-3-3 eta
EARE R RS, R 28 R MR 2B —RAAHES .

16 . ARFEAUFIZL R 15 P IR Bk ) e, HARHIEAE T, Frid 14-3-3 etatk I AR 75
HISEQUENCE NO. 1f77R~ o

17 ARTE BRI ZE R 16 Frid (i 1 2 2% , HARpAEAE T, FTid 28 — 3R A AT iR 56 — 3R A 79 il
MST HhIE B 2R BN 14-3-3 etafk H 1T AR e P 7 B - 1-6aa . 27-38aa . 71—
83aa.112-119aafll141-154aa.

18 AR R BRI EE R L prid il 1 B 2% , HARFAEAE T, Tl () 28 — Hidk L 38 Zhudd o i hsr
HiZk B B RE U A/ B2 e S, Ik R e B b

19 ARFERCRZE R 1-18H E = — T prid (il | B 2% , HAFAEAE T, Bk il | & 2k 45
VERRHES BI14-3-3 etati [ 2l , BT AS 1 i R 14 ot 0 Y 2 TR L 4871 5 e AN [
e LA R A

20 ARFERHNER - 19 = — TR (IR =2, HARFIEAE T, Bk 28 — Ak el HL 45
5P B R P SR R DUk 514 2 T8 AL 5 5 VS £ 5ok
H— R GRS — PR G BV R G S, IR B A A 5 B R F
PAN
21 ARIEAUH) ELR 1 -20 A F B — BT IR 1 al5R 38, HARFEAE T, ik 55 ik L 45
F SR YRGS BON B — RS, T TR ARG 5 R R I A S B R )
R IRFTR B ik GG RS EVMRE G M s ic Y S SR R4

22 MR EE R 1-21 AR — TR IR )i & 2%, HARFEAE T, ik 4 73a b [ AH 2%
UL RS2 256 1 — PR s H 456 7 Bek B2 9 1-100mg /mL, ££1%6 10-50mg /mL ; F1/8,
Bk 53 bHAric W) Ll e b5 2 456 1 38 —hipR el 45 & Be I 2 9 1-100mg /mL, Lz 10—
50mg/mL .

23 MRIEAUH ELR 1 -22 A E B — BT IR R, HARHEAE T, Frid s ic ) i 52 &
HeArieH), 1k 5 &K VE S HATAED) 7S oK S AT AN T BE B S AT SN+
TG E AHERIEIE T LS4 o

24 FRIEACRELR 1 -22 A E B — BT IR R, HAEAE T, Frid s ic ) i 5 &
JCHEAL R, 176 B BRAR I S8 A0 ) Bl AT Bl B I

25 ARIERANER 1242 — TR BRI e, AR T, IS B I3 ¢, IR
T s DC I Pk JEE AV T B HE AV R RTBI VIR s 1 — A1k Tk AV T i S8 ST, BT IR BI
R E AN -

26— M FH TR 14-3-3e tath F AR B AL 7 O' G e dar IR &, oA B ORI 2k
15-25H 2 — TR IR B AE AL 27 KO S ek MR 771 22 26

27 ARYEACR] 223K 26 Pk a7 &, HARFIEAE T, ik il r & s LA 44
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Hora, LA BEEBEBUABEEA 5 — PRI REEREK

Horb, HoAL & B M A AR e Y BEE A ic ) 56 k.

28 ARIEALFNZL R 2T ik R & , HAHEAE T, frid ik F & i G e, KB EEE
T SRR S RN A A VR IR A

29 . — PR MUAE JUAE & 1 14-3-3 etall A RIAEII AR R S e ke I 7 7%, Fo AL FE A
FHAnACREE 3R 15-25 H AT 3 — T T IR 1 R 350 A A 2% 6 e 9 A DA 771 22 28 B A P GBSO 22
SR 26827 ik (1 A 351 M0 1 2 R ' He 98 A W 751 8 Sk 0 00 R DU AR o P R TR AEAE 14-3-3
etats [ A1/ B 14-3-3 etal AN S

30 ARIERRN B R 29T IR 1 71, FAFAEAE T, 7 1A AL F5

HIERL, AR IRE S Sy a A S DIR S BRI B =R

WIRR2, MG IR G S A 5 IR G A2 TR E 5 1 S VIR &)

AURRS, KL DD BRR2 A BT b 27 e S AS 5 A7 L0 A/ 58058 55, AT A0 B 000 e 00 5 o o A
BAFAE14-3-3 etatk A M/ HiHhE 14-3-3 ctafR A& &,

31 AR ERURIEL R 30 Fr ik (1) 77 v, HAFAEAE T, B il 75 VL AL 6 75 25 BRR 12 /i 14 il A
14-3-3 etafh A bruE LIEMZE/0 25 08

32 ARYEAURE R 3VFTIR I 751k, HAGAEAE T, TR0 BER3 A 25 BER2 h Fridk 4k 22 K
HA5 TR, JF 2 T14-3-3 etafy [ brdAE TAE M 28K 6 fr AL H14-3-3 etaZR 1
.

33— PR IM14-3-3 etafk H M7V, HAFHELE T, K FHACR E R 26-29H (£ & — Tl iy
ARIRFIE, BRGNP

D) SNk B NEEA S ralR G IR E TR E &Y,

2) GV AN INREA K 3R [ R 0TE 5Bk Il H CAZE MR B

3) B INFE S b in N B PTiE T IR E AL E BRI O E AW

4) K < AN I K IR BT O R ST , KRR RIS ST S IMAN R R K
MR AR SR , TH AR 1 14-3-3 etalRH & &

34— PP AR EE SR 1-25 F AT 2 — 0TI 1 A 28 AR 27 ' e P2 Ao 3K 771 22 25 B AL
FIZEE SR 26-28 FH AT 2 — T T (1) A 350 A A4 2% 5 o G 3 A I 751 8 B BRI B 5k 29 -3 3 AT:
B IR [ 7 VE AR R DA IRE S 14-3-3 eta i [ [ FEAE R /B 2 & (i 0, Hod, B
SR A DU ot 328 1 O30 KLY AT AR 420 TS IR R VAR < o 6 B A8 R VAR PR3 T R s = ik
TR AN

35, — PP A BRI B3R 1525 H AT 72— T0 BT 1140 4K 7710 28 2 7 o) % TR 0 288 XU A G 1Y
R E PN A, A

S IRML, FEAESR B AR 32 AR AR IR

S M2, U A TR 5 b R T AR AE 14-3-3 etafR (I A/ BRI E 14-3-3 etal RN Z

53

0 IR g 5 L o HEURE ot A DU A 91 % JERE it BBOR ) — ARp i SE AR e T
AR P TIR 14-3-3 etafE AN & R HLEL

Fev, P Rp A it a2 1 LV LT AR 0 S TS S LR PRV I B VR A VR PR
JET il S A AN AL 21
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36 AR HEAUR R 35 Fr ik (¥ o, FLRFAEAE T, 55 1E & 06 FEREAE S A LG S BT £ AR
H114-3-3 etafl [ A0 A2 AT IR A7 I =5 4 A 2R R 14 5 35 R B2 W P48 7R 0

3T ARYEAUR)E R 35 Fr ik (¥ 02, FLRFAEAE T, 55 1E & 0 HEFEAE S A LG S BT IR £ AR
H114-3-3 etal A A2 B A9 3 D02 AT A5 0 3 A b 2R RGBPE 1 R 2 I e Fe on )

38 AR HEAUF SR 35 Fr ik (¥ 02, FLRFAEAE T, 55 1E & 6 FEFEAE S A LE S BT IR £ AR
H114-3-3 etafx F & EHMNO. 2ng/m1 2 ik R 3 A4 o 58 KXW 145G 15 R 2 Wi PR FR 7R
Yl

39 AR HEAUR)E R 35 Bk (1 0 FLRFAEAE T, 5 28 R 5T 286 BRURE S AR LL , BT i
RERE S 14-3-3 etall [ AR 2 52 B i A5p I = A o 288 XU 1 0% 1 28 18 90 14k F 7
Y

40 AR HEAUFIEL R 35 BTk (6 B FH , FLARFAEAE T, 550Kk & B —Fp 0 3= R 19 V6 77 5T IR S A
L, BT RR AL i R 14-3-3 etat A IR B8R I69T T R

A1 AR HEAUR)EE R 35-40HFAF B — TR i B, FURRAEAE T, 7E 2B BRM2 A, SR FH A R
B3R 28-36 H AT = — T I 19 77 72K I U A AR o PR A7 7E14-3-3 etaliz [ A1/ B
E14-3-3 etalE AN S &,

A2 —FRAn BRI FE 3R 15-25 H A & — T T 3 149 JE 38 ARAK 27 e o G 2 A I 4ak 1) 28 2 3 dn
R 2 3R 2628 HH AT 75— TR 1 FE 340 M A 2 e e B 92 A6 W 5] e sl GBSO 22 3R 28 -3 21
E B — T AT IR 0 AR S ARk 2 2 6 G BRI 5 ¥ LA 27 R a8 43 BT ASC R A S F

43 QAR SR A2 BTk 16 B2 FH H ) BT I B4 25 1 6 59 0 A A, FLBLFE

FEA A, F AT W4 25 R 6 2 A A ) TISE A BN PR S8 A S KGR M D% 1 28 1
SZARYT BRI b 5

BRFAINEAR SR, H T ) A 2 A6 A A A Pl v o7 B A 5 Pl R A% VA

i B AR, T AR i B A7) i A e 3 I B B 0 IR B S N AR

Hd A, L FH 30 S VR B Y R R REEARORE , T K IR B N JE A S SR HE S, BT
TS5 P REIORT 5

R, H A TR 52 RO 5, FIWT R A 1 14-3-3e tatl IR FE 5

A AR B, FH T Bl R 428 11 BTk 9% A AR RE R Iy AR R B R, B 43
BB RN BT i Ao W A R AR T B

A4 — g | AR S SR A3 T I B4 27 6 5 9% 0 B AR O v, L ALFE G AP IR

HIERL, A IRE S Sy a A S DIR S BRI B =R

WIRR2, MG IR G S A 5 IR G B2 TR E 5 1S VR &)

AURRS, KL DD BRR2 A BTl fb 27 e 6 AS 5 A7 0 A/ 55058 55, AT A0 B 000 e 0 5 o o A
BAFE14-3-3 etalE [ F/DiHiE 14-3-3 etafE A& &

45 AR BRI EL R A4 BT IR 1) 735, FoRRAELE T, BT iR J5 V206 B HE 76 25 JRR 1 2 11 1R il 4
14-3-3 etafs A brdE LIEMZE/0 2518,

46 AR PERUF) B R AS Frdk (0 7515, FLRFAEAE T, 7520 BRR3 A 25 BER2 H Fridk 4k 2 K
HA5 TR, JF 2 T14-3-3 etafy [ bt TAE M 26K 6 € fr AL S H14-3-3 etaZR 1
.

47 . —FRREI14-3-3 etatz H I J7 vk, HAFMELE T, R BRI SR 26-28 4T = — T By
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IR R G AR SR AS FITIR Ak 22 SO e B 70 A A, A LA R 2B 3R

D) 5 — e AR SH ralR & IR E BB G

2) IG5 e « SNINREL 7K 3 S S IO > Bk IR T AR R U 5

3) B AR AL b I _EIR VT T IR A AL IR E BRI LR S ;

4) FI0 - SMINREL 74 B XTI R EYITUNE , BBk EIRWL IR VLR ARG IR K
T S AR S5 I , THRAG 21]14-3-3 etatE H & &

A8 . — P AR B SR 1-25 7P A R — T IR 1) AR P A A 27 5 0l e e e It 771 22 2 s A
A ZER 26-28 FFAL T — THUBTIA (1 AE 2 AR 7 R ol e g A Il 771 G A BSOR 25Kk 29 -3 3 4
B AT K 75 R BN BOM R A3 i i R A 27 e S 88 73 BT AN B AR BOR R 44-4 TR A
B TR 0 7 AR A AR 5 R 14-3-3 etaR (I IRAZAE A/ B & & i N, Ho, fir
IRAF DA it 128 E IV ML YBRT A < LT < LA PRV 0 B VR A5 R PR VL T L o /=
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iM14-3-3etaFE AWVIEHIANF LR RENAFIZ L E
Rz F

AR G
[0001] 75 B J& T+ S B o M SR, B AR RS K — Rl 14-3-3etadk (A AR ML F
A IR & e L il i A R ik

HREA
[0002]  14-3-3eta (n) B4 & —F BT L0 1 3% / 14 28 1167 200, ¥ S AR, 1 4
Jr3 (IL) - LF1-6 , 3R I R F 40 . 7RI A e PR 1 4-3-30 K 1 ZER AT B0 A VA A
e RS L I SRR J P TR TR RV S 5 TEARSG , FLYBN 1 4-3-3n 8 (kP 58
5 T A5 b AR MU 14-3 -3 £ 10 3 2RI S5 HEF AMAEL L 14-3-3n
S TRE A5 48 5o AT A SR B 5143307 11 78 S ARG S IR T Ik 4
3t LA

[0003] LA Hfy Ko 14338 1 F HE 590 6308 00k TR RO 0, S S 9 L T
ST 5 L0987 R B A 14-3 3 ta 28 K Tk 2 4 4904 K S HEVR A 3% (ELTSA
) KM S L T 14330 taZR 1, LR 0 R BUBAE  4 S P L 2

[0004] [, F i 5 90 FF 50— it R FEG SPE PR 14-3- 3 ta 2B 1 FEE MG 0 0
WA

b ES

[00058]  Jfiful Bl AR ), A R AL T — Bk T Il 14-3-3e tadl I AR I AL 22
RICHRIER MR B AR R A 514-3-3etafE I R IESE S5 — Pk A —
PUPRIER , 25 64 5 RGO AR B s T AL 2 R 6 G098 70 AP 6 10 R B0 i 4R 1k Y T 5
K25 B 0P SR 34 Nl PRAZ Wi 2 KR B i 12 26, N TSl 238 XU RN $ B R B0 288 XU 4 46 Al
BRI, A2 R HT B bR B o

[0006] it A KB & — 7 3R T 14-3-3e tafk 13 8l H Ay Bosk flrik 14-3-3etaE
B B B D — R TE B 9% 2 A W A AE LR 1) 4% B 1R S A 22 R e
PRI T I8 T FP BRVEAN 521697 3 1) 28 KB DG 1 28 iR 1 O - 2) SR HER B R
5 KB AT 2RI ST 28 1 23697 3 B AR IIRE & 5 b) A BT 38 A DUAE it 14-3-3e ta i 1 5K
H R B iR 14-3-3e tatlk B 7 B 5 2 /b — FhPu iR s 9 2640 s Hod pridk 14-3-
3etati [ EH Bk s B A WA IEFR /R 3290 9T B R R I 5G4 5 b, prik 14-3-
Seta®k (B A Bl & 20— AN 14-3-3etadR AL, AT iR 7 MIAE Sh ik B 10 IR AT A= 420  1fn
T ML L PR 0 B AR VL P VL i I Tt S B RN 4L 2

[0007]  FEA R W I — 28 St 77 20, T id 0 SRk A0 45 I 2 14-3-3e tafy [ 8 H Bl BT
W 14-3-3etatk B H B 5 2/ —MPUETE N S 24 & & .

[0008] ¢ A & B A — S I 3 F S it 9] R, 5 T 14-3-3e ta B A b i A b 28 R ff s A5 1
R 14-3-3etafE I & &
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[0009] 7R B — e sl 5 S0, Birid 20 BRE G5 1 B A3 19 14-3-3e tatk H 8L 3L A
BB TR 14-3-3etatl A B Br 5 2 D — FhPuaR e s e &0 & &, 5 IR 0
FE i 8 R 1 D1 28 6 JEURE i BICR H [R) — 32967 & VR TT BTRE & AR BT iR 14-3-3e ta Bz
B B E TR 14-3-3etalt A BUIL F BL S 2 D — PP IR e UM S E 490 & st T
L3

[0010] AR ¥ A BH , BT it 20 BR B HEM BT iR A i 5 AL B 1% 5 14-3-3e ta Bl 1 BLEL A BT
Z /b —FhiRe J R AR T4 BT B A VI PR B i

[0011]  FEA K B — L s 7y =N, Frid PriR B HERE % 5 14-3-3e ta®it (A 1Y 28— R AL FF
SR SE A PR DL R RETS 5 14-3-3eta R A MU R S A0S —Puik,
i 55 — R AL PTR 5 — RALA M EZ

[0012]  FEA K BA Y — szt fy b, BTl 28 — JuAR A EE —Hik () — A Shnic ) B4
Ao, S S E AR A BB A RS A TR AR LR 5 R I B AE
R ROEME T, B R R A RO E 5 .

[0013]  FEA & W —Se St 5 F , BT iR An e R R Sehric ¥, ATid & e hric ik B &K
S AT AR B K B AT AR Y e T R AT AE W) S 4 NIGE W G 2 AR L e T T
“H.

[0014]  FEAJZBHR 7 — sl , Frid b M0 o84k 5 RO AR, Brid 4k 22 R b ik
3% R AR S A i AN/ SR B2 R T

[0015] AU B, B iR [F] AR 2 A4 0 B RGP TRk S R ROR L 38 JRS Aok kLA - 33 365 L B 4
BRI e s IR RE PR K

[0016]  FEA K B — e s 5 , BT IR WA 1 SR I R 420 . 05-50%0K s 30 . 1-40%0K 5
FAR 52040k

[0017]  FEA K BRI — Lo szt 77 AP, BTl 28— PUAR NS B o3 i oy ok B 50 v B bt
STV AN € K N 7 i R

[0018]  7E A g W I — LeSZ i 5 b , B iR 14-3-3etatE [ B0 A B & 3L 82 5 51 4
SEQUENCE NO. 1R

[0019]  FEARK WA —Lesi b, FTid RALIE B IR BN 14-3-3eta® AR F 51
FHXH 4 S 1 B < 1-6aa. 27-38aa.71-83aa . 112-119aafll141-154aa.

[0020] AR BHEE — 5 IR HE 1 —F0 T AL 14-3-3e tatl (AR AB A2 Ik e o s Ao
WAER, HadE.

[0021] 2 Jpa, HAL & W AHEAALL K 5 2 BE45 A BB 45 6 10 56 — PUiRE L 45 & F BL
ik 58— Pkl 45 & BRRES 5 14-3-3etatE AW 5 — R R4S

[0022] 2 %pb, H AL RENS 55 M) I N B BE 05 (A SR A B R A B S AR ic bl ik 52
H RS G R A & 0 28 PR B L g5 & v B Pl 3 —hiiR e 455 Brig 18 5 14-3-
Setatk H A ZRAFE ML S, HIIR S —RA TR S — R AMES .

[0023]  RIEA K, ATid14-3-3etalk A KR IERR 41 WISEQUENCE NO. 1HT7K

[0024]  FEA R BH ) — e S 77 S, i 5 — R A AT 28— R A 43 il A 57 ik F 2 ik
R A BN 14-3-3etalit A I 7 FII AR 45 5 M i B : 1-6aa.27-38aa 71-83aa+ 112-119aafll
141-154aa.,
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[0025] AU e, BT IA () 3 — BOAR NSRS — HuAA o3 il A S i 3ok B BR o o A4 N/ B2 T
Pk, ik B v BB .

[0026] AR A 1) — L8 it 7 20, BT i ) 8 2 i 0 46 AR RS T it 1 14-3-3e tati I
ity IR AR oo RS Y et 4 R VR A2 PR B A9 s 2 AR R AN [ 9 B2 1) AR AR A A VR VAR

[0027] AU BAT, BTk 28 — Pk s L &5 & Br S RS S RO R R ) — g S T
Bk [ A E A S e e MRS A O B R I o — g A

[0028] 7 —EfLik By St o, Pk 5 —Puik sl s & R R 5 EM R 456, T Tk [ A1
BASHERMRLS S

[0029] A HAT, ik 28 —HiiA s L &5 & Br SR RS S RO R R ) — g S T
FridAric ) 5 e P45 A e ORI B — R A

[0030]  7E—LefLak iy St , Pk 28 — hiRk el L g5 & BR 5 AEMI RS &, T riddrid
MSHEENRLSE.

[0031]  FEA K BN — LS5 , BT IR 4H 73 amp [ AH S A DL Je 5 2 456 1 28 — Pk el 34
g & R B M E o 1-100mg /mL , £8i% 10-50mg /mL .

[0032]  FEAKBHRT 55— L s ol b, ik 2 23 bhdric ¥ BA 2 5 2 45 A 10 56 ik el L
g & R B E o 1-100mg/mL , £8i% 10-50mg /mL .

[0033] 7R B — e St 5 , BTl bnic 0 R4 5 ekt 4, i 3 EoK i L AT A
Y B K I AT AR Y e e S AT AR e A s 3R AR e £T EC S

[0034] 7R J B I — e St 451 , Frid b ic 0 R 4k 5 OB AR TR, 12 H BAR 1 SR AL Y i
ARA A ol G T

[0035]  FEA K B — B L e iRy S it 9] b, T ad ik ) B2 B e HE 4 ¢, IR R

[0036]  FE A BH (1) — & BLAR [ SIETiti (5] v, BT 3R SRR AV VR B35 AV U FIBIA T, T iR AV VR
i EALEIE T, BT IR B A S AN -

[0037] A HAEE =J7 HHRME T — A FH 45 I 14-3-3e tat FH A RS ARAL 7 R O S e Aar il
TS, AL AR W5 07 T Ik 1 S AR A 5 RO S e e M A

[0038]  FEA K WA — LSt J7 20, Pk iR & A LN 450

[0039]  “H7pa. Hofd & BB BRI BEE A 56— PUR A ML oK

[0040]  ZH43b: HAUS G LA e A AR 1iC B R AR 56 —hudk.

[0041]  FEA KR BH 1) — Lo S fg v, Brid il ) Sk e 4G 4H 7y o, HoB & 5 A ik L S i
SR AN I -

[0042] AU B S DY J7 M it 1 — Fkar IIAE MU i 7 14-3-3e tat F AR AL 2 KOG 5
SRR W 7 v, FLATE AR A 28— 07 T P A 1) B 3 AR A 27 e ' ey e W 7 2 2 e FH a2
=7 TIP3 2R A 2 R A e WU ) ke A W U A5 DA it o S A AE14-3-3etady
A A1/ B 2 14-3-3etalk A I & &

[0043]  ARFEAKEH , 1% TT L AFE

[0044]  SPIRRL,MGFFIFE S S pafdH bR G 15215 IR EY);

[0045]  JDIRR2, 2 —IRAWSH pciRE A2 T oG S B IR A9

[0046]  DUER3, Kl BER2 b PITik Ak 7 R OGAS 5 I AR AE AN/ B0 B2, DT S AT DA A
Hh R R A7 AE14-3-3e tadk A A/ Sl 2 14-3-3etatk A & & .
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[0047] AR A B 1 — 2 i it 77 20, BT 77 V2 B0 K6 75 20 BRR 1 2 BT (1 il 14-3-3e tatk
AR TAEM 28120 3R

[0048]  7E A J W 1) — Ll gk — 0 (1) ARSI, 725 BRI, A 0 BRR2 v BTk fh 2
HAS S IIBR A, FF 2 T 14-3-3e taty FARAE TAF i 2K 2 for MRS i 14-3-3etalR T
Ho

[0049] Ak, DIRRIAIR2 2 8] LA J 20 URR2 AR 2 (A1 3L A 43 B AN v H) 20 0%

[0050]  7E 7% B — e s it 49 v, ZE B BRER2 0, 58 DUVR-& 07 A2 470nmise K 1 K 56
[0051] AUk B4 T 5 TEHRAL 1 — P 14-3-3etalk 1 1 7%, HUSAEAE T, SR A K B
5= N FTIR R AR DL N DR

[0052] 1) BE—RINFE K AFIIREAR S 5y alR G I E  TEE &)

[0053]  2) i& ¥k : SMINRE 7 3 SN PRI UE 5 2B BB I DR M RE

[0054]  3) 25 R IOFE A b IR PiiE IR AL IR E TP O E A
[0055]  4) A&« A INRE I K bk XL e O B S WUTHE , Kbk BIEW L EEE I K IR
Y, AR H A Y BR TSRS 1 14-3-3etaR A & &

[0056] A%z B 575 7 T AR Bt 1 — o fan A 2 B 55— 5 T T 3 1 3 340 4 A0 27 R s 92 A6
TR 28 B A 2 BH B8 = 7 T T F) Sl 3 AR A 2 R S A DA 7 kA ke BE S5 D0 L B L
75 T T3 149 5 Y ZE AR A R 14-3-3e tatl [ (A7 7E A0/ B 2 8 R 1 B L e ep, i
B WURE 358 9 MLV IUVBAT A2 00« IS I AV 0 1 B8 Y 8 V0 P AR R M < P R
RANZH 2R

[0057] A2 BR 25 -G 7 TR B 1 — b fn A 2 B 58— 5 T T 3 11 3 240 A A0 27 R s 92 A6
TR 775 2 7 o 46 FH A 00 288 PRI 2 1 8 A0 7 b A 2 T, S8

[0058]  DURML, HRAHLSK [ AF I 32 A4 A IAE s 5

[0059] 5 UEM2, S b7 W45 IR & o R 5 AF AE 14-3-3e ta sk (A A1/ BRI E 14-3-3etaZE A
T

[0060] B URM3 , K5 15 1E 5 ok HRRE i 2R XG4 ok FRRE i mloke 1) — 435 0 =4 1)
TEITRTIRE S Tk 14-3-3e tati A I & B HL AL

[0061]  Joopt, B i fp A ok ) I 9 TR AT 2R 90 < L7 I 2% DRV i 5 BB A A A P
TRV R It S AR A2 2R

[0062]  FEA K HA M — oSzt 7 b, 5 15 5 0 FREERE S AHEL , Bk #5 AL 5 14-3-3eta
AR BT IR A I 3 AR o S KGR A 5GTT R IZ W TR =4

[0063]  FEA K HA M — e szt 7 b, 5 15 5 0 FREERE S AHEL , Bk #5 AL 5 14-3-3eta
BB 2 1 BN BT IR AR 3 A b R R I T RIS W R R

[0064]  7F AR 2 BA 1) — LA 34 1 St 7 20, 5 108 6 BEPEAE b AL , BT 3 A MDA ot A 14—
3-3etat® H & EIEIN0 . 2ng/mL A& BT IR £ E 78 i SRR AE ST R I 87~ -
[0065]  {F A J& B F) — e sk it 7 20, 5 28 R 1k 5 715 46 ot HERE d AR L , BT i A R &
14-3-3etak [ AT & & 2 Tl R I =5 R i SRR 5T R I TS T8R4 -

[0066]  TEA S B 55— 2 s 77 30H , 55k H A — Rl = AR V6 T TR S AR L , BTk
Ry IEE S AR 14-3-3etalE A AR & RIS IBIT H B

(00671 AR A B 75V, 702 BRM2 1, SR FH an AR 2 B 575 DU 7 T AT 3 1 77 2R 0 7 0 5 )

10
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FE S 2 5 A71E 14-3-3e tafi A M1/ B0 2 14-3-3etatE F & .

[0068] A BHEE )\ 7 AR AL 7 — A e BH 28 = 07 T Bk 9 1 35 AR A 25 0k B B A
TR 7R 2 Bl A R B 55 = 7 THD BT 1 B 380 A A 2% R O e 28 A IR 71 6 dan 25 D 28 7
THT T 328 (14 A 359 AR A 257 R S B A M 7 A A 255 D' 595 e A AR R 2

[0069] AU BHEE L THIFR AL 1 b B F A Bl A 2 R G 9% 0 A A3, L LR -

[0070]  FEA DIV, H A T )4k 2% 06 2 i A 0 o7 B e PR R A S R 1 DG 7
RIISZIGTT 2 A DUAE & 5

(00711 7RIy ABE B , 3 T a4 252 e 6 43 BT A ) T s o7 L e & Pl R R B

[0072] B¢ E AR, H FH T A UAE i Bl ) A 28 e Sl BRI T 1R B S B 5%
[0073] M4y B Asidte , o FH T I BV A VR R B REBRORE , H 4R B RO JE 1 e SR HE H
BN I JE R RETORT

[0074]  farilAsidh , H FH TR ML 2 RO 5 5, I R IAE A 14-3-3e tat H IR FE ;
[0075] WS IBLH , F T Wi R4 i) B ok 9% 5 ke LA A Iy A R v e B, i i
i 53 B AR B iR A WASS e FEAE 7 B2 7 30 1

[0076] ARk BH B 5 T FR AL 1 — i il an AR i BH 565 L 5 T BT adk 1 4 25 R0 4 9% o BT AXC
77, R~ B R:

[0077]  JLEER1, KA RS 541 rafA &Ik &, SRS =R AW

[0078]  JDURR2, K56 =R AW 54 iR, B 2074 T e IE 5 1) B IR 595

[0079]  JDURR3, KMl D BRR2HH BT il Ak 5 K S AS 5 IR A7 A5 R0/ B9 BE DT 40 BT AR5 00 A5
HJE TR A7 E14-3-3e tatl A/ B € 14-3-3etatR H I & &

[0080]  FEAS A BH K — e STt o , BTk 7 VI8 S 7D BRR 1 Z BT #11/F 14-3-3etaR A
Pt TAERN S D0

[0081] 7R B I — Ltk — 0 (1) SL it 45 1 , 7020 SRR3R , KL 2D BRR2 ik Ak 52 ik e (5
SRR L, AR T 14-3-3e tath I bR AE TAFE M 82k 0 e RrIFE S H 14-3-3etatE H I & &
[0082] AR+ —J5 At 7 — RS I 14-3-3etathk [ 1 7325, 1% 7 12 % FIRUAR K W
B = THT B 1 ) 0 AR G A 2 BH 585 L THI I B Ak 2 R S 9% A A3, LR DL R 2D 3R
[0083] 1) EE—IRINFE K AFIIFEAR S A 5ralR G IR E  TEHE &)

[0084]  2) &L : AMINRESAHHS ol S P E , 2B IS, H UL aE Uk s

[0085]  3) ZF R IOFE A b\ IR YiE IR AL IR E TP O E A
[0086]  4) Al : SN INEIA s IR BT I OB A WUTTE , Kbk LIEWR L IETE I KGR
W, R R (P AR S B L TR A B 14-3-3etalE I & =

[0087] AU B AR+ 7 A AL T —Fhdn A R B 58— 05 T B il 1) R 3 A Ak 2k e S S A
DA T 28 2 i N AR B 28 = 7 T AT 3 140 Al E 20 AR 25 R ' G Y2 A AR 771) 6k oA 2 BH 565 DY
BYCER 1 TH BT IR 1 7 R BUA R BH 56 L T BT I A 2 0 B 8 A A A GER BB B+ —
THT T 3R B 7 92 AEAS U A IR i Hh 14-3-3e tatk A AR AE AL/ B & B b i B, e, Bk 45
DU S35 B I ISBAT AR 20 ISR X2 S PRV o A8 Y s VAR Mo AR i S s =< P R
FZH 2,

[0088] <Yk BH FTHR AL FH TR M 14-3-3e ta®k [ [ A S AE AL 52 5 6 S s 1 M 771 5%
REfE 5 14-3-3e tall FRE S MR 45 6 10 55 — BRI 28 —Hup il il s L L XU TAd I 0 1 75 5K, F)

11
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FHAESIARAL 5 O S 3 W1 6 1) RBURE v 2 Mk Y L B N 25 R L A5 55, NI R Z I 2
RIBAE s B2 2, T S8 KR AR 5L A B2 e B2 (3t Ay B e i«

(00891 A< e W k5 G B FH T AR S AR S e 7 T A RAT LN AT - L S SV L 98, 3
PUE B GhR T 5 2 RABUL Sy, 3 5 JUIRAS B A2 RA B B BBURRRE 15y 5 3 REE PR R S A5
4 BT &l H AR S ROE S B A O B A E AN 14-3-3e tad AR TN &
HEBHSE KGRI RAZ W I RE2D , AT M S HThR it

B [=115¢ BR

[0090] DA A B4 By B , T T 45 A B BRI A & B

[0091] P& 173 HH St 91 1 e AN R A i 2 14-3-3e ta (n) H2 F ARSI 45
[0092] &1 27 H S it 51 1 HROCHI 25

BASLHES

[0093] A AS i BHAS Jp BEAA , T THURE E AUt B A B o AELZE TE A0 08 AR B T, B 24 B A
AR B AN PR T 1 B AR St 77 3K o 3 B Y B AR, A SO B R IE AN T R B AR S
77 2 T A FRIRR HIPERT o

[0094]  FEFRAL 7 HE VG AE DL T, B 24 B A B I 96 Bl 1) BRFA T BR AR iR F e Y5 ]
{180 A A JHL Ay 00 R 8 Fe 1) 0 i ) ) A F 1) A 380 00K 2 AR AS R B I o X 8 /NS R 7B R
AR PR AT LA AL HE A RN R, FE H AR RS AR AR BRI, IR AR S Y ] H A AeT B A
HEBR I PR B2 o 78 K€ 196 BB 2 — AN B AN R BER IR0, TR IR L8 A0 355 1) PR 2 2 AT — Bk
P Y B S AEAR R B A

[0095] BRI € S, A8 I BT A AR 1E 5 48k B B & A0 i 5 38 RN B3 1 e
P A AR = o AR5 A R IR 1 7 VAR A B S [R] AR ART 77 VA AR A AT
DAAE A R B B S it kA A A S (R IAE R T A de i T s Atk

[0096] 1.RiE

[0097]  “RpN 4K L “SZYGITE” AN BT Al B g L 785 e ol i B 8RR 8 IS LT
FEFRI AL, I N FNAE N R B S e R ER /B S L= R AL e s .
[0098] A WA Pk FHAE “AE I AR B ik LK 92 SCE N “heterogeneous” , Hig FR 2500 4
A PR DR S S V)RR A )0 B PR B UAA 23R4T 7 B A AT AT A I

[0099] AUk BHFTik FIE “fr A 7 2 48 AT RE & A B o i I — BB, B o i i) A0 4
{HAR T8 BT R DUR BT AT DA FAE AR R BH A T (%) 7732 A 1 0 2R A5 A oo A
PRI ANZEL R, G M MR AT AR L < I R VR i 6 BB Y A VAL Mo VR 3 9 el =
TR L] 2155

[0100] A% BH Firid FHAE “14-3-3" fl “14-3-3% A7 A B8 H , /& 48 70 FUZ 41 i Hh 3 3R
IR ORSF LA 73 T 1 14-3-3F R =0 — AR . 14-3-3dE H R H 4 5 VF 2 ThRE & ¢
WG S RO, AFE e B R e A PSS AR IR e 7. SEBR B, Z2 T 100ME 5 REDC
R TE N 14-3-3M LA - 14-3-3 85 H W] I\ Tetratricollk B 5 1 B S0 1 T A ik
G eI B 98104 a iR e , 388 W VA A L 2 R o R e T s [) — B A R/ B S — SR AR AH
HAEMH . XEEHES 2O RS ME, Frid g s ass 1T A e AHEAE R R

12
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& A AN R 7K B AR 1) [X 33k e 8 o 2 R FE R AL B A R 3R LA A [R] 38 4% Gm b 1) 14~
3-3EE I [F PR Y, A m] P Y 40 75 242255 2 B IR . LA 14-3-3 85 1 [A) F Y iy 44 914-3-3
a/B (alpha/beta) .14-3-36/& (delta/zeta) .14-3-3¢ (epsilon) .\14-3-3 v (gamma) .14-3-3
n(eta) .14-3-37/0 (tau/theta) f114-3-30 (sigma/stratifin) .14-3-3F H B A S 2 E T
Fe U ARAANE , © S0 1y B9 5 Ab 28 , IR Ak INE MR AL W55 5% - 2 AN, Megidish%% (1998)
J.Biol.Chem.273:21834-45,[K Ik, B 14-3-3 H F Pk a5 5 M 45 A A1/ 8R 2 F— Fl
14-3-385 [ [ Fp AL, B AT RE Rt 45 G A/ BRI — Fp R AP AR (4n, 14-3-3n) < 34k, $i14-3-
SPURRT S5 & /SR A 2 A A, RAR (W, fRE ) Biib 7 VB R 14-3-3- A .

[0101] A B BT id FHAE “AEXFRE Rt B A 4R 5 14-3-3 KR I TAN A A AL 14-3-3 4K
F AR B A 5T & I ANSEQUENCE. NO. 1R (1 14-3-3e tath H 8 v B &£ IR 7 51
b B 1-6aa.27-38aa.71-83aa.112-119aafl141-154aa NI J& T 14-3-3n (eta) £& A K 4F
SR, H514-3-3 5K G A H A6 A [F) AP 1Y 14-3-3 8 A P R IEBR 7 5 TS AL 28 X, B H
AR TR BT, AR E S A5 14-3-3n (eta) SR , AN HAIELLE & 14-3-3 KR I HoAth6 /N
PR 14-3-3E H

[0102]  AREHH BT IR “OCT 7 5 “OCT R 7 AT vl B4 Ad L B 1 FR B 2 AbUA
A, 8 A TR NAR ST 2 E M9 AR A S I i B RS R HE DL RS B8 5 5 00T R B R
KT I 2 T 100FAN ] 1 I A s o 3 L8455 50, ] LA A AR AT 185 400, » AAERH 32 Bl 1 T =X 1)) 2 437
T RS2 T 9 A AT 22 Fh 5 DR P AEAnT 58 DR 0 e, B0 B 4% A4 IR AT MR35 06 AR
U AL BT PO B AR HIE ] o 57T 98 956 £8 ] 42 BRI Y BT B AR R IR L 451 4, 28 XU 14 O T
R TRA M2 4 A 295 (MCTD)  d A1 T 98 L RS 67T 98 VAR O 190 B O 19 28 VR I
SR B R MR RG0S « B4 5 5 1 98 ST e e A O 1 0 1T 98 R R O AR LSRRI ORI 4K
BT P VAR AR Y I R VSRR ORI RIC A A e B e e, B X B S
FE 9% RS LLPEARIE « SORE T 0 R S 06 « 5555 o B S R 28 92 AR R Fa e ok 2%
T I SRBUFNILRY B, AR VR AR R R VEEE

[0103] AUk B Fik FIE “Pig” F“Geyge 2R ag 07 DL )& SO G4 AR ] 5] Fh 28 ) i
B ERER 1, DR B NP R I R e S S AR i B 3R (EASBR T-Fab Fv.scFv . Fd v B,
W E P, NPT, S HUAR , SURE PR, DL AL S Uik B IR 45 6350 o AR Sk
EERREGEE AAEM T ZRE 0N, PriknT LLt— 2 5 HEH 0, v ks g A e
JSC, BN A R B R SR M 2 (R R - BE B oR AU ERE e 1t 45 G O il S () — 1) S5 4%

I
= o

[0104] A< W v ik I3 B T I U4 e 915 ER B0 5 o 1) Bk B2 400t 20 A 1) SR e BR B 1, L
AT PAIE R AU S AN T 22 K T3 2K M 615 21

[0105] A Wik A “ 2 SeRE HUAR” & 45t — A DL _E [V BItk B 4 T b 7 A 1Y) S e Bk iR
FEEE, HAT DOE I AR N 53 Bl 2 R 7 K 1 4545 21

[0106] A B ik P “PUJL” A& 48 BE 0 RIS A A S e B2 L I RE 5 e B 2 7 i
R RN EBGAR E HBLE AR A A 4G 15, R A e BN R P i o

[0107] B BT idk FHVE “45 57 8 i T B an 384 i gk 3 T A/ s s SR A AR A
BLAEEANER T an SRR S AR LA P SR P A 201 IR B IR 15

[0108] A Wik A “Rp S R 4G 7 8R4 67, A2 i PR Jo 2 1) [ AR EL A o) A ide

13
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PEMEZE A RN INSEARSE 1 £ B bt i 2 A SL IR S A 2 TA)AE) R R 6T I

[0109] Ak B BT ik FTE “Re 45 G R0 B 7 2 FRIX AR — X0 701, ‘B AT RE 8 AH B = 1%
SEL BN, B TR PR PR B IS A, — > B AR PR e S M 4 S T X Bk PR 81 2
N EER SRR RS, b “ER” T AR TahlEA gih , oy 7 A WA IR
FAY 5 43 T30 1 TR e J AR AR W B , JEC o IR e il A 2 5 R o RN 3R 45 5 1 2 B o TS A I 2E )
ZOJUEE A ARSI T, 520 LT A YK 0 T80, A& A IR
2 WE RN 255 5 1 “HE R SR AN 2R A B BE B 8 2 W 10— PR 1 5, 40 T B N 65KD » i B 5 A
70y T AR BB R, Forb B IR AR RE 45 A — MR & R AN PR s i
AT R AB I 2 AN A 2 40 1, NI 77 AR il T2 00 3 v 3 W RBURE o AEAT A 75 BB LR
AR A BT FATART R LS PR DU SR sl b4, v LAAR 38 S br 5 AR A AE R R
o RN 205 S M 4 B O P AT — B3

[0110] AUk B Pk FiE “RAr” 2 TR Re U8R o 1t 45 & S S BR A 1 B T A2 AR I AE AT 2
R E R o TEAS R BA 1 — e FLAARSI it 451, 267 2 B Jie 3 T A 08 ol oAk S P SR A 1 X 3
FAT P e R R UALEE 23 I A S E MR SR T SR A 49 (AN PR T - SR A B Tk
SN/ B 5 o 7 AN R BH 1) At — 2 B RS 451 o, SR AT DL BARRE = A S5 MR DA K
R T LA AREALE

[0111] AU BH v ik FH1E “AE 5 AH A 22 RO e e ar MR 1) 45 27 2 48 AR S AH AL 22 RO %
AL AT DA 2348 FH ) 38 R s 2 R A

[0112] T .5eji 5 &

[0113] AU B 85— J7 i S Al 14-3-3etatl (A B Fr BB ik 14-3-3etafE A B A
B 2 b — PR T B G 9% A VDI AEE B LE §1l 2% TR F ARSI AR A 57 5T S e Al
J7iFE I N A BRVAN 323697 3 R KGR DG R I i ) SRR B RS EA
R DT R B 2R T R IIRE b 5 b) AU AT I 5 R 5t A 14-3-3e ta Bl 1 B0 Fr B
TR 14-3-3etatl A B 7 BL S 2 D —FHUIR L B e £ 64 s o frik 14-3-3etalk
H B B )% B A Y IR TR R 2 IR TT B R RIR A 5G9 %8 s Hodr, Frik 14-3-3etalk
BB T BAEE D —A14-3-3etaiR AL, BTl fFpIUFE ik B M M AT A4 | I3 | i
T TR o 8 BT N Y PR o 9 it = P AR RN A 21, A 3 B 3R R At 326 TR
110211 B 2 S 2 AR o o 7 i/ 7 X 1 = v = L AN 117 N (T S v e 2 1B
FIT I A DU 5t A L

[0114]  FEA R WIR) — 2 st 77 20, BT id 0 PR A0 45 I £ 14-3-3e tafy [ 8 I Fr Bl B
A 14-3-3etaty F B Fr B 24— Fhu e s 5 B S W0 & & R — D Al
(1 14-3-3etatk (ol H A Bl iR 14-3-3etatk (A o A BLS 2 /D — R s I i) s s 2
B, 5 IR R IR A 2 KGR G128 6 FEURE i B B[R] — 329897 & R T R A
i TR 14-3-3e tadhk A B T BB TR 14-3-3e tatk A BLIL A B S & D — R AR )
T AW ERAT L

[0115]  FEA K WG — S84 36 i S it 451 o, 3 T 14-3-3e ta i (A b ik A il 28 ko 2 45 0
FEfH 14-3-3ctafR A& &

[0116]  7F— ezl , ¥ B 13 14-3-3e tath 1 B A BEal firik 14-3—-3e tafl B JL
FBEZE D —FPURTE B e A & R, 5 IEH 0 R T IR 14-3-3e talik [ 5L
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HABEATiA14-3-3etalm A B B 52 D — MM IE sl s E 5V 0 & 2Tt
BN, 5 IR H X BFERE S AHEE , BT IR A MU it b BT iR 14-3-3e tad H BOH Fr Bl frid 14—
3-3etatk H B B 5 2 D —FhPu R I B I 935 52 G- W00 B 10 38 02 Bk A DN = A4 e
IR A ST 9 S W It e 7R ) o 7 — e St 5 o, o BT 451 14-3-3e taty 1 B 7 BR Bk
Frid14-3-3eta®t B Bt 5 2 D —FPuiR e s s E 60 & &, 5RO
R HEAE i TR 14-3-3e tadk B B v BLall ik 14-3-3etat H Bl Be 5 20— Fhdt
IR R 3% 2 A IR S Bt AT LR B, 5 28 AR S 715 28 5 IERRE S AR LE , BT i 5 A
i TR 14-3-3etath [ B H: B T ik 14-3-3e tafl B B H A BL S & /b — R AR I 5
G g% 5 AW AR 5 A TR A I 25 A P 28 B 5 5 1 U 1k H8 7R 4 -

[0117]  7E— e sz , ¥ B i3 14-3-3e tath 1 B A BE el firik 14-3-3e ta s B JL
FBS 2D — PR TE B R R AR S ', Sk B R A I S AR B VE T R IR S R B
R 14-3-3etats [ H H B TR 14-3-3etafE A B A BLS 20— FhPuis e sl f s 2
EIR E R AT IR a0, Sk B R — I S AR VR ST R B R S AR L, BT IR A R A
R 14-3-3etatk A H H B E TR 14-3-3etafE A B A BLS 20— R Puis s s f s 2
ERIARRT S BN IR T T BT

[0118]  R#EAK B, Frid D IR A H K BT iR B i 50 & Re 8 5 14-3-3etati B B B
/b —PiRE 5 R AR PR 45 B T U S B A VI BB Ak

[0119]  FEAR KB — L s 5 =N, Frid PUiR B HERE % 5 14-3-3e ta®it (A 1 28— R AL FF
SRk SE A PR DL R RETE 5 14-3-3etatR A MU R S A0S —Puik,
i 55 — R FIPTIR 5 — RALA M EZ

[0120]  FEA K BRI — syt fy b, Bk 28— JuAR A S Pk () — A Shnic ) B4
AR, B S E AR A B A RS A TR AR LR 5 R S B AE
RN R A5 5 BRE W HE A I I B AE AL 22 R AT

[0121] AR B, BT bR 0o RO Chs e, Frid R Oehric¥ik B &Kk i L ELATAED R
EKVE S AT Y UE B R FATAYD NI oo 2 IR e 2T &4« DL de i, ik
WY W i S JLAYT AR P B0 48 N 0 TG Y W TSR I i P W T R R R R TR e MY T — R A
f% o

[0122] A BAH, BT ARic P 9 52 e AR T, B 4 27 6 AL 703k B AR i 454k
VIR AN /SR B BRI -

[0123] 7R 7R J B I — A ok 1 S it A5 w3 A 28044 38 v v CAEAT R B A , 513k 4 2 1)
TR , 3 10 LF [ FE AR 2 T 14 F 2L (—CHO) ¥R (-COOH) & JE (-NH2) (¥ %E (-0H) 5%
5 (-SH) g TR BB, nT DL 5 BP9 7 300 e e g & % 52

[0124] AU B, BT iR [ AR 2 A4 0 B RGP TR S SRR L 38 JRC Aok kLA 33 365 L B 4
B Je e IR REE K

[0125] 7R B — s 5 b , BT IR W 1 R I R 420 . 05-5010K s 30 . 1-40%0K 5
FARIE5-2040K

[0126]  FEA K BRI — o5t 7y P, BTl 28— PrAR 0SS Bk o3 i oy ok B 50 v B it
STV AN € K N 7 v SR

[0127]  FEA R W — LeS2 i 5 b, B iR 14-3-3etafE [ B0 A BOH & 3L 82 51 4
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SEQUENCE NO. 1R

[0128]  FEAK WA — s b, FTid RALIE B 2R F B~ 14-3-3eta® A KT 51
AN S 1 B - 1-6aa.27-38aa.71-83aa . 112-119aafll141-154aa.

[0129]  "FoCrh 3 ZBIEE - 7 e — PR A 1 SEIA K B I BAR ST T R

[0130] A%k B 45 — 75 T BTk S 1) FH T 46 I 14-3-3e ta B [ IR AR M ARAL 2 % 't G 28 A6 Mt
B

[0131] 2 Jpa, A G BRI, K52 AW — PRSI 6 F B BTl 56 — Pk ek
HaEA B BRETS 514-3-3etafE A I B — R A4S 45 &

[0132] 20 %pb, HALE BE0 5 KY) I B AR BT R S 5 AR ic P B Je 5 2 85 6 1 26 40
R G B TR 5 PR el 455 B e 18 5 14-3-3etati 1 (1) 28 — RALKE 1t 45
& BFTREE — R MPriR S —RAAHES .

[0133] AR BHH, fTid 14-3-3etalE H 17 ¥l @Sequence NO. 17w o i BTk 25 — 3R A7 Al
FIT IR 55— e 7 43 BB ST A5 % 1 SR8 B o 14-3-3etatk [ 10 5 FI I AR 6 e S 1tk B < 25 1
-6 F IR (1-6aa) EHE27AL-H38LL LR (27-38aa) HE 7107 - E 83 Z AR (T1-
83aa) FB 1120755 1190 Z LR (112-119aa) FIEE14147 2515407 & FEML (141-154aa) «
[0134] AU BATR , Bk (¥ 56— HuAd A 56 —Hudd oo il S S b ik B FR v B AR N/ B 2 va B
Pk, DLk B v PR

[0135] 7Kk B o ik B v B AR RE 1% 15 14-3—3e tatk A B B AL B 45 & . B, A Bl
Hh TR (1) B T B AR Y RE 8 5 TR 14-3-3e tatk 19 10 8 2 LR S v B (3R Ar) < 1
6aa.27-38aa.71-83aa.112-119aafl141-154aaf¥ 14 45 & Pk .

[0136] AU BH H % BT ok B o B U AR 1 1) 8% T ¥ 08 A e A1) 1) PR k), JE e Dl ok AR At R
N RIS FNE J7 3R ) 44 A3 30 o 45, 76— SS St 45 14-3-3eta B, AL HE

[0137]  BIR— . Zh¥ i

[0138] 1.HX%IE

[0139]  EHU3-5 R84 MBalb/ cHEVE/INER , B IR e d% K 14-3-3e tadi Ji Al HR 1K 58 AL
FIEER RS FLA , 5 HN R S IR s i 2L S P57 & 9 100ug/ R /MR o

[0140] 2. fimB& 4

[0141] B IRG L G , BN 2 B HEAT — R %, 14-3-3e tafi JE AN 31 AN 58 4 1 77 S AR 7
RE I, 5 RN RIS A PR , S 7 & 50ug/ RN JLIEAT 3IR S o b 2
A G » & R ER IS A AU PR 0ug/ H/NR BT B G — IR IR 5 9%

[0142]  DIR— Yf0mL&

[0143]  dgJ5— RN S8 245 R J5 55 =R, JO TR A T AL A8 /) BRI/ IS B BB 9 FHIE 241 77
RIS U AN - FEPEGA T R 5 /N B BER 41 B SP2/ 01EAT A&, K F A BR B B 1L T
INZE 96 LA I 15 FRA AT RS 5% .

[0144]  JDIR= HURK I

[0145] Rl &S5 10R 24T, R o P K 220 2 K/, 0 - FLIM 4l 855 7% B s AT A I o HLAk
Rl EZ T

[0146] 1) H14-3-3etaPi i AT R, F FH2 %6 BSAREAT 141 5

[0147]  2) IO NHHHEES FEAR h 5 FLEI GHBE BE 7% L7, ON G 78 0 PR 5k

16



CN 110579592 A ﬁﬁ HH :F; 11/22 71

[0148]  3) IO AHRPFRICHIPUER =81, )M JG 78 70 BES s

[0149]  4) JII AN TMBJEE 4 5 15mi n i €2, N 2MAR BR 28 11 2 )3 I AT 0D45 01 55 , 3 5
PETE XS R L5

[0150]  PERDY.wefE 1l

[0151]  CKERH I e 3T 2-3Vk T AL , 4R B iR FE 52 .

[0152]  JPIRF P RIFFE, thil & Bt

[0153]  FfAAhaG 7% sl 8 M /K 55 07 AT B i) 45

[0154] 2% B w6 Bt 22 v B S04 (40 i 28 D7 R0 A AR ol 7R PR o1 JHG ] DO I AR s B AR
N GRS SN J7 3R ) 46 A3 31 o 5, 76— Se St il 45 14-3-3etaE 2P0, AT
[0155] DR — BhW) 4% J R I

[0156] 1.\ X%

[0157]  ¥414-3-3etam 2 2K A W 15 2 2mg/mL , Kf 2mL A 58 4 A 77 Al 2mL 14-3-3e ta B 4H
FH A AW AFEASHLIES 2R N RSN ZIEE N, B E RS AR BIEE 2
FORE AR LA 1k B B AL S U 8 s /KR I, FLAPTEA Y B A4k e 2 »
[0158] e FE2 AL A 2, BT B2 N 2 55V E S, f Sk B v E S 2mL AL PR (Rl 2mg 14-3-
etaPiJi)

[0159] 2. /mB& 4

[0160] 5 IR e Jo Bk R 2 J iR AT — U hnoi S 928 , JLEAT 40N 58 S 7%

[0161]  ¥f14-3-3etad 202K (IR VY £ Img/mL , B 2mL I AN 58 24 75 1 2mL14-3-3eta B
i E FAHE 7T A

[0162] TR GIZIG , T 58 e b R A B DL TR I T, =F 25 IRk 2 45 oK, Btk
FAFLAC BB JEBEAT R L 2503 55, IR AT e 2 3359 T LN RS 4

[0163] 3 HWIMML, 43 B5 ML

[0164] &% f5— kN % fa— JA , SRR , 4 M &4 f5 VI GEOIRIBCE. T-37 e 5 1-2
NS, WL 35 4120001 pm 254U 5mi 2= 5% L 410 i 258 [ 47 .

[0165]  JBUR — L4tk

[0166]  1.14-3-3etadfi 5 o0 5 35 FIAE il 4%

[0167]  ¥414-3-3etadi ) (55 % PR A7 AN F] 6 FIARAS , 40 G g% R T Hi shR 2, SR Alalifk,
FHHL R CSTHRES) & HT 20, IM NaHC03,0.5M Nacl,PHS. 3ZZ Mk ;

[0168] 4% 45 5, T 4 mI ¥ K e 3mL % %, S mL &E B 18 BE Sme L JR , FR BUE 24 & [ CNBr
activated sepharose 4B (GE) ¥, H1mM HC1yAAK I 76 Fhie i oh AW e vgs , 18 5 ImL eI
5 FH100mL1mM HC1EAT e , W e B T-H0 o I OR AP e 455

(01691 FHAhIE R UE T3 I b5k BE AR , A4 V5 K 40 1) 458 B m 22 2 A 17 1 14-3—-3e ta L SR ¥
W, FR B R, 28 [ B A, T JFE i A B A R b

[0170] &P I B S O R 3 » Tl AR DR A () B R IN N 10 A5 AR AR 0. IM Tris.HC1,PHS. 0,
FATri s 25 235 73 A b 2R s S PR v Pk 2 4]

[0171]  EEiR3EH:, 0. 1M Tris.HC1,0.5M NaCl,pH8.5F10.1M HAc,0.5M NaCl,PH4.07%
P R e R P 10 AR AR AR , B8 vk 5l , L L BRIEILAN S5 G 0P E , & Bh R FAE i &%
SERK -
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[0172] 2. ZHiSEMENT4iL

[0173]  FHSFEF AR AL BE b K FRE 14-3-3etaPu LI , HAEBEPE R IE UL R BT IR RS G Bt
L7 S5 AR B P TS R B VAR, A8 2 7 AR T 5

[0174]  12000rpmE.Co LA FIBA W 10min, 7 BiF , PLUE F IR 46 M3 3- 55 AR AL PBS 1%
fiFE, 31 0. 22umid g 25 i

[0175]  FHPBS~F-1fif14-3-3etafi R SEAAE , #4 LA H Y8 EAE o8 FIAE, EAF 58 52 J5 FHPBS ik
ATV, B R WA AW R

[0176]  FHO . IMH & B2, PH3 . 0% phifi X LA b 1 47 B 0, i 4 3k Mo ¥ S i FH 3 M
Tris.HC1,PHS. 5347 H Al

(01771 Pl FH 205 AR R PBSHEAT 3 AT , B4/ INESF DA B30 3@ A il — Ik, FE 40 2B T
BREMAL I 14-3-3etaZ Plo

[0178] 7R B I — LR 3% 1 St 451 o, BT IR B 7R S0 i B 8 A S 7 i 1 14-3-3e ta i
2 BT I A Y it A0 A2 1A ot R R T e R L A9 58 0 R A [ R B 1) T AR AR A
[0179]  FEA R BH ) — e Afad i e it 7 20, B 28 — Huids oAl 28 — Hidk b i) — AN e
PEZE A RO B Shmic a4 6, o — A TE G AR5 S M 45 A O R R O 5 ] R 28k () 2 &
PAN

[0180]  RIiZ PRI 2 , A K B v BT ik i) o e M 45 O X ol A B MR R /R FH 5 81 bt
FRAMEAR FR AU, AR B, Bl 58 — PR s 45 6 Br SR e e 45 G ooy B R R i —
GG S T BT IA [ AR B 5 R S VR 4 A BT R R R S — R s AR R IR Y STt g
Frid s — PR e & B S ARG G TR B AR S8 E R MR E S

[0181]  FfFlan, AR B, FTiR 58 —HuR s L 45 & v Bt 5 e 45 A e X i R AR 1 — 17
g5 M TR bR IC ) 55 e Y25 A X B R TR I ) — s o A — SBSERt ] b, 5, Bk
B PUARBIG A B SEMRE S TR SRR R RS S .

[0182] 7R BH I — L St 51 7 , Bl 2H 43a P [ FH A DL B 5 2 256 10 5 — Pk sl L
gh A A B MR B N 1-100mg /mLL , 834 10-50mg /mL ; 33— 254 #% J910mg /mL .

[0183] 7R B — st o , BT 20 3 bR AR ic ¥ U e 5 2 45 A 10 38 bk s L 45
E H B N1-100mg /mL , fi%10-50mg /mL o

[0184] AR BHH, BTl it ¥ Ak 5 RO AR ie8) , it B Bk R HLATAY) 8K S
AR Y g e S AT AR N A s 2 ABRIERE £T &40

[0185] A EHH, Frid Aric ¥ Ak 5 RG] , ik B BAR I SR AL Y i FH / B T 1R

it o
[0186]  ZJ B v, B it [ A B A a2k 1 AR FLAR AR S 28 JE TR AN B Rl , 10 368 P o [l A
AR WL -

(01871 FEA W () — L LIk ) St ), BT ik r) e i B AR 4 00 ¢ IRV o

[0188]  AK WA, B SV TR B8 AVA VR AIBIR VL, 75— Le skt il o, 49 4, BTk AVE RN
I SEAEIE W, TR B O SR A BN -

(01891 FEA K W (1 — L85t )5 aUrp , AR W it I At i 14-3-3e tati (A AR 2 A AL 27
R e BRG] 6 9k 2 B4, A % 1 T (A ) (1025 SR ) 26 67 T (4L
orb) BB, Horb, a2 [ M EA UL e 5 2 25 B 8 — DR B 45 & Fr B TR 55—
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PRSI H S G B H14-3-3etatE A — RO R LS G A b B AR 5 R
I A B RT AL DA 5 B3 A SIS A O A s P ASE US 5 FI AR IC A e 5 2 45 60 I 38 — ik
R H S5 G B TR 28 ik e g5 & F BERE S 5 14-3-3etalR A S8 RAFF L5,
HETiR 88— RAFIPrR 5 —RAANAHES .

[0190] Ak BH &5 = J5 1f Bk J2 1) B T8 14-3-3e tath [ (1 AR FIARAL 22 0k 't B S 46 IR
AR AL S AR R B 58 5 T Bk I F T4 14-3-3e tadi H 1 AE S AH A0 2 2 0 G e Ao
AN RS AT LUE 4 Bk B T8 M 14-3-3e tath (A 1 JE AL 2 %6 a2 46 MR 1) 22
Fede Nl A 15

[0191]  FEA K B — 28t 77 U, BT 377 G B4 DA N 445

[0192] 2 /ra. HAL & BHEE BRI BEE A 56— PUIRIRETE K

[0193] 4 /rb: Hof & BH B Bl f B B A ic Ml o8 AR iC i) 28 — ik

[0194]  FEA K BA — Lo st o, B iR b A6 4 53¢, HoA & & A il S AL S0 T 0
SEAENE T I -

[0195] 7R B 28 DU 5 T , A K B BTl B R s DU AR AR & R 14-3-3e tat 1 D AE S5 AH AL
RGP W Ty i, 0 HE AR FH G0 A BH B8 05 TH I PR I E S8 AR A 25 R S e A ) 2
B SR S DT A5 D AE b R TS AR AR 14-3-3e tatl [ R /B H 58 14-3-3etalR I & & .
[0196] ALl , A BH BT 22 B Asr IARE A s FH 14-3-3e tadl I I AR I AL 5 R 9%
AL 7325, 3 5 A FH G0 A% 5 BH 28 = 75 THI P PR =1 350 AR A 25 R e S R a7 6 >R 4
RRMAEE S P 2 B AFAE 14-3-3e talE 3 F1/ BB 52 14-3-3e ta TR & & o

[0197]  FEAR I BB — 2o st 7y 2, B A = A R 14-3-3e tat I AR 3 AL 22
R G A I ¥ L

[0198]  JDURRL, K AFMIAE S 54 fra I AbIR G, 133128 =R &5

[0199]  JBIRR2, K56 =R AW 54 5 iR G, B 2074 T e IE 5 1) B IR 595
[0200]  JDURR3, KWl BRR2HH BT il 4k 5 K S AS 5 IR A7 A5 A0/ B0 BE DTG 0 T AR 00 A5
2 TR 14-3-3etat [ M1/ B A SE 14-3-3eta R I & &

[0201]  FEAK WA —Les i b, FTid 77 v B HE7E 5 R Z AU Hil/E 14-3-3etatt A
Pt TAE 2600020 3R o A0 AR B 1 — 8 BLAR St 5 v, Bk 1A 14-3-3e tadl I AR ifE TAFE
LR BB HE 1 R B D BRRL-R3, A I & A AN R IR BE 1 14-3-3e tatl A 1 TAERL 1 &b
IR A G S AE SR JE AR IR 55 S ERT RC R, L& H14-3-3etatl A AnifE T
TEMZE, 19 28)14-3-3etalik H K S22 RS S EHZ R R R R .

[0202] YRR B — Lt — 20 (1) SE it 5 1 , 720 SRR A, KL D BRR2 H ik 4k 22 ik e (5
SRR L, IR T 14-3-3e tatk I bR AE TAF M 82k 0 e RrIAFE S H 14-3-3etatE H I & &
[0203] A B, RERCAE S E ARSI AR S AR T I B, I FE 75 4 B AR, TR D IRRLFIR2 2
6] LA R 25 BRR2 AR 2[RI A5 43 B A i 1 25 B

[0204]  FEA R B — LSzt b , 785 BRR2 0, 58 DUVR & 4077 A5 470nmise K ) & 5t
[0205]  FEA K BH (1) — L B AR S 45 o, 0T 0045 DA & R R B AFAE 14-3-3etali 1, BTk
R IAFIRE f Hh 14-3-3e tatt (A ARSI AAL 2 R 6 G e i M 7 v B4

[0206] (1) ¥AFIFE ML 54 ra A GbIRE 1525 =IREY);

[0207] Q) B BE=IRAEYMSHycIRE  BREIRAEY;
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[0208]  (3) K lI2PB% (2) L K AT T R B AFA(E.

[0209]  FEA KB 53— L HARSL ] , # 78 14-3-3e tafk [ 107 1, BTl K U AR DU A b
H14-3-3etatk [ 1 AE LIS R 6 G A I 77 v B4

[0210]  BIR— HIfE14-3-3etath FAFRE TAEHIZE .

[0211] (1) K AE A v b 14 1433 e ta i [ 211 AR I it A R Y 42 HE L 451 Aofs 52 5 B R AN
IF) A P P AR ARG T i V5

[0212]  (2) R LARASHE A 54 fra Il & biR &, 535 =R &

[0213] () B BE=IRAMSH Ny cRE BREIVRAY;

[0214]  (4) KD IR (3) HH = AR AL 52 R OG5 I 9 B

[0215]  (5) EEBIR (2) - (4) K H & A AR 1 14-3-3etatz A 1 TAERAE ST
W R AT TAE GREE) ARG IR IR 5G5S ERX MR R, A H 14-3-3etaft FARi#E L
Ve 2%, 1331 14-3-3etafz A MK E SR ESEH L M RER K.

[0216]  PER— KTINAFMIFE S 14-3-3etat R H I & & .

[0217] (1) B FFMEE T S ra A A bIRG B8 =RAEY;

[0218] () ¥ B =IRAMSH Ny cIRE  BREIVRAY;

[0219]  (3) KL WP ER (2) W P~ AE B4 2 ROGME 5 IR L, H AR T 14-3-3e tatE A AR #E TAF
1 25 SR B A IRE S T 14-3-3eta R A I & &S

[0220] %5 FL 710, A K B BT AR AL R TN 14-3-3eta i 1 19 7%, SR FH BT R R 70 & 3E AT 46
W, FARELRE

[0221] 1) —RINFE R AFIIREAR S 5y alR G IR E  TEE &)

[0222]  2) {E Yk : AMINRESAH S Bl e S F=4 e , 2iBr W, H UL iaa Uk s

[0223]  3) ZE R IOFE A b IR yiiE IR AL IR E TP O E A
[0224]  4) K : SM I3 H B IR BT I O E A VT, Kbk LIEWR L IETE I KGR
Y, AR H A Y BR E , TH 5 AS 1 14-3-3etaR A & &

[0225]  FEA KB EE /N 75 T, 45 BH B4 (R AR 4 B 58— 0 Thl B 3@ AR X S E 35 AR AL 2 R
P25 K IR 70 25 A A A5 WU RE v 14-3—3e ta B A I AELE /B2 B P i 7, T DL R i
DR A i BR B8 = 5 T BT B A P AR 350 R 1 2% 5 6 e 98 R N 37510 25 2 Sk 10 W 0 A< At o
e AEAE14-3-3ctatk 3 /B E 14-3-3etatk A & A 7 3%, Hodr, Bk 44 A 5 ok
MR T AT A 35 I PR 00 BT s VAR < PR Y Y i < e A R 2 24, A
35 I A WU ot i 1 LA I IV g M RN ZE 2R, 33— 20 L BT R A5 AR o o ) LA
1L 5 ALY , B8 3k — 20 gk B 3 AR A o A9 I3

[0226]  [AJffHh, AR J B TSR3 () G A o B 28 = T3 THI i (L 19 B 30 A A 27 R ' B S A4 DA
FIEAEAS TUAF AL 14-3-3e tali [ IR A7 75 AN/ 85 2 8 R 1K B 5 P LB A8 Sl ) A % B
B =75 T BT 4 At %) Sl 350 4 2% 2 8 A 7R 6 R S B I A WA o RO TR AF AR 143
3etafi [ A1/ B 14-3-3eta®i LM & &0 777, Hor, Brid fpdllRe &k B I« AT A&
W) L3 2R GRS R A L PR PSR i = e AR RN L 21, DI T 3 A DU o
e E LR L I3 o R AN A 2R, 3k — 2D R 30k P i A AR ot i 1 L ¥R IS4 R L7 B
Bt — DA BT IR A U b 9 L3

[0227]  Zfulthy, A< BH BT S (4 %) G 4 i B 28 DY 5 T P i (L ) 1 380 AR A0 27 ' B 2 A I
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PEAEART A5 MR P 14-3-3e ta K [ HOAF7E AL/ 8 & &b (1 8 L vl CAER AR AR A A K BH 56
7 TH R AL AR S AL 2 RO S A M R B e, ISR FH AN AR S B A DY 7 1 B AR () E 35
FEAR 27 R G T A I 7 4 0 4 e AR A oty o 15 47 AE 14-3-3e tadlt A/ B0 € 14-3-
Setath F & BRI, Hodr, Bral A5 MURE b it I IV AT AR 0 I3 I 2% PRV o
BB VAL R VAR <V VAR P i < B RO R 2H 2, A0 3% B 3 A5 MDA B e 1 94 L 2R IV
FECRRNZHL 2R, 33k — 25 010 30 BT 3R A5 WA 8 P LR IR0 T L, B 33k — 2D AR 8 T 3R A5 MR
R

[0228]  Sfplith, A BH P (it £ Gn A O B 5 DY 777 1 B B AR 1 A B AR 27 R 01 S 2 A W 7
PEAEART A5 MR P 14-3-3e tafE [ HOAF7E AL/ 8 & 8 (1 8 L vl CAER AR AR A A K BH 56
=77 T BT R AL ) AR S AR A 2 RO S e R A TR B, FE R FH 4 i B 28 DU 77 1 B ik (1) | E 4 A
57 R G B A I 7 2 R 4 e AR MU ASE o R A TS AE AE 14-3-3e ta i 1 A/ B i€ 14-3-3eta
AW RN L, A, Brid A RE 5k B i AT A9 S I 2R PR i 6
T R M B e A R R RN ZE 2R, A e P A= WU AR ot 30 11 L9 I SHE < IV < 9 I
AN L, 33— DA 3 BT i A DURE b 328 1 O 908 I 2 A L35 5 B8 gk — 2D e B iR AR A &
175

[0229] A& BH 585 -G 77 1 Bl B B An A J BH 565 — 777 T B ks 110 1791 2 2 A i) 4 FH T il 28
JAGREAAE 2G5 28 () R Hh B B2 R DA A SR R P a4 O B 565 — 7 T P o P e 7 25 2 ke o
2 F A W28 R 14 5 1 & R & R i 7 v, A dE

[0230]  ZBHRMIL, &4k B AR 344 (1) A WA

[0231]  JDIRM2, >R AR J B 58— 7 THI BT i B AR 350 AE A 2% 5 6 G g8 K I 7 2R 4 Wi 3000 -5 3
FEdh P2 T AFAE14-3-3etatk A A1/ B € 14-3-3etatE A & &

[0232]  JDRM3, 5 5 15 o HERE i « 2R X P 5 1 48 e B  BRR F I) — 55 0 = 4k 7
YEIT TR RE S iR 14-3-3etatE A K S B

[0233]  Hirbr, i R A 5t 126 B IV S LT AR A0 S 3% I S PRV i o8 RV G VR e
T i T T SR AR RN ZEL 2R, D028 I R AR MR ol 328 1 IO IS LG S 3 TR RHZH 2K, it
— DRI IR RE A b 38 B I3 00 2R RN L 5 B8 3k — 20 00328 i il A R D I3

[0234] A B, 5 IR 5 G REAERE S A LE , Bl 5 MUAE i 14-3-3e tats I AP E & AT IA
RN = A o 28 R A DG RIS T PR FE 7R A

[0235] AR EHH, b5 IR 0 REAEAE S A LG , BTl £ U RE it 14-3-Be ta 2k F ) & 210 590
& BT A5 I 3= A v 2 RGO 6 2 W it FE = )

[0236]  fE—LL e i) STt 5] , 5 1E 0 HRFEAE S AR L , B iR RF A i Hh 14-3-3etati A
[ I AN0 . 2ng/m1 J& FTIR A5l 32 44 o 28 KB AE G RIS W M FE w9

[0237] A B, 528 R 5 1T 2 0 REAE A AR EL , BT iR R A i Hh 14-3-3etatt I AH
X Fr A T  E 0 A 2BE R A 5 R B TS PR FR R )

[0238] AR EHHT, 5k R — 0 ARG 7 T RE AR LG, B R RE & 14-3-3e ta
HE B B AR RIEIT T R

[0239] 55 )\J7 I, A K BHI B 0 an A= B 56 — 777 18 v 3k () S S50 A Ak 27 Ot B e A D)
B BN AR R B 5 = 7 THI Bk i A 38 AE AR 27 R N S 2 A W ek 751 6 i 555 DY B B 0 T P
AR AR AL 22 R O S R M T AR A 2 R AT AR B R
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[0240]  AKRBISEILT TSR AL T Bl B ATl Ab 2 R e e 5 e AT A, FLAL S -

[0241]  FEA YRR, H A T )4k 252 5 06 0 B A 00 o7 B e PR R A S R 1 DG 7
RIIZIRTT E RIS &

[0242] 7RIy AsE B , 3 T 14 255 6 43 BT AN ) Tiae o7 B e & Pl i B

[0243] ¢ E A, H T A UARE o Bl A 28 S I LSRG T (1R B S B 5% 5
[0244]  ff oy g AsiH ,  FH T8 O BLIR A VR R B REABSORE , HHH R B RO JE SR HE H
BN I JE R RETORT

[0245]  farillAsidh , H FH TR ML 2 OG5 5, I R A 14-3-3e tatl H IR FE ;
[0246] WIS HIBLHL , F T i R4 il ok 9% 5 B e L A Iy A R0 v B e, i i
i 53 B AR R By iR A WASS e B 7 B2 5 30 4

[0247] AR S J7 THHRAL 1 — B il dn A kB 28 U 77 THI BT IR A0 27 R 6 G 92 3 AT AR
77, R~ R:

[0248]  JLUER1, KA RS 541 a4l &bk &, SRS =R AW

[0249]  JLIRR2, K58 IR AW 5N il G SR A T RIS S S IR & ;

[0250]  JDURR3, KWl BRR2Hh BT il Ak 5 K S AS 5 IR A7 A0 R0/ B0 BE DTG 0 BT AR 00 A5
H R A7 IR 14-3-3e ta®ly [ A1/ BB 8 14-3-3etaflR I & & -

[0251]  FEAK BHH)— Lo sTiiti o , BTk 7 08 G 7D BRR1 Z BT #11/F 14-3-3etaR H
Pt TAERN 2P0

[0252] YRR B — Lt — 20 (1) Lt 5 , 7020 SRR A, KL D BRR2 H ik Ak 22 ik e (5
SHIBRIE, I T 14-3-3e tatk F AR #E AT H e ki€ e AE S 1 14-3-3etalR I & &
[0253] AR+ —J5 iR At 7 — RS I 14-3-3etathk [ 1 7325, 1% 7 12 % FIRUA KW
B = THT BT 1 ) 8 AR G A 2 BH 58 U THI I B Ak 2 R S 9% A A3, LR DL R 2D 3R
[0254] 1) E—RINFE R AFIIREAR S 5y alR G I E  TEE &)

[0255]  2) &k : AMINRESA S ol e BP0 E , iR IS, H UL RaE Uk s

[0256]  3) 25 R IOFE A b iR yiiE IR A S IR E TP O E A
[0257]  4) K0l : S I3 LR BT OB A UTTE , Kbk LIEW L IETE I KGR
W, AR H A Y BR TSRS 8 14-3-3etaR A & &

[0258]  AKBAEE 5 IRt 1 A AR A B 5 0 T I I 1) Al S5 AR AR 5 O ' e A T
T2 Bl AN AR U B 55 = J5 TH AT 38 1) A 38 AR 2 R G S 4G AR 77 3 B an A % B 55 DY B8 26
T 77 THI T I 1 7792 A R B 555 0 T T TR 1 A0 2 R Y B 92 43 T A Bl B+ B -+ — D THI B
SR 5 IR AE A M A7 U 5 o 14-3-3e ta i I A AE RN/ 88 R IR N B, b, BTl R DA
T vy = I 7 11 7 VA = N 11 B 1 A A e & R L 7 = 1 R R W S M
2,

(02591  TII. s jitif3l

[0260] A A WH B s 2 BRAR , T WS 45 4 STt ) SRt — 25 VR A U B A R B, 1% S S
Jita AN RS 56 B 1 AR 5 A eI BR A R B (%) 87 PR Y L o A 2 B v B A P ) 5 ) 82 23 5 T8
5Bk 15 B 41 AT LB P ML g 4R B A T 7

[0261] AR B FTIA kA, BT RFIE 4L & BR A 5 » 280 UAR 3 SEBR 75 B4R 20 f/
R o B AR, BT IR IR B IR R W] A2 25-45C IE FE VG N AT BRI T L SR B I A T DL

22
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TR FE 10-20mindyw] ,

[0262]  Sjitifd1 -

[0263] 1 RFIT (FHi14-3-3etatk FAPUIAALR I REORD) 1) %

[0264]  ACSEifi 5] o >R FH 1Oum R R B WA TIOR — S B i T 20, o ik =2 L =4 —
BN, M — T 2 ROR LR A R B AR R R

[0265] (1) J& ¥k

[0266]  HY10mgRAMRL DN B0, IONELBE S PR 0. IM PH5 . OMES , VR 51 J5 T E T Wi 7 55
AERE 1R, 7 FIEW TR R A 0 TR N AR G PR, T BERATSORL P X

[0267]  (2) i1k

[0268]  JI N 2000wl A 4 2% 3 fokr B 2 , {6 fokr ¥R B 24 5mg /m1 , HU50RLY 10mg/m1 EDC
(- G- H RN -3- 2 Bk W REERBR ER) 2Nl T /K Bk — 0 i , 7R & i
FAAVE R B 0 A7), 0 FH T 3 A 1ol R e 268 ] 2 1 0 55 A I 1 52 0 AR 47 88 A1 3% 40 1) o
Bo) VAW, SCRU NN OB N IR 2T, IR, T H g% R & 28 F25-40rpm/ M. 15min, 78500
AR R T R HE L ]

[0269]  (3) fuf

[0270]  JINO. Imgfr Bt d A kL R A1 E W B O B T37°C, T H e R & 45 L3/,
i AR R 5iE G R TR A R

[0271]  (4) & LR AT

[0272] KGOV E T HE 0 B ARFR B 158D, 7 RIE W, MBSO NI BESR iR . 1M
pH 7.4PBST, V5] 5 IUE T e B 48 fR B 15D, 70 LIl EE WK, LA Pk, ZBR AR
BRI A .

[0273] I 1000uL LKL R ATFZE 0 . IM pH 7.4PBS, i HARAF IR FE 10mg/mL , it 3 fit
5.

[0274] 2 3RFI I (Br014-3-3eta®l (A PUAFRICHINY BERE) (5145

[0275] A< SEjifsi b % FHSAEFRIC I T2, BAR I T Fiow :

[0276] (1) SAERC ]

[0277]  FR#E10mg SAE, FA ML) — H L H Bt fZ (DMF) ¥ A B SmMIZ i , —20 C IR« e
RAF# Ho

[0278]  (2) #xid

[0279]  #EBS.O0 h D NB00uLARICZE iR 0. IM pH 8.0PBSKRICZEME , FE MO . Imgf A7
WEE EEL, IR 10RL SAE W f5 S RIVE 2T, THE T 1 B e IR A 48 1 25-40rpm = i ) MY
30min.

[0280]  (3) &4

[0281]  7E 5.0 IM N S0RLIF 10 % #i S BRVE T » LA 3T P A S B2 P vt 1 2 ]

[0282]  (4) FEHr4lifth

[0283] L FE14KDIKIBEHTAS, XF0. IM pH6 . 3PBSE M1 4% M RIBE T , BEFG 4/ NS — vk, T
U WER BT IR N IIFRACY) , I H OR3P 7], —20 CAIRIR BEG ORAF 25 FH

[0284]  3.14-3-3etatk AL MHE &I H] 45

[0285] 1. 1% 4k it A B V0 () T )  FREWHEPES 4.77g.NaCl 1.7g, ¥4t /K160gR >

23
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30min, {8 FH IMA K 25 B2 A1 LM NaOHYA R I pHIE 257 .4+0. 2, 48 4:7 INProc1in300 0.1g.
BSA 30g.IM MgCl2 0.5ml1.0.1M MgCl2 0.1lml,##+E30min 5 ¥ ingifk /K =& 5 % 200g, & il
pHfE J5,2-8°C £ H.

[0286] 1. 2 4 i 1) C A« PRI VA oot AR R VR 42 R B A9 s PS8 AR R B T A ARG Y it » P EH PR AR
T HE bR T8 H = RS A i TR IR BE 5 52 AR YR o ) 1) 5

[0287] 4. SZEGHRAE .

[0288] i Ll 2H {3 4 3 i 14-3-3e tath € & J5 , 24 AE 4 H 022 KOG S J% 4 X
b BRI IR B R NP IR R

[0289] 1) FEARSORL+50RLARFIT , ISR, 37 s N 15min , f 70 25 , Pk TLIK 5

[0290]  2) HIAT00RLIRFIT, 37 °C /e M 10min, BE5r B , Peisk 1Lk

[0291]  3) IO 200uL A » S B IIAE 51E

[0292]  4) M A BN AT B S S E T MR A .

[0293]  5) R4 RHE M A T AE, 1B S EU G T7ER G HAndEdh 28, B B S 514~
3-3etatk K Z A T FE

[0294]  6) [FIAEFFF MR AP IR L) —4) A A MUARE &, HH5) A B 77 R U H R4S HH A R o A 14—
3-3etafk HIKE .

[0295] 5. seib4k R

[0296] 5. 1456 TAFARHE S I £ 1t V5

[0297] A58 TARRHE S L TE T, g5 R WKL,

[0298] %1

W ng/mL E5MH

Ong/ml 1245

0.2ng/ml 7242

[0299] Ing/ml 38752
Sng/ml 174522
10ng/ml 320487
20ng/mL 678510

[0300] MR IFNE 1R LLE Y, brifE it 4 B2 40L& 7 FER2>0. 99, 7£0 . 2-20ng/mL )l &35 [l
N B AR 261k

[0301]  5.29FM) 45

[0302] 479645124 XU 5 ZHLAE A< AT 102451 1E 5 %ot HRLAEL AR i, 435 1 L e 2 AT 2.,

[0303] 2
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E 5 X RRE AR HRIB ST J I 1 BE A2
BEARGR 5 MR E (ng/mL) [FEARSS S IEIRE (ng/mL)
1 0.04 1 0.17
2 0.02 2 0.05
3 0.04 3 0.36
4 0.16 4 0.40
5 20.00 5 0.07
6 0.05 6 0.04
7 0.07 ) 2.90
8 0.00 8 9.77
9 0.04 9 0.07
10 0.03 10 3.20
11 0.03 11 0.04
12 0.01 12 0.00
13 0.06 13 1.23
[0304] A i i il
15 0.03 15 0.20
16 0.01 16 0.92
17 0.05 17 0.11
18 0.07 18 20.00
19 0.07 19 0.08
20 0.00 20 1.58
21 0.08 21 20.00
22 0.03 22 0.07
23 0.00 23 0.04
24 0.00 24 0.07
25 0.00 25 0.05
26 0.02 26 0.12
97 0.00 27 0.23
28 0.00 28 0.12
29 0.00 29 0.05
30 0.01 30 0.03

25
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i 0.00 ol 0.05
32 0.00 32 0.05
£L) 0.00 33 0.04
34 0.00 34 0.04
35 0.03 35 0.04
36 0.01 36 0.04
37 0.01 37 10.90
38 0.01 38 0.42
39 0.00 39 0.04
40 0.01 40 0.02
4] 0.00 4] 0.01
42 0.00 42 0.06
43 0.00 43 0.06
44 0.00 44 0.98
45 0.00 45 0.03
46 0.00 46 0.04

[0305] 47 0.00 47 1739
48 0.00 48 0.02
49 0.00 49 0.02
50 0.00 50 2.96
51 0.00 51 0.05
52 0.00 32 0.03
53 0.20 53 0.03
54 2.81 54 20.00
35 0.00 35 0.10
56 0.00 56 19.93
57 0.00 Sy 3.23
58 0.00 58 0.01
59 0.00 39 0.01
60 0.00 60 15.08
61 0.00 61 0.02
62 0.06 62 0.17
63 0.01 63 0.04
64 0.00 64 5.63
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65 0.00 65 0.10
66 0.11 66 0.31
67 0.00 67 0.06
68 0.00 68 0.04
69 0.06 69 0.04
70 0.00 70 0.21
7l 0.00 71 0.01
72 0.00 2 7.15
73 0.00 73 0.04
74 0.00 74 0.04
75 0.00 13 0.05
76 0.00 76 0.04
71 0.04 71 5.14
78 0.00 78 0.10
79 0.03 19 0.02
80 0.04 80 0.05

[0306] 81 0.00 81 2.67
82 0.00 82 0.15
83 0.36 83 3.20
84 0.00 84 1.69
85 0.00 85 0.77
86 0.00 86 0.04
87 0.00 87 3.80
88 0.00 88 0.61
89 0.00 89 0.14
90 0.11 90 073
91 0.36 91 0.06
92 0.01 92 0.05
93 0.00 93 0.04
94 0.05 94 0.03
95 0.00 95 0.05
96 0.00 96 1.95
97 0.00
98 0.01
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99
100
101
102

[0307]

0.00
0.00
0.00
0.00

[0308]  4fi%: PRALFEA I 14-3-3etaiR FE B IR 72 7 , 1B 0 MR AL R 57 P 996 96 , R R
TR BUR L M35 % , KB 14-3-3nL Y 8 1 AE 5% 71T 8 sk Rak , fERA R IfiL

TRABORSE I H 3 25 1

[0309] R =4 E R (5, BA b ik 1 S 49 A5 3 FAREAS S B, IR AN FR A B AR A AT
IR ] o 38 25 i AR S i 49 6 AR W R AT 1 St (ELS, =4 B g L o i DI 1) T D i 1k
AT PR AT, 110 AN AL PR E VR BRIV o R DA% RE A2 AR R ISR 5K ) Y TRl A o A A
B, LA SAEANTE B8 A I 1A S TR RS A A 5k AR R B HEAT AR AT o 8 L b R R 1 A Ok W98
FRE € B 5 APRERT St 1], 4EL R I AN VR 35 AR e B BR T e e T (R 5 915 A S, AR
W R Fe 28 HoAth B A AR Thg i 7 s AN H
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FF

.1l

%=
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BRIES

110> JEEBIEEMHEARFR A A

<120> Frdi14-3-3 etadl A MIARBIARM A AOE S A M 1k 6

<160> 1

<170> SIPOSequencelListing 1.0

<210> 1

211> 246
<212> PRT
<213> (14-3-3eta’&E )

<400> 1

Met Thr Met Asp Lys

1
Gln Ala

Glu Gln

Ala Tyr
50

Ser Ser

65

Gly Lys

Asn Asp
Gln Pro
Arg Tyr
130
Ser Asn
145
Glu Met
Ser Val

Leu Ala

Asn Glu
210

Glu
Gly
35

Lys
Tle
Glu
Val
Glu
115
Leu
Ser
Gln
Phe
Lys

195
Glu

Arg
20

His
Asn
Glu
Tyr
Leu
100
Ser
Ser
Gln
Pro
Tyr
180

Thr

Ser

5
Tyr

Glu
Val
Gln
Arg
85

Glu
Lys
Glu
Gln
Thr
165

Tyr

Ala

Ser

Asp

Leu

Val

Lys

70

Glu

Leu

Val

Val

Ala

150

His

Glu

Phe

Lys

Glu

Asp

Ser

Gly

95

Thr

Lys

Leu

Phe

Ala

135

Tyr

Pro

Ile

Asp

Asp
215

Leu
Met
Asn
40

Ala
Glu
Tle
Asp
Tyr
120
Ser
Gln
Tle
Leu
Glu

200

Ser

Val
Ala
25

Glu
Arg
Arg
Glu
Lys
105
Leu
Gly
Glu
Arg
Asn
185

Ala

Thr

29

Gln
10

Ala
Glu
Arg
Asn
Ala
90

Tyr
Lys
Asp
Ala
Leu
170
Ser

Ile

Leu

Lys

Ala

Arg

Ser

Glu

75

Glu

Leu

Met

Asn

Phe

155

Gly

Pro

Ala

Ile

Ala

Met

Asn

Ser

60

Lys

Leu

Ile

Lys

Lys

140

Glu

Leu

Glu

Glu

Met
220

Lys
Lys
Leu
45

Trp
Lys
Gln
Pro
Gly
125
Gln
Ile
Ala
Lys
Leu

205
Gln

Leu
Ala

30
Leu

Gln
Asp
Asn
110
Asp
Thr
Ser
Leu
Ala

190

Leu

N

Ala
15

Val
Ser
Val
Gln
Tle
95

Ala
Tyr
Thr
Lys
Asn
175
Cys

Thr

Leu

Glu

Thr

Val

Ile

Met

80

Cys

Thr

Phe

Val

Lys

160

Phe

Ser

Leu



N 110579592 A F 5 * 2/2 T

Asp Asn Leu Thr Leu Trp Thr Ser Glu Asn Gln Gly Asp Glu Gly Asp
225 230 235 240
Ala Gly Glu Gly Glu Asn

245
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