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1. —Fh kA &SR, Horb B k2 4nSEQ ID NO: 6/ TAT-NR2B9c , e fE & i 3h 2 5
BAEK ER B N5 2 10, CABE R, & T KT B #h A i 91 3 7 1799%

2 MRPEACR B SR 1T IR & 3h , Fod i F &5 #: TAT -NR2B9 e — Ul R 5 H 1) — SRl iR
iR

3 AREAUFIELR BT IR &8 , FLid i) PLTAT -NR2BIc ) — JellE FR 5 4

ACURH) T, P 1 A2 4 — o R, 28 I FH A8 F00 I 28 T ) %

4. — PP 50 FAFE AR R AT — IUBOR EE SR I I () Ik () Sk L 22 i 5 g, I
B SR A = HEE IR S A AEH AP ER SRR TS FEREN 1%, LA b b e H
W&, FLFT 3 W A2 5 0 5 G b B 3R Y 1 1) 55 R pH R 6 - 75 e v i ok JOA ) SR (R R P2 2 70 -
120 mg/ml , FriR 240 2 R A T & D 15- 100mM , LA Rz Bl 3k e 5 45 £ 94 82 980 - 160mMe

5 . R AR B =R 4 Bk 10 T 4 - ) 751, G A B s T 2 25 AR B i — g 12 36 4% 1 7 1) 7
) EES R TR T ERERO. 1%,

6 . MR IR ZE K 4 Bk 1) T 1 110550 , o b B IR & 3R A B2 9 70-120 mg/ml, fridk
HHZ PRI 920-100mM s DA K P 3 g 5 45 7D A% 52 29100 - 140mM

7 R AR ZE R A BT I B 2R ) 770 e A B iR ) R ) SR R 2 70-120 mg/ml, BT
I ZH SRR VA B2 220 - 50mM, BA K P i g i XD AR B 2100 - 140mM.

8 . AR AR AR L SR 4 iR 1R T 125 11 751 JFG o i 3R 2H 208 P A 52 2 20mM , i ik T 988 % 1) 3k
J& A 120mM, LA % TR TAT -NR2B9c ¥4 & 490 mg/m1 .

9. —Fh R 77 , Bk VR T i) 770 388 o 4 R B 3R 4 - 84— T BT ok 1 T 4 - 1) 750042k~ T
il 4% o

10 . AR HE AR L 3R 9 B s (1) 178 - 1) 751, HL Hp I I 6 A0 — S B R 28 &% B AR ) Ry
LT E T EREN1%.

11 AR AR L SR i i (1) 178 - i) 751, HL Hp B 1 6 0 — S B R 28 &% B AR ) Ry
2K THEFEEMNO0. 1%.

12— Fh A2 SR 57, 308 B R SR 9 28 1 14— 0 J37 3R 1 4 1 1) 551 R /K 9 Y 445 5 T o)
o

13 AR AR ZE SR 12 Bk 1 &2 il 751 3L A B PR 7KV VR /K B A B R K
14 AR PERORZE R 12 Ffr i (1) 52 Ji bl 7710 H wp Bk 2 D o) 770 14 A AR i 38 000 T o1 771 4
TR 3-61%

15. — P IR 50, i 5 ) 5560 45 B 915 - 25mg/m1 A WISEQ ID NO: 6/ 7~ [ TAT -
NR2B9c 1) G 22 v 7 AR , v i il 2 i 751 i 2H 2 B8, EL I IR A 2 Vg e 9 , L b A iR
2 Ja BAEK SRS N 2 i, LR R, BT i 3 7 5 199 % I 91 & 1 50 H Frik 41
PR YA FEE D4 - 20mM , Jfr ik S5 0 1 94 52 2 20 - 30mM, pHoN6 -7

16 WURZEE SR 15 B I 1 2 J55E o) 551, G A 7 R 2 0 — S I B 36 9% AR R ) R I
LT E T EEN1%.

17 AR PERORZE R 15 B (1) 5 Ji bl 771) » JHG w2 350 R0 — 98UE 2 8 4% B AE R i) B
FEATHEFEEMO. 1%.

18— Fibl] 28 52 s bl 70 (1) 7925, BT il 5 2 B0 4 AR B SR 9 28 1 AT — T BT o 1 R T il 741
FIRESTE 2 D 20 C R R itfr 2 — 5 UL I,

2
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T IR R T 15 o

19 ARFEBOMESR IS PTIR 1 IV, Bk R T I K h B

20 . ARHEAUANEL SR 18I I 7592 Bk R Tl e K th &2 i

21 ARGEAUR ZER ISR ) J5 92 , Fo b £ 5T I8 VR 5 i » 49 2138 T 508 28 it FH Y

2RI
22 ARAEAUANZR 21 ik (1773, Fo b pirid & IR 700 2 AR B K b i3k — P ke Ja
Xt ik BB it

23 ARYEBUM ZER 21 822 T (¥ U5 3%, Finid B I i ) &2 il — £

24 ARYERUM ZR 23 I ik 1) 73k, v iR A A7 A &0 R 3E4T

25 ARYEBM R 24 FIr ik 1) T73s » P I Ak A A0 378, BB E 37 °C 1A I TR B

26 ARYEBOM R 21 Fr ik 1) 7 ik, Horh inidk J8 5 8 v XUBCNS 8175

27 ARIEAURIZR I8 FTIR (1 7592 , Horh B i ORI 7RI KA b A AP AE R %
28 ARGEBM ZR 21 FIr ik () 53, Horb Biidh 58 R AT R S st I

29 ARYERM ZR 21 Fr ik (Y 73, Hoh ik S (LR B2 SO s N AB R
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TAT-NR2B9cH &£k

[0001]  AHKHITEMNZ X 5 H

[0002]  AHOKHI1H H20144E5 H28 H A2 HIUS 62/004, 1423 H1 i, T Arf B 1, 1%
HE I 23 A il 5 IR AR ST,

[0003]  JF%IRAIGIH

[0004]  Jy %3y 44 H446849SEQLIST . txt, FA 16618717, Al 1201445 H28H , %7
FIFRIEE 5 ARG H

ERREA

[0005]  TAT-NR2B9c (L FRANA-1) s — M| PSD- 951174 , AT A ARPSD-95 5N - H Jik -
D- RA GRS (N\MDARs) A4 ol — AL B A I (nNOS) B 456 5 LA S e A1 b i ke 1L 375 ¢
(1) 2 B M o YR 9T AT /D R ZEAR A FN T BB B 2K  TAT -NR2B9c £ i B i T TR 36 (S ILwo
2010144721 flAarts®:,Science 298,846-850 (2002) ;Hil11%%,Lancet Neurol,11:942-950
(2012)) »

[0006] 4 T-TAT-NR2B9c JG ™ B (1) EIIAE FH , 78 5% 10k b XUBSHE At s ot 1 5 H of e DRI AEL 3 1
AR A3k A AT ) bR 7 A H B DA AN A7 AE H I ) 12 W B AT DLt FHTAT -NR2B9c .« 51l 4
TAT-NR2B9c 1] 7F A KBl 4 28 G455 & A b o (BE Gn B3 R vp) e Bk 7R 18 1% 2 4=
B i R 4 ke FH o

[0007]  TAT-NR2B9c 2 Hif L 28 5 i1 v A= B 3L K VAR 2 & ) i IR 5k 2 vyl il A= 2 2k K
I T-4149) W02010144721)

LZBARR

[0008] AR WIFRME T —Fh K S EL , Frid BK/2 TAT-NR2B9c (SEQ 1D NO:6) , B 5 TAT-
NR2B9c HHLL 22 2 45 54N S L L 5 4+ 4 N BRR K 5 B AR ST R AR vl M 7 A FF B AT ] At
JIK o BT IR S 5 P LA I I 7E TAT -NR2B9 ¢ ) = 80 1R £k FR 1 — I R 628 e R &I il 4 . BT i
ST DU S R AR TAT - NR2BI e I — U R 2k P 1 = SIS R ShAS O R IR L, 2R J5 s
e 2 2 52 6l SR 1T 1) 46 o T IR I, BITIR 2R 7R K T99 %6 (I BH B T 2 5

[0009] A B it — D FR AL T A A b BT R i & 3R L 2% e A R BE 1 TR0 T R
(prelyophilized formulation) . AJi&Hs, Frif G £E & TAT-NR2BIc ) & 2k o A ikl , Frid 2%
TRFIE A , FT iR W 2 T W, HepH 9670 A 3y, 78 Hil57 o, B G 26 A = B R 26 &% 1
BEEEH LD T1I%MAE Tk, fEHA b, BRI = H SRS ERE
B T0. 1% W MBS o AT e kb, Brd R SR IR 970 - 120mg /m1 , BT idk 2H SR (1) 94
FEN15-100mM, LA B B ik i 5 0 £ R 5 980 - 160mM o A 36 M , BT ik Ik ft) 4 26 FR) MR o 70 -
120mg/m1 , FriR 4 S R 1) 3% FEE 220~ 100mM , LA K i 3R ¥ 2 5 1) 94 FEE S 100 - 140mM ., ] i 3th , iy
IRTAT-NR2B9c (¥R N 70-120mg/m1 , Frid 2H S R ) R P 220 - 50mM , LA K Bt I 8 i 1 A
JEE N 100-140mMo AT 38 1, FIr 34 2H 520 B2 P 3¢ 52 Sl 20mM , B ik v 758 B 1 v 52 >4 100 - 200mM, £t %8
J9120mM, FF iR TAT-NR2B9c [t 74 & 590mg /m1
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[0010] A BH 3t — D4Rt 1 —Fh R 500, F I8 AT — bl S0 T 1 70 R T 7 o) %
AL, AR BEER S A AR S AR S EEA DT 1% M E 7 ik, 75
HF B RS A = H RS H S ERE A LD T0. 1% MHE T

[0011] AR —DHEAE T — MR EHIF] (reconstituted formulation) , BT iR & il
FRIE IR b IR AT — 1R T AR K R 25 6 T ) 6 o T e, BT IR 7KV VR R 7K B AR 3 £ K T
61, I 535 1) 7R 4 AR AR R BT TR T R SR AR AR 1 3 - 6 £

[0012] A BRHE— Bt T — P SR 7R, Bk 5 ) )6 9 B R 15 - 25mg /m L (1) TAT -
NR2BI9c B A S FT I 1 e Ath v75 14 741) » 22 1 70 FIURRE o M) a b, BT O 2% 751 2 R 24 - 20mMIF) 2H &
TR , TR W 2 TR FE 220 - 30mMI) A 75 1 , HLpH N6~ 7. W ik dth, 78 WA SR 19 BT id i &2 T
I BEER SR A = H R S A B S EE A DT 1% M E 7. nl ik b, 78§55 5, B
B =FERESHETEEA DT 1% ST

[0013] AU Bt — 2D R4t T —Fh ikl & sl A 00 7 v i VB AR R D R0 CHI R T
W L R T AR A7 2 — s DA R DR B VR 55 BTk b, BT IR iR IR B AR 4R
FEE Tith FH BT I S DS LR R g, B A D e ) A 3 R K g — D R S e o T
T3 il 5 it A7 28 /0 —4F o n] e b, BT IR 5 A7 AR SRR o AT e i, £ A7 B HE IR B L 37 °C
FRIIS) 3 o 72 S e Ty e by, IR BB 3 B v LB ONS 81407 o 76 e T ek vy, I VR 6 I 0k i 17
TERAPZE b AEFELL T vE R, BT I B2 G R DX I st L /B 28 T v, i BB 3 B AE
Bz sh ik s B E AR

B 35 BR
[0014] P 1. KRR 1 3PVOH KU L AR A TAT -NR2B9 ¢ il 771136 7 Jm B R Bt A4 Jii 468 2 T
e

[0015]  [&]2A,B:A) AR B oR 1 ANE I TAT -NR2BIc il 71 £E - 20 °C A140°C T [ A4 & P . Yl
FORTEMGATILE N A7 — F S5 I TAT-NR2B9c ¥ 41 B , 1% 41 P 45 FHRP -HPLCHl 5 , LA T AR %
Fon o B) AR P EHE (832 % vl FlpHIA 2K

[0016] K3 AR BoR 1 AEAN [F S 78 AN R A7 AE T, 7EpH6 . 51 24H Z B 2% Vi
ff)20mg/ml TAT-NR2B9cLE -20°C #140°C N ) Fa & 1 GELHPLCIIZE) -

[0017]  [K4A,B: £ H FEEE (A) 8L H EEEE FINaCl (B) IAFEAE T , AEpH6 . 51K 4 S B2 22 vh i rh 1)
20mg/m1TAT-NR2B9cH ZE/n FAHE E #HE (Differential scanning calorimetry) 73 #71A .
[0018]  [K|5A,B: 7E M (A) BLHFEHME FINaC] (B) IAFEAE T , 7EpH6 . 511 4 S B 28 1Pl v 1)
20mg/ml TAT-NR2B9c [ Z 7~ $A 48 e Hak i o

[0019]  [&6A,B: 7E 47 HENEET - 40 (A) B AT e HE T - 40 FINaCl (B) HIAFAE T , fEpH6 . 51 2H 2 IR
22 M ) 20mg/m1 - TAT-NR2BOc ) 257 A B Pk I

[0020]  [&|7A,B:A) 3mL{EpH A6 . 51 100mMZH 2 B2 A1 20mMikE 4 4 = 1) 90mg /m 1 TAT -NR2B9c
R E M B REIR AN - B) B A AN ] 75 5 (17 4 I R vl 1 e 362 (1) TAT - NR2B9 e il 71 1 2
FEIRIM o

[0021] & X

[0022] B T & ERL S , 5T A B HE — PR 2 BT FI R R B BCor o BT iR B EAS & A B
He R, )5 Uk, AR R R v B B T 2 N FhE
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[0023]  “UEFRA) AT RRIRHE 1 4549 o Bk S5 70 55 A0 3G - T B I V5 0 A R I - 40
HZ R AR L AL RE A RERE S5 B T 3R 250 E SRR BRER , SE AR It S AE 0 (B R
R ERPEUR L, P& LR T IR B B A e A0 i B DA % B 0 B 1 K A i A7 AR P T T R 1 2
[P SR o IX L5 AT B AR50 R 1577 (tonicity modifiers) .

[0024] 2% PPl — PPAE R T BRI W pHYE 357 76 1T 42252 1) 30 6 A D7) o R IR B 22 b 1) A
HEIR B rPFIFE IR & (BEle) , AR, AT R Eh (BN , MIPHER 31, BE IR 21,
WEER L, TrisSe Ik B G P AIFE L5 . SR TE A6 227 . THY pHYE Il N A 30, ik pH A 296 .5 4%
pH#% ) 7E 1% 30 Bl P9 B9 2 s SE 0 FE DR AR 28 (U anBEFAmR ) Al IR 31 VA =R T B TR
A BRI A VLIRS MR -

[0025]  “WiRER371 (cryoprotectant) " NRATRALAR E 1 DAHRFL VA VR 75 T 00 . 7, HE I
J1E IR E R IR S HERR I « 2300 T AR ) AR 2 68 A TR K 7= il A J i A7 3 1) 9 42
PR AR ORI T S5 R - 5B, B A e W T AN R &0 1 s W2 (RLFE W) , 5] i
B S BE AN LR s R v R 9 o 2R L B I s DA S R IR, 491 0 H R RS R R 22 2
.

[0026]  7F MR E ik IR (W) AR 1) JE ), R 0r 3755 (Iyoprotectant) AfK
PEME T RRE M, HEM R @ SR AT 8 TR I B BRI BT, DL Al S A S A A5 S, IR
IR R R 2 K A T TR AR E MR IX G B T 4R IR A G A DR AE VR T T A I B A
/M B i AR e M o SEA L FE 22 U B , 451 G0 RERE AR

[0027] Bz i AR HE B IR A , B SR 71 Bl AR g 49 ) 1) 0w G B e 4 P A ) 74
FME P, — L85 WL IR LA R /K I ALRE (sorbitanpolyethoxylates) i/l RER (141
s R ALE205 5K (L ALES0) /yHmg vh i 1 88 R YL o

[0028] ARi& “VET (lyophilization)” . “VETH) (1yophilized)” f1“B 4T (freeze-
dried)” ¥ K —F T2 1% T2, T BERRNH e A R, S8 J5 78 JU8 B 88 R Ji o T4
T 2 B UK B %R 25 O 77

[0029]  “Z5¥)#i57] (pharmaceutical formulation)” BRA SN —Fh#IF, 1ZH7HEE
PR TR 250, T EL VA R A it FH A2 ) 550 52 3 A B I B e 29

[0030]  “KJiEHT[A] (Reconstitution time)” & FHVA RIS ¥ il 71 K46 9 R HR B AN 24
L R VAR P 5 RS [

[0031]  “FRsE )7 T IKHIFRZ 20 C RS /1A B 1A ), 53 AR N 22 /034
FE6A B 411 TE 2 2 AR A IR )77 o 4 SR8 I SEC- HPLCI 5E , ANl I 10 % VAL A A
R 08 IR TR 23 e, WA 2R AN S8 28 38 ik A 5 23 A, b P 7K A R 9 R A I B 1) B
U 2 2R IR I AL A B BB 55 R e B2 pHLA S8 33 IR AR AT Ja R ANt +/-10% 6
(IR R0 7 03T 1 4% B BERE R 9 70- 130 9%, f123% 80~ 120% , B A B 80-100% ]
TEHE 2 N AT BIAN IS 10 %6 , SR AN IE 5 %6 BRI o T B T AN I 10 % , Ak AN
5% IR EY) (aggregation) . Al i 7EPeptide and Protein Drug Delivery,247-301,
Vincent Lee Ed.,Marcel Dekker,Inc.,New York,N.Y.,Pubs. (1991) Pl & Jones,
A.Adv.Drug Delivery Rev.10:29-90 (1993) s isHig i) 2 Fordk il e fa E vk .

[0032]  Rif “SEi2 (isotonic) 7 JE 48 H AR HIF 5 AR MR A LA FE B E I . 5
I H HA 29270~ 328m0sm 1238 1K  HAKIE 29250 - 269m0sm , 715772 9328~ 350m0sm.
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BaE R DL E, B0, i AR KRS Rt kG & Kt (ice-freezing type
osmometer) o

[0033] 323 57 : #h (NaC1.KC1.MgCl,.CaCl,) W] FI{FV&IE H il 5 71 I 92208 I
WAL B UROR A TR /R T PR RN / B 78 770t o] ARV 02 R VR 15 770, 450, b Y 5 e B
HaEm.

[0034] 51| A< 5% B pH ) E5UAE 7E e 8 U B2 12 AL P )R b 52 1) i Z2 9 Bl N 2 W o BRSO
A EERHB o U A N 2 e Rl I B B AR ST S K, HUEL Y Y R vk AE T A
1230 B N AT AR B el Y L

[0035] DR T W™ Al SIROL™ 488 FHINE 2 SORHTR] , F8 06k G rb () T 65 45 46 B D 8 ) A AT il R g
ik

B A

[0036]  T.HEiA&

(00371 3 3k [ AHVZE B RS0 IR 5 DA — SR R £h T 2= A, IR A — 3B IR (TFA) ATk
() 25 DR AN/ BRORE R MR I BB R SR o DR 1 245 A, = SRR TR 2k 3688 5 5 AFDRT 5 1 T IR SR LA
DRl R R 6 A2 JC B 1, PG IR 5 BUAR = 9B I8 SRR 187 52 . 21 5 A A~ 1k, & B TAT-NR2B9c ik
(K145 T £EW02010144721 8{PCT/US2013,/07 1755 F1H:Ath b 75 4 Hhik .

[0038] PR & 2 A 3 1 245 FH DR ) P18 25, DRI R R[] ARV A R P DR P e 28 i A o 2 o
AT AR /ISP e B BT A5 45 — SR TR Ak e s R R A #te , TE A AL I R, B e O ek T RS B A
IR PR AT , B S5 L W o A R A FH At PR~ 48 B8 o i an , SCE IS T AN TR RE
DRI 9 e AT DA v 3% A O PR A o SR T, — S I R SR B R Eh A e i A B & T Pk — 1
Ko A, R , A He T T BV HCL I A7 AE 23 B3R B8 R ) 285 4] , P IR R e I o vk e
(Biochemistry, 255/ , BergZE N F4% ,Freeman; 2002) ;J Pept Sci.2007 Jan;13(1) :37-
43) o ABE PR ERAFAE R TAT -NR2B9c ) 48 42 1= FE AT ¥ () I o ALtk , PR CEROAR = i I 1R 3 B T
Eh T R FLAA PR A B A AT e R AICAR 8 PRI R i, FLI A AR AT AMEEPE R 2 A

[0039] & ARz B A2 , A B R IRAE R T T8 X R TAT -NR2B9 e 1) SR B A iz vy T A R 1l 57
[FITAT-NR2BOc [ T 1% £h B i 25 V% IR TAT-NR2B9c [ Bl R £k [ Fa e v . RIS 7 S iR B B &
R 37 C I B A AR BT, R MCOR AT LLORER & 05 I PR AT FH 1 A2 € 14 o S 3hze i Tl R 3k
(RS 1 A DA SR 4 — I PR 36 i HE AT 45 0B R % T 1 7= o AR B R T —Fb
TE TR, I ISR TAT -NR2B9 e & 2R 1914 T 11701 o 1204 T il 5 7E =08 (Bl , 2/020°C) F IR fa
5E » DA A BT 4 45 1 U LE SR 22 B0 S At s i AR 87, B BT B3N AR R B
I ERAE MR SR B i@ 45 24

(00401 Tl 771 FH F0L47% T il 550 1) 4 10 =R 5 T 3 To0 T 15706 2 v MR k) L G ) L S 78 77
H7K o HARL IR 253, B an , AR DR 37 70 Bk T OR3P 7], 5K B2 57 (tonicity agent) (2% B AT4E
2 1) B AR S5 ] BE AR TT BEANAFAE o ML () 77 PR R 9 TAT -NR2B9 ¢ [ S £ o A 306 11 22 i 7l
N E IR o PCE I 3 78 TR0 i B o W B mT DR AR IR B TR 9P 71 o TR T 1 AU 7R
AL 5 ¥ PR (5 4, TAT -NR2B9e & 2h) « ZH &R (10-100mM+ 15-100mM- 15-80mM+40-
60mM=g, 15-60mM, Z120mM , B 7] 1% Jy50mMER 20 - 50mM) AN RE (50-200mM, £1% 980 - 160mM
100-140mM, S5 A 120mM) «pHA5.5-7.5, B A% N6-7, AL N6 . 5. BTk id P57 ()

7
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4, TAT-NR2B9c [ 5 £8) IRk & 420 -200mg /m1 , f5i% 450 - 150mg/m1 , BB L% N 70-120mg/ml
5:90mg/m1 o B 3 , T4 T 1) 79 A 7 98 451 R 20mM 4 220 R « 1 20mMifs: 52 K A190mg /m1 TAT -NR2B9c
(S8R . AT ak th , 2 TR AKIE B 7 9 G, S Rt nT DL A S AE N (3L [F] B 15 057769 -
44685091 Fridk) , LAt — 25 el 2 il 770 o A £ ke B DT TR 5 B — R R £

[0041] T )5, T HlF S KR, IEEET RIES A RL0% -5 % 1K, BERIENEGA
T2, 5% 7K o % T HI57 T AE A AR AR (5140, - 2088 -70°C) KA (0-4°C) B IR R A7
(20-25°C) »

[0042] 5 3% PR X A A8 7K VA W DR, BT I K P A 35 SR VR SR K BRRT 3k S AR B 2 K
(0.8-1.0% AEH LK, MIEN0. 9% A EL/K) o & JF AT 5 T T 5 AR BRI RD , B3 /)N
FER T R HIFU AR AR I I, &R 2 5 AR R T 2 AR (B, K3-6£%) - %%
55t 5 3-5m1 B %155 7T & JE N 10m]  12m1 .13 . 5ml . 15m1, 585.20m1 , 5%, 10m1 -20m1 2 [A]
(R oAt Al . B 5 2 S5, 2H S BRI T FEE LI 9 2 - 20mM, 46 42 - TmM 4 . 0-6 . 5mM. 4 . 5mMER 6mM ; ¥
FERRE PR FE AL 3% 915 - 45mMEE 20 - 40mMER 25 - 27mMER 35 - 3 7mM » 37 15 5 22 2 110 34 D%k 9100 -
300mM, %5141, 150 - 250mME 150 - 1 70mMEZ 210 - 220mM o FT i 3 14 128 750 i TR P ARk 910 - 30mg /
ml, 1, 3% R (ATAT-NR2B9c) B E J915-30mg/ml  18-20mg/m1 5% 20mg/m1 , B 14 i
P N 25-30mg /m1 4 26-28mg/m1 B 27mg /m1 o« & JR 2 J5 i 7~ Y 48] 1) 751) 25 45 4 - SmMZH 0 RR
26- 27TmMHE T HE L 150~ 170mMA5i 2 B2 A120mg /m1 TAT-NR2B9c (W & 4 N\ & 3 i 80 B 5
Z GBI ARG 57 A G 5 - TmMA SR L 35- 3 7TmMIAEEEE L 210 - 220mMASi 52 52 A126 - 28mg /
ml TAT-NR2B9c (A JE 5 N 22 S el A B 550 o T I 2 IR 1) 90 70 it FH iy m A o — 25 R, 91
W N B 55 A B T i FH ) A2 2 B K AR 48

[0043]  “EA7 Bk “CFE” (BRI AR TE) 4 78 2H 75 1R i) 5] B0 A 4] s 12 12 404 B DR mT e
PR b BT I — ol pl IS S i 2 A B AR S e 2 3 A R PR )

[0044] {54, fFMethods inEnzymology,Vol.22,Pages 33-39,Academic Press,New
York (1971) PA JtFreeze-Drying,E.W.Flosdorf,Rheinhold,New York (1949) = &R T ¥ 1%
TIE I J715 o TAT -NR2BO At 8 b 7 55 A7 5 B A FH (1) 1] — A /N R B R o K TAT -NR2B9c
KB/ KR AT N TE B 8 R G (ks AT K0 . 225CK L 6 48)
P82 JE TN /IR HR o )00 AT 75 4 1) L P 3R AT R T A8 S e 451 BT R IR D TR T i )
A TCE AR/ SR JE FERRAR IR IR B AR 5 N AT VR T o 6T J5 5 B /NI 2 o 5 K
Az B R K B B ) B2 AR B R R A R T e L DA A

[0045]  Z R AIIE FH T T LT IR B 24 % 3 BB A7 2 I A4 7 pe iy
RS2 AR 5 o TR 25 25 B bR 0T RS ER A ) P A B O A8 ) R 1 R R AR 2 3 0k ) 2
A5 X FAUSPHEFERNTE , BT A8 25 45 19 R /)N L 122 A5 45 BV 0 R - P -0 o 90 A R I 20 %6 A 4%
AR, B I T RS o 9 G5 0. 5m L VA R AT 2E A8 3m L /NI R o BT IR /NI AT e B B
(s A 33 39) B (< SR TR ) o

[0046]  my DA FHIE & FH TR T AE WA RL ) 3 30 oA IS I I S48 N BRI IE =1
VESTEE o — AN S A R T B ESIRTAT-NR2BIC I, 53— s 25 A0 8 AR PE R BE 1) o 52
YT Ja B N AR A TS RGO AN B 2 U R T =S 4 R bR & SR A N 2E
Z RS % E (crimp sealed)  ZAF T VERIUE | B4 M LB - ] K =& “PEl 4
(two-part) " IR T R, L in— 487, ARG T 2901 = AR 2 11 A 2 BT i &
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CN 106661126 B W OB P 6/41 T

FE o

[0047]  T.3&MERFH)

[0048]  JRAEH FoRiE ) H MIVF 2 f I8 2 FRE PR AU TAT -NR2BI9c , LA T i i 1) LAt v 2 X
TR AT DAY ) 2% S 3 BROAR AR 4156 TAT -NR2BO e It ik 1 J5 L a3E AT 1] 771 £ X TAT -NR2B9c
Fr 4t P A A A AT DA FH T A7), m 8 s AR R A TAT -NR2BOe 1) JBE /K 4 B
o

[0049] P57 i 5 PSD-954% & 1 # H1IPSD - 95 55 — A Ek £ FHNMDARs (511, 24, 2B 2C
5¢2D) inNOS (il 4, Swiss-Prot P29475) 2 [a] {1 #HEAE FH « B2 770 v DA T 22 20
73 FHNMDAR % i 14 #5028 75 M 5 1100 AR R L 8 o 428 9 22 R IO D 45340 28087 o 3% R 1) 3K 1) 9
JUK 5 I 3 JOR B A 7 B T NMDASZ AR (1) PLAES 7 B PSDO5 [ PDZ 485 F 35k i¥) Z L R JF 471 o IX FE 1)
JOR AR AT A PSD - 95 MInNOS PA J2 Ho e A 2 B 32 Ak (451l , 4 b 8RB (kaini te) 32 /AR BRAMPASZ
) S I AIKV . 4FAGTuR6 , 2 8] (19 AH ELAE FH o A0 328 1A 400 1) 5% fi J5 %% - 95 85 11 (PSD-95) 11
PDZ&t #y a1 Fi2 (N LR 7 51 1 Stathakism$gfit, Genomics 44 (1) :71-82(1997)) 55—k
% PINMDASZ AR 23V 3 %) C AR i PL T #1) 1] ) AH ELAF 5 B NMDA 52 44 2 37 55 A0 4% 1 48 SN -
B-D- KA R ZARMINR2BIE 2 (Mandich®s,Genomics 22,216-8(1994)) .NMDAR2BH]
GenBank 1D>44099612, H BAA CR 552042 2 FRENGSSNGHVYEKLSSTESDV (SEQ TDNO:11) 1
PLIEFFESDV (SEQ 1D NO:12) o ft ik i) ik #0 #1) APSD-95F1 ANMDARSZ 1< o SR 17 , X F-ixX 4 5
R AP , e 8 s H AR - v DA A ONMDAFI A 2 R 52 AR [ B 3R W7 s
[0050]  EGPLFFIFINMDASZ {4

Gl C-3% 4 R BR ‘
2 AR C-3% 20 AN RILBL 49 5 5 PL? | A3 PLID

Acc# & /5 51
HPTDITGPLNLSDPSVSTV STVV

[0051] NMDARI | 307302 X AA216

V (SEQ ID NO:13) (SEQ ID NO:27)

HPTDITGPLNLSDPSVSTV STVV

NMDARI-1 | 292282 X AA216

V (SEQ ID NO:13) (SEQ ID NO:27)




" BB B

CN 106661126 B 7/41 T
Gl % C-3% 4 S RURER _
4 C-3% 20 MR ILBR 69 7 5] PL? |-k PLID
AccH & B %1
HPTDITGPLNLSDPSVSTV STVV
NMDARI1-4 | 472845 X AA216
V (SEQ ID NO:13) (SEQ 1D NO:27)
HPTDITGPLNLSDPSVSTV STVV
NMDAR1-3b|2343286 X AA216
V (SEQ ID NO:13) (SEQ ID NO:27)
HPTDITGPLNLSDPSVSTV STVV
NMDAR1-4b [ 2343288 X AA216
V (SEQ ID NO:13) (SEQ ID NO:27)
1103863 | RRAIEREEGQLQLCSRHR HRES
NMDARI-2
4 ES (SEQ ID NO:14) (SEQ ID NO:28)
1103863 | RRAIEREEGQLQLCSRHR HRES
NMDARI-3
6 ES (SEQ ID NO:14) (SEQ 1D NO:28)
TQGFPGPCTWRRISSLESE ESEV
NMDAR2C |6006004 X AA180
V (SEQ ID NO:15 SEQ ID NO:29
[0052] (SEQ ) (SEQ )
FNGSSNGHVYEKLSSIESD ESDV
NMDAR3 | 560546 X AA34.1
V (SEQ ID NO:11) (SEQ ID NO:12)
1753017 [AVSRKTELEEYQRTSRTCE TCES
NMDAR3A
6 S (SEQ ID NO:16) (SEQ ID NO:30)
FNGSSNGHVYEKLSSIESD ESDV
NMDAR2B |4099612 X
V (SEQ ID NO:11) (SEQ ID NO:12)
LNSCSNRRVYKKMPSIES ESDV
NMDAR2A | 558748 X AA34.2
DV (SEQ ID NO:17) (SEQ ID NO:12)
GGDLGTRRGSAHFSSLES ESEV
NMDAR2D |4504130 X
EV (SEQ 1D NO:18) (SEQ 1D NO:29)
BREZAR |AF00901| QPTPTLGLNLGNDPDRGT | GTSI (SEQ ID
X
52 4 SI (SEQ ID NO:19) NO:31)
MQSIPCMSHSSGMPLGAT | ATGL (SEQ ID
BRBBRZA 1| 128953 X
GL (SEQ ID NO:20) NO:32)
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CN 106661126 B W OB P 8/41 T
Gl % C-3% 4 S RURER _
2 AR C-5% 20 MR BR 64 5 7 PL? | A¥k PLID
AccH 4 7 31
- QNFATYKEGYNVYGIESV | SVKI (SEQ ID
BRABRTAR 2| 120814 X
KI (SEQ ID NO:21) NO:33)
) AF16733|QNYATYREGYNVYGTESV| SVKI (SEQ ID
B REZAR 3 X
2 KI (SEQ ID NO:22 NO:33
[0053] BEG ) )
HTGTAIRQSSGLAVIASDL | SDLP (SEQ ID
B RBRZAR 4| U16129
P (SEQ ID NO:23) NO:34)
) SFTSILTCHQRRTQRKETV| ETVA (SEQ ID
B-RBZA 5| U16125 X
A (SEQ ID NO:24) NO:35)
EVINMHTFNDRRLPGKET | ETMA (SEQ ID
BRBBRZAR 6| UL16126 X
MA (SEQ ID NO:25) NO:36)
[0054]  AKW] PAALAEEIE T2k H AR DA B EE R CR i PLEE 7, 3 B 5 [S/T]-X-[V/

LIV IEER 17 51 o 127 FIPLEEAEAE T A5 5 BH (1) IR ) CoR g o I E 1T K B A 7E L CoR o . 75 [E/
D/N/Q]-[S/T]1-[D/E/Q/N]-[V/L] (SEQ IDNO:38) 158 H:MR FF 4] o 7~ P kA 35 /R 9 C R 3 &
FLERHIESDV (SEQ ID NO:12) ,ESEV(SEQ ID NO:29) ,ETDV (SEQ ID N0:39) ,ETEV (SEQ ID
NO:40) ,DTDV (SEQ ID NO:41) FIDTEV (SEQ 1D NO:42) . /M Sl A 2 11 ik = KLSS TESDV (SEQ
ID NO:5) FIKLSSIETDV (SEQ IDNO:43) o IX £ I & A 3- 25/ N2 2R (TR A ALK
THOLT)  RIE IR A5 - 10N R, FEnll 2 9 2 B R (AE A WALRRIE L) o 78
— X R K, BT S L TR Sk 3 NMDASZ AR R C AR it (VL3R 1 ALK & 3L TR
[0055] A< Y B A (1) JOA FUL IR P C0 8 A8 1 1 S S B e 25k, 491 a1, N - e o A P R 2 o N - i e 2
AB T B HE , B0, N- B 6 N- 256 N- T 38 WN- T3 N- RS 36 L - IR e B 2 0 N-
HeN-ZK O HE N-ZR P FE N- (3, 4- Z&URHL) N N- (B,4- R ) PEEAIN- (35-2-348) &
5.

[0056] Bach,J.Med.Chem.51,6450-6459 (2008) AIWO 2010/004003 #iiR 7 — & 41
NR2B9c (SEQ ID NO:6) ()R BA 3N CR Ui 2 F 82 (SDV) B Ak 7~ tHPDZ 45 & i 1
Bach[AJ i i 7 A L5 X, tSX,V (SEQ ID NO:68) BiHX, tSX,V (SEQ ID NO:68) 41 &
BT B SRAUY) , o t IS ml B AR 2 5L R, X i BEQFTABR B A T SR, X,k FALQ.
D\N.N-Me-A.N-Me-Q.N-Me-DFIN-Me-NEG EATI ALY . vT ikt , Frik BRAEP3AL B (MAC- K ¥
B A=A IR, B S Y8 A0 67 B) N B Ak o BTk Bk AT DL B O e 51 55 25 i BUAR
FEN- e A, , I 3dF — 25 i AE EOAR 2 AR B SR AL ) R i 2 i 2 (1) 6, 5 () o Bk [, FLrb ]
b 5 (] g e B, A b b o 19 IV PP 3RS L IV 20 3 L IV PR R ANTE. T 3 T IR S A R ERAC L T DL R 25 -
2-HEBEIA, B B — AN B A 2R R A/ B B AR 95

[0057] 3k wi] B A4 %o Vi A o AN I B2 M (1) B A , 3% e B 1 B0, 45 DA D S A A4 2 1) A 2
B B R — AN EE A RIAL TR TE I Z R BL - R L, AR AT R AR DAL S M A4 T 347 ) R 2
% (MR HE 2 Ak 2 SEAR A 25 0y, HoA m] DL R ONRERS) $55A) DL T4 AH S (B AL 2 45 Ky 2K B AH ]

11
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(1) 22 22 R B IR A AOAY) (G5 B PR DAY 2 B R (H T LA 3 A FROR B S 2Y) 854X IRtk , DL
AIREALFE 12,3452 /D50 % D - Z AL PR R AL , Bl A3 D - Z AR R TR Ak o 46 — & 0D
B L B 4= R DR FE A 4L A B AR AE “ I ] (inverso) ” ik

[0058]  FUBKALFEIL 1] (retro) K o 1 m) JR B A 30 ) 1) 8 L R 7 31 o DL IR L3556 1) S )
(retro inverso) Bk, FE IR & S IA] 1), ERL b JER 4 1) C - ity 2 28 R 1 B AEN R it , HL D~
SRR EUARL - R . W02008/01491 7453 7 TAT-NR2Bc [ 306 ] 2 [7] AL » BT 3R 338 ) 2 [
B BAH B HEEFHvdseisslk-rrrqrrkkrgyin (SEQ ID NO:69) VNG FREFR /"D It
BR) , FEARIE 7 AT A R0 A i o 50 0L o AR SO BT AR ) 55— P 250 IR R - TAT-NR2B9c
(RRRQRRKKRGYKLSSIESDV;SEQ ID NO:70) o

[0059] MR (1inker) , 40, 58 £ ZRERE AR , W ok = 5 Ak Bt I 5 i 3R 00 7y 37 12
B35 M 3 8 BN 7 R IRPDZ 45 #4380 £ I B 55 A1 1 DA e Bt o 2 WL - 9 U, Bach et
al., (2009) Angew.Chem.Int.Ed.48:9685-9689F1W0 2010/004003 . f 75 PLIE F i ik ft 26 i@
I EEE AN XA 201N - i T 4 3 Ak, T A CoR i kb T3 B IR S o Bachidt — Dk | 15
PRBKTESDY (SEQ ID NO:71) A 45 2 HINMDAR 2B 5PSD-95145 4, Bt id . 544 ik Sk 4 NMDAR
2BI¥)C- A ¥iis - IETDV (SEQ ID NO:73) W FISRAREE IESDV., AT 3t , AT BB BC I N K Z12- 104N I
IPEG (3R £ T N TE R . aT e M, i JE 42 U tH mT DA 25 P ALK sl g 1k DL 38 5
2111 R 5% o i BH A 1) — SR AR A R SE 4 4n R s (220 Bach %, PNAS 109 (2012) 3317-
3322) o A A FEHIATATTPSD - 95491851 71 1 1] LA A B TETDV, HATAA] £k Jok 5 I8 4 320 43 %5 0] i
RACE tat AT LA H AT H ) e i R

O—/\O/\)l\IETAV O—/\O/\*)LIETDV
/ o
4 /
X R—N
[0060] \—\ \—\
o—\/o\/YIETAV ONOWIETDV
(0] (@]
O- H{k (X=0) Tat-N- _#¥:{k (R = YGRKKRRQRRR)
N- 5K (X=N) ReTat-N- " 2{& (R = rrrqrrkkr)

[0061]  TETAVASEQ ID NO:26,YGRKKRRQRRRSEQ ID NO:2,rrrqrrkkr, NSEQ ID NO:
10, /NG FRERIRD- LR

[0062] {1 SR 75 B OE , 78 LA AS B U5 3R 1) R A SR B Al PR BG4 7 6K 2w/, o] DA
FH UL 38 (1) KB A AR 2R SR At AR JURASS DL 47 Bl L e ) ) 3 224 1) 24 38 2 2 o v DA
i FHF IR T 4nUS 20050059597 G 51T FH AT H B 7341 77325 5 KB A0, 4 411
#i|PSD-95 FINMDAR2B 2 [A] AH EAE F H 8 J1 34T 97 148 - FEIXFE R 43 #r b, v B I % BAA A
I 501M, 25uM, 10uM, 0. TUMEK0. 01 kM) TC501H - LI 1) PRI & B A /10,001 2 1uMZ [H] 1)
IC501f , ALk 0. 05550, 5880. 0520 . 1uM. 24 fik Bl H e i 7k 2 E A 3 1] — Aok B A
F (140, PSD-95 5 NMDAR2B 2 8] i) AH ELAE FH) 25 A 5 S BE 1 8 AN HEBR 12 IR B 7714 44
il 53 A AR ELAE 5 451 gl ] PSD - 95 5 nNOSHI 25 45

[0063] W DAAE g % ik, 4610 4, WA B i 3 40 R AT T A= 4k (8140, 2 e Ak R AL L 55K
Bk« F i 3610 (geranylated) € £ ZEEAL AN/ BORESEAL) , LB Szl 45 4 55 F 77
& v U0 1) 7) 25 200 P R B 1 8 0 B R AR 1 o AR BRI S 4, T H B COR AT 5 3
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ANEREE Y SECTHIAHIFR , R4S IR 2 11T, 125k 2 T DA B IR AL o

[0064] 2475 Ay 4 i 422 21 N A IR b DT 12 o 298 50k BN/ i 2 o o K o 5 e o A% e ) 60
AL IR — A AR R O, T DS Vi 22 40 i 1) 30 75 1) 2 3 Joa % 2 o AL AR (Hh e
DNy 4T B 2 5 JOR A L % 52 KD PTRARAT, 9 2 L 5- 30N E R IR  IX AR IR B B PR R T
HAL AT, T IR BH 8 - F g R e T 1 CREDGE T35 38 B 3 50D IR 2 R A/ Bl 2 PR Tk 4 , X
WA AT U k27 i — eI R KA 22 /05,6, TEk 8/ SR RN/ Bl R ik i < 3L S
£ F5 ik /5 /2 25 H (Bonfanti,Cancer Res.57,1442-6(1997)) (FHAFKR) N S50 52 BRIE T
BltatfE A VP22 H (LA Z N 8 1 Y ULA9 R R 1 7= 4)) 5?ﬁ§§§(Penetrat1n)
SynB1f13.#%iz2 & (Transportan) « A 1TEZ> T (Amphipathic) «gp4INLS 4G R EL LA S JLFPHE
VIR EE R, flnmERG R MHECRHR ERTES AGER EGLFR K
JHTF R A TE B R M MBI B A EE 2R A (ETA) o T 3122 SCEREL St sk (B i i 5
HIFAR ) iR 7 HERIH 1,2 W : Temsamani ,Drug Discovery Today,9 (23) :1012-
1019,2004;De Coupade,Biochem J.,390:407-418,2005;Saalik Bioconjugate Chem.15:
1246-1253,2004;Zhao,Medicinal Research Reviews 24 (1) :1-12,2004;Deshayes,
Cellular and Molecular Life Sciences 62:1839-49,2005) ;Gao,ACS Chem.Biol.2011,
6,484-491,SG3 (RLSGMNEVLSFRWL (SEQ ID NO:9) ;StalmansPLoS ONE 2013,8(8) e71752,1-
11;Figueiredo et al.,IUBMB Life 66,182-194 (2014) ;Copolovici et al.,ACS Nano,
8,1972-94 (2014) ;Lukanowski Biotech J.8,918-930(2013) ;Stockwell,Chem.Biol.Drug
Des.83,507-520 (2014) ;Stanzl et al.Accounts.Chem.Res/46,2944-2954 (2013)

[0065]  fLik i) N ALKk EHIVIE B 1 tat o« 78 LURT B9 TAF F 4RIE 1 tat IREL S FEHTVTat
A IR bR L ¥ 51 YGRKKRRQRRR (SEQID NO - 2) Bl H AL o A RAE XA tat 3t
7 (RN B AFAE AN B A (B 7257 LAAE) X R EL W] DU Bk H tat 8 B3 AL 1%
v B B 1 R SR 2 B IR 5 B g S 7R s P SRR 52 3 A 1 JOA 45 g 3 ) 1) B X e e A 2 R 491
ngly (ser) 4 (SEQ ID NO:44) ,TGEKP (SEQ ID NO:45) ,GGRRGGGS (SEQ ID NO:46) 5%
LRQRDGERP (SEQ ID NO:47) (Z I.: 541, Tang% (1996) ,J.Biol.Chem.271,15682-15686;
Hennecke%¥ (1998) ,Protein Eng.11,405-410)) s 5 A[ LA AN i 3 B ARTE TG ) 38 5 L 1) 1
B T AR AR (4 R R AT A 3L e B BE R - fI % ML, 7E YGRKKRRQRRR (SEQ ID NO:2) FE:
0, B TS RSO DA A R ) B R ) AR AN 10— M55 A2 T YGRKKRRQRRR (SEQID
NO: 2) C A i I 38 fr) 41 /0 L R Wk 2 (1) 38 ta t Ik W YGRKKRRQRRRPQ (SEQ 1D NO:48) . 4R 1 ,
DRIz 1, AN A7 AE O 3 2 B IR o e m) BUR) ) tat Ik 6 5 GRKKRRQRRRPQ (SEQTD NO:4) Al
GRKKRRQRRRP (SEQ ID NO:72) .

[0066]  WO/2008/1090101 ik | 5N E538 1 25 & g /1955 1 LA b tat PREGAZ 1A XA
AR AR ] DA A B FE MR 7 51 XGRKKRRQRRR (SEQ TDNO:49) 5y FL4H i, TR XN ER T YRAAMI
FEIR BN B (FEUL I DL GO B N S ik ) o 110326 HY) tat JIR FRYNAR S Y 7 6 A0 F 5 4k
PR, #1232 9 2 FGRKKRRQRRR (SEQ ID NO-:3) B H HAH et tat ik o 53— MR AZ R tat ik
HIGRKKRRQRRR (SEQ ID NO:1) 4. 75— MEILHT tat K % RRRQRRKKRGELRRRQRRKKRGY
(SEQ ID NO:7O0RJ%551- 11841 - 1017 2 K BR) B rh e 2H RS o ffe 33 245 771 8 MR AL 1y A 11 i N7 4538
TE ) HE tatfiT A IR LS 51 1 BL R R i IR L1k
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X-FGRKKRRQRRR (F-Tat) (SEQ ID NO:8)

X-GKKKKKQKKK (SEQ ID NO:50)

X-RKKRRQRRR(SEQ ID NO:51)
X-GAKKRRQRRR(SEQ ID NO:52)

[0067] X-AKKRROQRRR(SEQ ID NO:53)

X-GRKARRQRRR(SEQ ID NO:54)

X-RKARRQRRR (SEQ ID NO:55)

X-GRKKARQRRR(SEQ ID NO:56)

X-RKKARQRRR (SEQ ID NO:57)

X-GRKKRRQARR(SEQ ID NO:58)

X-RKKRRQARR(SEQ ID NO:59)

X-GRKKRRQRAR (SEQ ID NO:60)

X-RKKRRQRAR (SEQ ID NO:61)

X-RRPRRPRRPRR(SEQ ID NO:62)

[0068]
X-RRARRARRARR(SEQ ID NO:63)

X-RRRARRRARR(SEQ ID NO:64)

X-RRRPRRRPRR(SEQ ID NO:65)

X-RRPRRPRR(SEQ ID NO:66)

X-RRARRARR(SEQ ID NO:67)

[0069]  XWJ LA SRR B9 I 2 2 K Uiy . — A B 2 AN 2 BRI B A 180 23 o W LA L I [ B3 ]
B ) ) R TR XA FH P A, JHG HR o 2 1 DR B IR AR 2 BN R X A T 2K A5, I AZE 1)
k& Ik B A .45 YGRKKRRQRRR -KLSSTE SDV (SEQ ID NO:6, ¥ 44 TAT-NR2B9cEL TAT-NR2B9c)
B YGRKKRRQRRR-KLSSTETDV (SEQ ID NO:7) 8% 1% 7 51 4 B 2 B8 7 91 o oA LI (1) % &
FEERSEQ ID NO:6EENO: 7TAHEL BAF 221,23 4E5 AN FE IR B e L Bk S B I (FE 74 5 B oK
U)o oA Bk £ FERRRQRRKKRGY -KLSSTESDV (SEQ ID NO:70, X 4RvTAT-NR2B9c , B{ # B
A G F5RRRQRRKKRGYKLSSTETDV (SEQ 1D NO:37) B H i% 5 #1145k ) 2 B 18 7 471)) o

[0070]  mTDAE I B 7 25 A IR IE R 21 245 70) b o 5l an, wT DLIs Ak 2 i e (4 tnad i A
PREL SR & ) # 25 RE B RN ALK b 2 XAl fE T 3 A .S .S Wong,
Chemistry of Protein Conjugation and Cross-Linking,CRC Press (1991) H1igi& T iX
G T o A2 Tk 1) 1) — 6 S50 4 T - BRI W 2 3 - (2- Mk iE — B dk) - AR R (SPDP) BN,
N/ = (1, 3- MERIE) XE SR % 5N, N -3 2,3 - W - (BAR 2Bk %) s e B A6 2= 114N
PR AR A 7] (Rt 27 i R [ ARG 53 5 AL, 5- -2, 4- RS 3R 2 (OH 5 3 I AN 2 IR it
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BB AN AT 00 ) 2 42) o L e A8 BRI B dfip, p " - 8 -m,m” - R TORIEAN (L S
Ay BT AN AT D) s O R — T AR R O s B AR ) s Ry -1, 4 - —hiik
AL EHEGEAERDE RN 75T H 2 = RS R AR — i SR AR, B E R -p- =57
IR e O 32 2 52 R B R ) 5 [ = (L5 LA [R] i OB i S ) A2 500 — 2
FEIOR (disdiazobenzidine) (F3 % 5E 2 IR ANH U RRE [ ) -

[0071] {250 BRI , W DUE I 7™ AL il 2 R SE I 5 N A IR 82, Prik @& 22 R
PrEhA 2, et AR N S A 2, AT IR 7 51

[0072] & 7K IPSD- 95 Bk (sl &7 5 A A IRIZE S , #HIPSD- 951 Jikit 7] LL 5 g
KR etk (lipidation) ) , AT N5 12 IEAH SRS IR 48 -E WD ) B 7K 14, AT AR JE 32 42 K
25 B 2 Y R/ s 5 B R A DR I AENR Sy 2 B R b HEAT (B AT DAAE N B R e bt
17, R ERAHHPSD- 95 MINMDAR  2BAH ELAF K 8 7115 B# (K 21150 % LA _E A idedth , fE L /242
R 1 CoR o B S PN R R I 2 2R R AT I TR 2820 T S Bk AN T KA AL 1 A
FE MG TR, H i e A S WK A 18 B IR A8 B HE S5 B AR AR R AL , B Do & 15 1D 1R
(DL HA10-20 8% B 1 1 BE & B2, B an, 3 RE R A0 AR g R ) DL S 75 B fb
(geranylation) <#E4* L34k (geranylgeranylation) F15F 8 It o K A FE R IR TR A B
JE A H R R A S Y DR IR 32 o 5 T 7 T 1 e 2 A 5 8] PORINCAR iy 2 25 I ) - S Ak R A 1 2
L B AL R R A I 1 o B At T e 2 0 & T4 (prelipidated) Z 3R IR K& Rl
AT (FEARSMEE AL EAT) , Biod it B 20 ik Ak 2 A TR B AN 27 AT AR R AT o B S5 A A0 Fo At
JE BB ) 2 ZE R PT A R PR L

[0073]  Fgfb g fie HE A B (140, KLSSTESDV (SEQ 1D NO:5) BXKLSSTETDV (SEQ IDNO:
43) ) 2 1<k 24 i JEE RN/ B I i 5 e, T AN 5| I 1) Bk TB) T B, G S FR A ta t IR B S R 4 24
I (40, 55T 5K T-3mg/kg) H ILEAD I He ik [R) 7 B2 15400 — A , B2 /D bl B 122 B FR i ta t IR 1)
HRTR] JDR 51 76 BE A A I e

[0074] 25 BH~7fik (R, 55 tat ARkER &) wT LLIE G [ A & sl sl 35 40 J7 9%k 6 B . mT LA
Z Pl IR TR 5 0 L R SR 8RR R 7 A A IR, 1K e SRR, W, Organic
Syntheses Collective Volumes,GilmanZs (Eds) John Wiley&Sons,Inc.,NY,al-Obeidi
(1998) Mol .Biotechnol.9:205-223;Hruby (1997) Curr.Opin.Chem.Biol.1:114-119;
Ostergaard (1997) Mol .Divers.3:17-27;0stresh (1996) Methods Enzymol.267:220-234.
[0075]  TII.#;

[0076] b i SR AR 1y UK 388 45 A FH [ AHVE B B o R T[] ARV S T = 3SR 1 (TFA) 25 B R
35 [ Bl R AR i T ok, JIROE 32 DL = A TR R A & o R R R E
B LAt B B 1 A, 0 i T R IR 4 B R AR SO (B an, AR ) b PRSI T RL &
BRI -1 551 B 0~ 46 B8 1 RV VR A 1, SRS BRI R (9 2, 51N K
PRI (10, L18) 2IRE 7 F) RIATASE = 5055 IR 6 4 HoAth B B8 7 B o 78 5 — Tl /0 ) [ A
B R FE R 0 F ) B 5 — >0 B b R TR 3 1 % R3PS  = S 6 TR s P 2 6 B
o RSB YE TR, SR Ja e it , BRIV AT 52 20 = 96U E R 2R Bl I8 12 26 4k SUHLAR o DI iz 8 FH i 7K 1 3¢
FEW) B A U A e SsORH 1) 5 BUHPLC o — 98U R 1 AT DL B gl SUIAR, Bl S pi e R 3k
R, 2R Ja U UABE BR £6

[0077]  ~PHTES T, ot =RBE IR S T ISR S TIC R A T, 455 FITAT-NR2B9c iy 1IEHE
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R JiR - b, D0 N - A v 2 2 R0 e A R 2, i 000 A 2 I R 2 T e i o IR A R ) 5 e
AT BEAETAT-NR2B9e h K 5 I & 7 HRS AL 22 222 M E A T R 271
T T 1

[0078]  JRAE FH—HfP 4 & 1 BUAR ) — B4 5 RE G 0t A H B 4 1 14T S 1 1)
AHFE AT RE/NT100% o (Kt , TAT-NR2B9c B HARiE PRI & 3 2 i, e dl &, &2 &
BB R 1, Hoo R E & B0 B /RED i Ehh i B AP S 7 e f)ad il , LB B ek
JEIR T, & & R T S BT A AE I B A B & 15096 , Rk K 1759 ,95%6,99% ,99.5% B8
99.9% o 7E1% £h Hh B8 HH 2 3k il 25 10 i ) b, R S RN = U IR 29 1 S L A a3 A R
iR HR R B S P 20 F50%6 .25 % .5 %, 0.5 % 0. 1%

[0079] IV . %5

[0080]  Jid /R il 7 T-V6 97 22 P , JUH R PR 50 , 15 ol A2 350 0 FH Y A B 1k 51
(R0 o 12 S 95 T3 A0 H XU IR (ER 5L Ik PO IS st f L ONS A% (5 IUAS SR B, 45 4, 31
A P 453 0 AR BE TR 197) LB R P L T 2% i B s RN <6 R D o T R AR i BH 245551
VEIT B B AR P o 4 £ R RN, H 5 Y wr BRI 5 AH DR AR T

[0081]  JEiRAr[ Fh Ji [A] , o XU HH ONS X 38 I 98 5 52 40 5| A R0 0 HR o 8 7 1) i IR B i 2E
Fi b I R A T R o R T MR S S 100, — S AP R A S B AE T IX S AN B i B FE S R A
W B 53 0 A R T P NMDASZ A7 , 5 S50 A P 45 7K1 R0 B P i 7K T 38 m T 32 2
HE— DS e T 4t BRI W, excitotoxicity cascade) - CNSZHZRRBE T #E
FRONPEZE (infarction) o BEZEAARRA (BRI, KW B b XUBT S B0 A8 T 2 40 L R AR AR T A
29 EH A RUEIT 51D R B R A R R P — T b o SRR &5 R ke A S A B RIS 2 A8 K ki 1)
B E R AT T AR A5 , 9140, Rank inH XU 45 BB (Rankin Stroke Outcome
Scale) (Rankin,Scott Med J;2:200-15(1957)) flBarthel$5%% (Barthel Index) .Rankin
BRI T B2 AR O, W R -

[0082]  0:Z oAk

[0083]  1:/REAEREIR, (HICEH BARYE s e AT B i 3E 30

[0084]  2:BRPUAIFRIE s ToVEIEAT I < BTG 3l (H 2 AR TS Re i H B

[0085]  3:HH EEHRYE s 7 B — UL Bl (HE B AT EE B

[0086]  4:+h 3 FEHR P oA T BN ToiEAT 8 , A T BN AEvE ok 3

[0087]  5:EE Bk BEMNARAED , R/AMESEE, f5 BRF L BRI .

[0088]  BarthelfR&HE T — RFIK T BEHAT10WIIEA H H A& 7% N RE I in) /&L, 77
A0RN 100 1570, BAR M) 08 F xR FE I 5k fE (Mahoney%% ,Maryland State
MedicalJournal 14:56-61(1965)) .

(00891 W]k, Hp XU EE AR BE /45 AR AT DU FNTHA R B R AT VP AL i & 3R AT LAAE T3
#EMwww.ninds.nih.gov/doctors/NIH Stroke ScaleJBooklet.pdf3iHL .

[0090] iZEFR ST ZAFH AT LTI RE I RE /1, WFE VAL 32 0 2R 1830 BB
W E R 1K

(00911 EEAMIHL L, S XU $a — 2 HH T 1) KB ) I 2 2 51 ) o X o X R
TP 55 FE AR A D A2 55 L AR A8 I8 B T RS R 7 AR o 3 M A 00 48 A R S K s RE R AL
XSG I 0 i AR 2 3 B A S B R RERE o Fi I A E A2 T IS (if ) 7E ifn &7 BH €5 7 1 T% 1 o
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B R ZE” I R TR TEIE IS RS0 o — ALY R I e, 38 A2 O I B K 30 ik RH 350
174 | IR 3=V S v AN 17 eI S Ui N 1 O = = | E2 By N N1 e 7y A s S R £
M5 o A ZE 1R B S B RS D AN S, B R O B B B B B3 1 2% A, Bk AT DUAE O I
TE R HE 5 7 30 210 8 o S5 I e RGP S At 8 7 5 AT i S T LA T i 30 ik B8 ok A
] < O U BR A AT iR AT (R 43 i ) P00 AR e DA A I 0 e D R 437 o ok 208 o 2687 B e ) i 8
) ML 58 ) T 32 T AR A B O I T A & B It v AU o5 B A o XU 51 83 %6
[0092] i MEBR I AE (TTAS) A2 BRI EE 7= M R FETTAH , A7 AE 45 7 B A 12 XU
1500, 3 B I B B h RVETRAS 5 SR T, BEAE (IR 2 ) [A) A7 7 , 748 T 18 3 1E 5 ML
H SV AR - 28 7O I TR (1) B3 U HL B A 03 A o e ofm e A 1) XU
[0093]  HH e R 2917 %6 BT Hh XU 451 o JH E i 3R 5 5 S0t AR e a2 L 8 4 e 55 of 7
G172 o M AR S FF 36 A BRI i 2H 23 1 SIS L R 1 ) o m XU P A S A R B s
Lo HH LA R EH G S5 0L PR i 2R 5 A 5 S 559 I A7 A 2R ) 7 D AT B, 5 vy of A A S o
FLrb S 1 S 3 A AR s B At T S 5 0 A D S R A8 G 2R L PR R T,
Hk BN VKR  Sh ki T2 (AVM) B30 2R I A5 T2 o HS I mh XU ] DA pR e ik XU H f
BEAR 512 , BT IR SR A RS AL T AR A (1 0 A 5 B L S 55 I I A [ ONS H ) Ji K
PR B B 1 R 1D HE I 5 o M O e R m A s S R 5 48 Qa8 0f A T L
FEF AR50 - SNk A& 5540 00 1L DX B R IK - an SR AT V897, Shio Kk 2 55 B 2 1
18 2 5 YL LN i 5 o i IOk e T2 (AVM) A& — 88 57 TR R 1) LA o ¥ & PR L 787 Wy T A i Mk
%, B8 S B T4 PR B K 45 A4 PR HE I o X 8 L A PR AT — AN ] e a2, 0 S Sl i v v ok
FIR 0 o HE I H XA R DA ER B 49 B A o 7 G 1) — AN 2o v 4 L Hp XURT DA G 3
fRR = (FE HA I o XU e 2R 17 516 ) — AN P s of 2 v XL
[0094]  —RIEGEZIRIT I EFE RE T RIVEE , ik F AR L] 5e i K At B v
B AL T A S B CNS HH ) LT o — S8 51~ 48 D3 U I G R AR S BT BN Ik S 20 BN AR i 5 el =
BNk 5 7t AR BN K 8] 12 W 14 I8 38 R | LA T R B 8 TR (1) 8 IR A1 28 35 1) B 22 45
T OAELL BB TVER 3 iRt o 4 i & 10 2 S8 1 3 ks 1 28 35 o mT LIS I 22 MR ARG IX
FEM) B AT IR YT, BTl AR GLHE 89 45 3 Jik s DA BEL T 13, S53E AT 1 38 P9 7 R DL /N 26 8L ok
B PR BRI B H IR SN kR B I AN SR VBB NS - IIVE TR B BT 4 3 ik TR
BAB/NIRANE, S8 835 S5 R A (HZ 4 AN IR AFE 5 &k A2 281 /INBEBE - 7T DL
PSD95 5 NMDAR2B A B /E &9 #0155 - 45 B &2 BL B Br i 38 10 46 22 570, A 45 K
YGRKKRRQRRRKLSSTESDV (SEQ ID NO:6, tH# #% ATAT-NR2B9c) , X IXFF 1) f & AT R IT - A
XTS5 it T AR 1 FH 24 B TR) AT DA 42 DA B eI RIS B iR 3R AT
[0095] Sy —Ri& G4 IR YT I B 2 A A B kR BN YA B TR R gk BT s Y
ML & (2 WUS61/570264) .
[0096] V. EMHIHZ T H
(00971 K55 , it FH VR T 5], AT ASE 45 BT I 3% 14 1X55) (91 2, NR2B9¢) LA RE A8 I 7E 45252
YEIT I BB S 1 22 2D — o IR B E A A TR T R A gk — 5 A 7 &
N 2580 it
[0098] B RUIGTT I E AR , AN T A AR & B 25 57 34T V8 7 I 0 I AR B (B4
B BRI 7457 , P v PR R 7R 2 A2 DA ASE B8 5 I DAAS R B AL 2 RVE 97 () B (B
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SIPIBRL) TR 222D — P JR B RE B A A VR o7 BRI B ) it — 22 A AR T AR AT
FHAR J BH BT IR 75 V34T ¥ 97 (R T LG BB 3 R 6 FREAR 1) P39 45 B, tn R 1 7 1 - A
AR B I R BT, I 4 BT iR R & R A A A2 VR 9T B VBT B AU T & (regime) B4
YR BT B i 75 200 FH 255023 Fd A2 K it Ve 97 A RUR R

(00991 bT- E A JRER HL et I AR ) J83 , B adR vif M k) 90 e FH 7 S8 B 8 o B A R XL
Bl EL I ) 4534 808 A A8 ) it P B AR AR AR o A FR VR IT B i A XU, BT B
TR I AL I A4 AR B B 48 8, 0h &5 SR AT W€ , IRV T I B M B R PR fERank inE R
AR A28 L T LA S fEBarthe 1 B 3% FARIATHELLL b, B an S yG o7 B BEAR L A 4 i ok
ZVRIT M RF RSk B 3R B R 0 3 o 1) 4B o A (B, B B ) U551 B4 N
VBIT EARH, 2 Wlees et at L,N Engl J Med 2006;354:588-600. F.55 & ) 24 7138 &
JELLYERTT H R

[0100] A& BH MR M FH T 75 B A 2 a6 1Y 52 35 1R 1% 2k 0 A A &4 . 8
W T R AR PR, IX A 0 52 38 B 2R R (9104, T 28 AN 2R TR BYOE 99) 1 R e 4 18
0o % R A4 451 Gn v LA FEBE MLE H — M AR (9 2, 32408 12k 1) MpoRn / Blp e it 47 1L
Be) A B2 I BR A 2 2R IR S0 S8 B — AN B AN AR SRR IS R AR A G
“Sals KR ARG TR, W26 7T AN A B A SRR Sa s o el 8 28 T LLALHE , 491 G id
b0 52 B AR AT G U 5 BIRAT R SR T AT B | 5 45 08 1 2 TR AR 5K AT AR B
R A B o B A S 0 05 A A 56 DR 3R R Bt 98 0 e A BB B0 52 32, S i mT LA
WA 53 2 B O R XS o 4511, 8 1 o M T AR 4] 52 L A R e Aok e I, A ) XU
FNEEA G T OET RIS B 8, & 07 1O NE T AR 5238 B A b 2 8 1 i
I AR AZE G0

[0101] & WA A XS e PR 2 B AF 08 , 208 5B, MRl S il 2B 3k X, 38 M sl o
RAE B R AR s v L, W S 008 FR 95 » S50 3 Dk B e Bl Rk 9 » o0 o B3 , 20 il 9
T3 (B9 oo JURE 78 o 7 35 0 7 i 2R JUTLIR o U 8 B2 9 AR/ B8 2 TR A4 o JURE 7)) 5 vy I L[]
Mt , DA s AR 7 e X8 Jy B R ] e ) AR £ o

[0102]  FEFRPT kA2, 4 52 5 fa i R 1 77 A& CARHL 1k | S0 3R B840 i) B i 9 3 1 22 20—
FhIos IR BRI 1R R R () 371 B 2R A A2 25 2y 4y FL ARG RS (EL v oA RE e 1Y) R 3 o B T
B77 B ) B A2 4 AR A 2R XSS {H R A8 A O BH ) Bk R0 E AT v o7 0 R R (BB
VIRSERY) B, & DA K T 400 ] s 3R 5 A s 1 XIS HL A FH B 3 R 2 AT V6 97 1 AR
F (BB EAY) BEARRY 22— g K BURRE I R & o AR T AR AS A BH BT ik 7 VR AT
YEIT AT B S BN R A b S 38 45 B, A SR BS99 B R BB A B ORI
2 TR TR B AR N R TR A R TS A R T SR HE AR IS BT B 0 BT 5 20 45 2 0
253 A% N AT 3 1 77 45 24 o 6 T A AR B Al 1 R RORUS: (G, DE A 422 52 0 JIE TR 1) i
) H ) AR R U, BRI 24 R A R

[0103]  #R¥E IR G E , 45245 O7 20 AT L2 B A8 BRIk B W2 B ) IR VB2 R
(1)~ ST PAT TR < P P P 8 A T RIS P T S SR T S P BT ERALI ) o 6 T DA S AR 3 A
k4525 o

[0104] X F-45 N2, ALk 093 M550 (6 40, TAT-NR2B9c) 75 N2-3mg/ ke , EALE N
2.6mg/Kg o o FT 7 771 2 I 40k B A D9 G045 7 B 2R 1) = Bt 2% AR R mT INE 1 7 B AE RS FE B B [ A
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(1) R ZE R B o X R B F TR i B, B s AR 0 — 7).

[0105]  ¥& MR 7], BIANTAT -NR2B9c , HIt 35 i ik By 10k N I 38 13047 i , SR AL A id it
IR A 325 o V%) T R A s e i R (A7) 2 el T R A &4 5 s R0 28 Jig 1) 8 T80 AR
H T8 R S KT, B AT () B8 A 0T e 2 5 2502 i ()RR T SR T, B8 R T
TS ) AT B T B R A DAL o R AR R B I S it AN A T L B AR R S — PR S R
AT DLARRE A « RO T B AR IR K F , IR A 72 S 2 1, DL R AT Tk 751 1) L %~ 5 3
TEIR g 2 2 S5 5 B R A TR A B S B VR TT /KT o 5 TR A FAITAT-NR2B9c , 71X S K] 26
Z A BRSP4 () A0 328 S N [R) S5 - 15 8, SEAR IR S 10434 o i iF [) S 408 282 A Sl i +/ -
10%6 [ 17 2 o i B 8] AN S8 AT AT FH T e It v (5 i 4 28 56 B 1) e 0 i R ) A AT e B A
) BATAIMS B] o FFTAT -NR2B9c ¥y 43 i 18] 8 7] L 7 24 e 24551011 45 5

[0106] B9 T8 TI AR , A8 K BH OO VR , HE L8 04T v] 78 i B BRI ZE SR 1
YO St . TR B, A s 5 TR KR TI T 55 AL R SCER I A N 2
L 51 5 S NAS R o, o [R) LBR ot 5) FH AR B SRR B b, AN [ B ) B,
MNP GA IS — 2 5 HIAREK, 5 7 515 HH OSBRI 17 512 F8 A Hi s A 08 2C H B 17
G A A H R AT UUT F 5 1 S RSB R i 1 B W B B sed A B
75 A 2 BR A AR B 2R ELAAR St 491 L 25 B VAR AAE B 2 AT DA B 2 A S it

[0107]  EL ARt f

[0108]  SEjstifsi)1 - 727 | 75 2H 28 FR AN S5 4 A7 7F T TAT -NR2B9c I i iR 1 7T DA LA VR T T 2
il 8% o S5 L0 7~ 1 AE 55— FAR TR (1 45T 1 55 1 TAT -NR2B9c ) S 28 B/ HH 2 38 v TG R
R R e MR o S 9 BN T TE 4 SR AN R B R A5 R TAT -NR2B9 e 1) & Eh AB X T 2 FiT 4
TR R 1 T4 B £ 7K Y TAT -NR2BO e 14 T+ 1170 1 S 77 Hh 4 3% ) s ek o

[0109] St fil 1 « SoAIEARHE LR MR AT T 71 A 2 TR TAT -NR2B9c FEAA A 1 24 77

[0110]  Hi| & 5FHTAT -NR2BO A & 351 2H 20mg /mLL 1) ¥ 4 75 2 1) 1) o 3R 1B 4B IR 71 2H 73 Lot
5 LA % s 4% S 1 3% 77 4 AT pH o 5 K 240 SmL A Aol 1) 7] 265 N /NI FH LR« - 20 °C % 71
L, DA RIS J B A i A7 2% A

[0111]  51:TAT-NR2BIc il 71| 4H & W AE A4 P (1) R4 i
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ZY
. # A ! ( TAT-NR2B
7 # WX 7] 2845 pTek Lot# pH’
(mg/mL) 9C ¥
1% )
50 mM FEER4h .
1 1205-1-17-1 20.5 97.87 6.7
76.9mM NaCl, pH 7.0
50 mM ZEER 4. 154 )
2 1205-1-17-2 20.0 96.34° 6.5

[0112] mM H &, PH7.0

50 mM 21 8BE. 154
3 1205-1-17-3 19.9 98.38 6.4
mM H 87, PH6.5

50 mM 2R BR. 154
4 o 1205-1-17-4 20.8 99.16 6.4
mM #iE4%, PH6.5

50 mM £0 2FK .
5 5%74 7 5 EF-40, PH | 1205-1-18-1 19.4 98.81 6.4
6.5

[0113] '3y Fnl i 5% FITFA T v: 38 1 RP - HPLC A3 #7 HEAT WA
(01141t FI# 210 20 1 B A T HL e ol 7

(01151 TR st 2 b 14 #1179 AT pH S5 B8 LT 46 22 ol (7.0)

[0116]  FF EyE M2 , B IR TR 22 I i1l 71U AN BEAS A RUBR 2% 1h i — o 24 35 1 SR R 56 2 (1)
19 pH , 33X 3% B 41 0B 1T i A2 B8 A 1 I FRUZ2 PP

01171 I35 1 - 57E A B, 3 - T v 55 111 5 BEL 2 (3PVO0) A XU Y A iR AT 4R 56 o JR A Hh XA KR
0 I K 2 2540 it P P ) R0 P R — e, B 1R N R K SR S S BT IR B R 24/
I S5 52 A FE o WSCEE R 5 [ 5 , {8 P G A = 2R SE D0 Z50m (TTC) JEAT Gt , DL 3 HH DR Mg ) i
MR A3 o AERE T AAN 33 S A= B 5 7K 0 %o R &, B 1 a6 o 08 vl DL A 3l A 4 it V2 225 11
AR ER (B .

[0118]  Jji%

(01191 e ifn 14 3 - A5 o e . 5 ) A Y

[0120] 56 7E K B & b b AT o W /i B o S ik G P 1 3 - B Ifn 4 A 2 (3PVO)

(Angiogenic protection from focal ischemia with angiotensin II type 1

receptor blockade in the rat.Forder et al.,Am J Physiol Heart Circ
Physiol.2005 Apr;288(4) :H1989-96) . fafifi & , LAO. 5ml/kg LA 735 Sz B (100mg/
kg) « LM IR (2mg/kg) F1HI ZRIGER (5mg/ke) , XF250g 2 350g Y K B BEAT BRI , 75 T, Hli LA
WITE R E I =70 2 — AR ANLT VIR FERE , I B S & TR B R FFELI3T C Ry Mk
PR 20 1E R U) 1 3 5% B HA SR, e 48 25 it 20 21 Al PR S5 b e RS 2 T il a2 i i
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B ANFETE , DRAE O i 5 50 48 110 ] Ff %) 5 i ke, AT AE A AR IR Bz 3 X7 426 - 8mm ]
P 7 (R A 2mm A0 MU 22 517 [X] 5mm) o Bl G878 5 AR Kz J2 5 08 003 - B 162 /)N 2 Jik K fi
Zhik % (3pial arteriolar middle cerebral artery branches) , 2 1o fidf i E 347
PIe o KIBe JT , 6 Sk Fe K B RO BRBURL & A AL T AT R 28+ B, D4R FR AR B 2
Bk i KB 52 K & SR 5 & W AI/K o 3PVO SR s S af — /N i, AR F5 KRR AR 2, VA TE 4
0.45m1 24 ¥ £5 7K FF 11 3nmo 1 /g ¥ TAT -NR2BOCHI FVE 5 KB - 48 25 1 R 8 3 543l

[0121]  FRJG24/N , P S 3R KN o a3 KR4S e R U0 A (2mm) , HAE37TCR L 7R
2% S AL = ZEFEPY B (TTC) (Sigma-AldrichSt.Louis MO) H iR & 1540 % . i & 14
(CanoScan4200F Canon) H.E & .

[0122] Szt f51|2 « 90 5 TAT -NR2BICTE AN ] [ G v A FNAS ] pH I A A s 1

[0123] 22yl i i ik

[0124]  #4& 10FF Img/mL TAT-NR2BICH)Z& M » LA Ui 12 R 77 A i B A7 7E25°C /60 %
RH (FHXFHEFE) F140°C /75 %RH R o AL AEt =0F1t = 1 A s e v (4l ) , @i RP-HPLC
(TFAFRIMSAJ5¥2) DAAE i B 4l 5, 45 SR AN R 2 AR 3T o

[0125] 25 2R3 BH, #EpH6 . OFIpH6 . 5.2 B VR A /i 51 5 i B TAT -NR2BICHY 2 5E 14 2
151 o TG LA A (G T Bl s T X ANVE D | B g 38 0 EHMSATT 1545 21 1 2040 2.7 Hi BE 0 1
fire A 3, it o AR AR X 5 pHRH G2 M PSS 38 A 5, T2 38080 R A SR I i 50 i & S 11 1 A k(i
(P 4 o F 2B 1 {5 FMSA 5 v DN 58 1 206 i B & 51, BT ik 0 4 i LAHPLCTHI AR %6 R, T
FE3PEAL T AE FHTFA T V200 e (1) 206 2 F55 25 5L, B adk 32 0 i i DAHPLCTH AR %6 3R

[0126] 322 3@ IEMSATT ¥ I A2 A TAT -NR2BIC I [ #4 %6

L1271 e g =0 =125 t=1J&40C
His,6.0 98.5 98.5 98.0
His,6.5 98.5 98.6 97.3
His,7.0 98.5 98.4 97.0
iR ,6.0 98.5 98.2 97.0
R £ ,6.5 98.5 97.9 97.3
EER L, 7.0 98.5 97.9 96.0
IR L, 7.5 98.5 97.6 95.2
IR EL 5.5 98.5 98.3 94.4
L ,6.0 98.5 98.4 97.4
PR LR 6.5 98.5 98.7 97.7

[0128] 33 3@id TFATT ¥ I AE B TAT -NR2BIC FE U [ #4 %6

L1291 Tt t=0 t=1J8257C t=1J240C
His,6.0 98.5 98.8 99.2
His,6.5 98.5 98.4 99.4
His,7.0 98.5 98.3 96.7
Wil £h,6.0 98.5 99.8 97.9
Wil th,6.5 98.5 99.5 98.6
WimeEh, 7.0 98.5 98.6 98.3
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WL, 7.5 98.5 98.0 93.2
FrigiR R, 5.5 98.5 98.0 95.1
FriER L, 6.0 98.5 99.0 98.2
FrigiRE:,6.5 98.5 99.5 99.1

[0130]  £5IRKM, 7EpH6. 0-6. S LI it BE 5 foc L 4B H5 TAT -NR2BIC ¥ AR E 1%
HLBT A AT 2R B8 0% (L S Mt 52 355 K S 4 24 o 38 5 B S A R 5 £ P s PR R 10 2
T (F£25°CH40°C R R — ) AL B AT B IR th 22 b 8 R R RE B 4ERFTAT -NR2BICHY 56
BIRE.

[0131] SRS WBURN IR 75 25 ) J LR A 3R AL « 4525 B A o2 Hh LA 46 R A A A, B
Je A8 W R 52 B AR S M) J5URE 75 75 ZE3E S I, A0 T A PO AR S o 2 2 ) s T 68 4
Ao 2 ] A o 72 BRG], pHO 25 pH6 . 5.2 ] i 4 S IR AN AT A6 IR 6 2 b it IR /D e e«
T ARG ) A Z R G A 5 5 A S B, T 2% JoAT A6 B0 B INTAT - NR2BIC ) 41 2 R 22
R o DT I SR AN 5 S A 24 i £ 2L 2 T {4 I i FRD 68 Tl o 2 8 70 A B D T B o R4 AU TAT -
NR2BICHE RE 17 45 Y 1 2R SR A 45

[0132] %A BRI RURNSE I i ik

Fp pH 1.5 bk 5
[0133] MEER | 6.0 [HReGIEH, WATAFEM, | &%, RE#A Ti@dd
BAFHA TEAFTTEA 920 BB B T 47 B L&
FAREREE | 6.0 | RGegaEn, YATFAFEA,
B T A LR A
i K43 6.5 |REegieets, CATFTATFEM, | &K, 2EEH TiBTH
B T A LR A 84 28 2 BR Ak L T 4T B £
[0134] AL | 65 |MMREFEN, §ATATAM, | M FAEREMNE, B4 pH6.S
BT AL F % A4S E A TR ARG E T LB AL
BBl 3 6.5 | Eeehisads, BB KRG | SREF X GHE LN T AT
F TAT-NR2BOC 47 1) )

[0135] st f51] 3 « Il %€ TAT - NR2BICHill FHIAE 5 A5 AN [A] 25 & 1 S BN 1) 4H 2 IR AT A IR 56 2%
MR CL S AEAS [F] pHAE T B R 0E 14

[0136]  ZAFFTI H (12 R IEEALEN (NaC1) X pHATR A i1l 51 7 (¥ TAT -NR2BCH& & 1 1 52
Wi o B 1mg/mL TAT-NR2BICH] 4% M il 771 81 1325 , pHV 45 SR Ui R 6 Fr 7 o 72 BEANBiF 7 3 1]
B o AR — 2 45 R AE I ANaCl AR BR £ A I T B B A8 4k, 22 g )52
g, HpHFEAKZ10 . 2 B4 3 52 U pH 6. 0FIpH6 . 54 T 7468 R 6 ) B AR 22 i [ (pH
2.5-5.6) AU, Rl R b, & B ISR mT Be 2 S BOT 4L, 76 VRS 500 B AR g 1
B 2% R B X B

[0137]  2R5: FH A8 WU &k Xof pHFK) 52 Ml () 2% v ¥ 1) 551
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[0138] [y ja 22 Wil H #pH NaCl
1 S0mMFT R R £5 6.0 NA
2 S0mMFT R R £5 6.0 200mM
3 50mMAT I R £h 6.5 NA
4 S0mMFT R R £5 6.5 200mM
5 50mMZH 2 iR 6.0 NA
6 50mMZH 2 iR 6.0 200mM
7 50mMZH 2 iR 6.5 NA
8 50mMZH 22 iR 6.5 200mM
[0139]  3R6: 1R R AN 5, & 2544 T AR TAT -NR2BOC #1] 551 1) pHER 7€ 14
% 44 pH
M| E 49 pH M| E 44 pH
=0
NIRH# Bk B 4% pH t=0 t=1 3
IR
IR /& +TAT-NR2BIC
+TAT-NR2B9C
-20°C 40°C/75%RH
] 6.0 6.1 6.0 6.0
FEAR AR £
2 6.5 6.6 6.5 6.7
[0140]
3 6.0 6.0 5.9 6.0
40 R BR
4 6.5 6.5 6.5 6.6
5 AR 3 6.0 5.8 5.8 5.8
6 +NaCl 6.5 6.3 6.2 6.3
7 20 R R 6.0 6.1 6.0 6.0
8 +NaCl 6.5 6.6 6.6 6.7

[0141]

25 AL W], AR R U ARAT — JEIE 72 AE40 °C I I T B N Ak A7 — A, 7] 2H 2 R A

FIRE R 2h 22 1 ) TAT -NR2BICTA R 1 7R IN200mM NaClAN2> 5 3 B2 Fiak ¥ Wk 1 pH.

[0142]

B BRI T ZE A AR IR N 6 47— J8 5 TAT - NR2BOCHE X £ i) 71| o 1) £

EME RTINS FHRP-HPLC 7 74 FMSARS 5 0 52 1) 25 8L . Br i B4 R i 7 T I 2A 2B
F2AH 2 24 Bon 148 FIpHIA 2R #1070 80 ok Ase v (RFa e tE 2 mfae ) J2BE/R T
A% P22 P A S AR s A e

[0143]

T4 MSA V%) , TAT-NR2BIC
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pH 6.0 pH 6.5

IR
=N 40°C 2095 40°C
40 B BR 98.1 92.8 98.5 96.9

[0144]

40 R B +NaCl 98.4 95.0 98.4 97.7
ATARBR 3 97.5 96.0 99.0 97.5
AR ER 2 +NaCl 98.4 96.7 98.7 98.4

[0145] ik ess LRI, 75 pHE . 5it §E 5 55 R 457 TAT -NR2BICIE VU B i 1 , NaC 1) 75
it e VA R B (B 2AR02B) o R T 20 SRR 2% h 8 4 (R G2 b e 0 A A i AR 1
TR bR T AR R B N E] (RRT) 0. 283 R (¥ A i (LRl 7 2R R Ti AR, 80 T %t
T-TAT -NR2BICUE [f B SR 1t BRI R B A1) » DK hpH6 . 511 2 Z BR G2 b A B P T ¥ T 7
[ S AL 7 AL

[0146]  pH6.5 I ¥4 T I AR i M i 52 a8 v 6 45 24

[0147]  SIZHa15I4 « J7 35 (5 TAT -NR2BICTH i B 52 1) ¥ - B etk 1 3 78 741

[0148] 7 HiisE ¥R T Ja 1T 77 AR VR S ) AR R OR S0 RS MR B 7 71, FRATT % R8T /R 7E
50mMAH Z R 1L S FE I AINaC L T ) 1) LA 20mg /mLIK TAT-NR2BICIA VR - 9§ H4UTAT -
NR2BOC il FI7E ¥ ik 7 22 55 (4 Bl [0 1 Ak B 15, T S 3 b 4 i 776 - 20°C. Gt ) A140°C /
75%RH (HR) T, i A7 LA J5 , 38 I HPLC (MSAJ5 %) 43 H7 4k i LA K 43 Mt pHAH - pHES & PR 45 SR
FIPr7 , TAT-NR2BICTE AR (1) 3 A | 571 v () v MR 45 SR R LOAT I 3 s

[0149] &8 IHFEFIAE M BIAR

L0150 4y pa S 75 7 NaCl
1 50mMZH 282 , pH6 . 5 120mMH 5 i
2 50mM#H Z R , pH6 . 5 120mM H- 52 % 75mM
3 50mMZH 282 , pH6 . 5 120mM7AF 75 ¥
4 50mMZH Z R , pH6 . 5 1 20mMif: 756 b 75mM
5 50mM#H Z R , pH6 . 5 5% A1 ighE it -40
6 50mM#H Z R , pH6 . 5 5% A1 ighE it -40 75mM
[0151]  3%9: pH, I 7 714 i
[0152] i H FrpH pH,-20°C pH,40°C
H gl 6.5 6.5 6.5
H #E i +NaCl 6.5 6.5 6.5
VBN 6.5 6.5 6.4
TRV RE+NaCl 6.5 6.5 6.4
A5 R I - 40 6.5 6.5 6.3
A5 TEHERT - 40+NaCl 6.5 6.5 6.4

[0153] 3210 : FH TAT-NR2BOCIA [HI FR % FIt 28 7~ 1 46 &, MSA J7 v
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TAT-NR2BIC ¥ & 42%
IR # i

-20°C 40°C
1 HER 99.2 98.5
2 + & B%+NaCl 99.4 98.6

[0154]

3 A 99.1 98.5
4 i3 5 4B+ NaCl 99.3 98.3
5 7 7% 48 BF-40 99.2 97.6
6 7 7% #5 BF-40+NaCl 99.0 97.7

[0155]  JE 78 FFR A4 1| 771 %S TAT -NR2BICHS 5 14 1 &5

(01561  H #& B A 35 1 A4S AR I - A0 TR A Hb ¥ pHAERF7E6 . 5 (GR9) , MR I 7E il
g AE I — I, B 296 1 % (1) R (3R10) o 5t TAT -NR2BOCHA 138 70 ¥ i 1 AL 24 A2 e 11
5 S TENERT AL , BT e B AN S A TAT -NR2BICHE (it 1 B 47 i AR e 1, BRI b H
e AR Lk I I 78 7 (B13)

[0157]  Sijit o5 « JE 78 7 ) #8o3#r , DAE T4 IR &1k

[0158]  YEATAT-NR2BICH: T 24 fi I R T Jl ALK i) — 88 7, il i 2 n A B HIEPEAS T
oK E IE 78 7R i AR (FR8) 1A HE 7 1 JH 70 5 VI R 1 (/55 ) ) 1 38 95 A e A0 iR
(Tg)) L5 AT R 11, DSCIELL an P 4A- 6B,

[0159]  ZR11:TAT-NR2BICH: T3 78 78 MR i B B AL B A0 Il

[0160] A i Tg
50mM4H 2 % , pH6 . 5, 1 20mMH 75 % -37.25°C
50mM4H 28 % , pH6 . 5, 120mMH F& % , 75mMNaCl -42.51°C
50mMZH 2R , pH6 . 5, 1 20mMi 5 4 -28.25°C
50mMZH 222 , pH6 . 5, 1 20mMifg 43 , 75mMNaCl -35.74°C
50mM2H & , pH6 . 5,5 % A5 e BT - 40 -17.09°C
50mMZL 2R , pH6 . 5, 5 % A5 e HE T - 40 , 75mMNaCl -22.49°C

[0161]  7EIRJEH20mg/mLETAT-NR2BICH , Il f¥I TAT -NR2BIC #ill 71l 2 7w H Fy #A it 26 2 A
DL RFAIE « SE R I Rl s S, 7 A RIS A o X P A AR s R 5 R 05 1 o LT B e ) 7
(I 4E A 45 B (crystallization event) ,iX AJ A2 B , Rl i vk T J& 3 00 J50AE 7 i AT e
ot B A AR FE R AT AR IR B RS LR, JE T W %2 B FITiR TAT -NR2BIC 24 ity 35 78 ¥ T 11
PG A B A B H R B R AR 3B 78 710 7R B T - 40 °C A T RilR B, 2 %) ] A &)
] (scalable cycle) HAJAT 14 (1) 4L 70 PR fhl o A< H FA T 28 , g a8 W AN AS e R T - 40 B 3& A A
HAF AR, 25 FERITAT -NR2BICTE 5 A5 I 56 W [0 VAR 1) 1) w1 s e M LU 7 5 A e i
AR 1170 P ) e o DR L E K ) 3 B3 7R 771 v, VA B A 2 A A P BB 7R 57

[0162]  H T AHXTEARII Tl B FL 75 B B R T B AT T8, FRAT 15 e T 5 AN
(A v SE 78 77, e A BRI D B N5 4 2 5 R G0 N I SE TR AR AR, AT 98020 75 B2 T R R A
o N T 55 108 SE T AR AR B4k FE270mg / /NI, BEAT T TAT-NR2BICTEZH & R (pH6 . 5) Al
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TR+ FERE T (pH6 . 5) VB EWIT 98 o XF35.50. 7581 100mg /mL I A% 5 3k 4T YRR 2047 BT f5
TR VRAE t = 01t = 24 /NI IR 2 375 I o 386 285, AT ] SR A - 3mL ¥ 3E 7o AR AR, i
90mg/mL ¥ TAT -NR2BICHI| I 7E H Fr /M- 4445 270mg TAT -NR2BIC . F] g £ 3K /M B A IR K
0 1 B A TAT-NR2BIC, {H270mg 4 N — N 100kg i F #F HE 2 . 6mg/ kg ) & AR B H T &8
FR 20 B AR R R AT 920mg /mL ((H AT DL & 1mg /mLZ 100mg/mL) , A& H
270mgTAT -NR2BICH] 20mL /M ik 7T LA 13 5mL A & JEAARFR o [Rl 1 , TAT -NR2BICAE /N A 14T
) e R AR AR FRAE 2 . SmL AN 1 OmL 2 8]

[0163]  FEHEAT VR TR, XN S AR A TR AEAT 1700 5E , IS Ten TR 129 o [A] {6
DSCH4H 28 1% (pH6 . 5) H1[#)100mg/mLTAT-NR2BOCHEAT VA% , B3 5d 1 T2 12,

[0164]  £12:DSCHHE , 71

™R DP HLAER
) 7] AT
Tg 4k dn iR AL Tg
1 Ly ALAS -41.03°C
2 A R -38.78°C
3 -2 -31.09°C
4 H A -37.38°C -22.91°C -35.49°C
5 A -29.93°C -28.25°C
[0165] 6 ER -27.93°C
T | 75:25 i A% A A HE BT -25.07°C -25.07°C
8 50:50 & kA A 2k BF -22.60°C -22.60°C
9 | 25:75 kAR A ARAR BT -18.55°C -18.55°C
10 % A% BF-40 -17.09°C
YL RER T 49
11 100 -21.67°C
mg/mLTAT-NR2B9C,
[0166] pH6.5

[0167] BT 12FF (RIDSCELHE , XT3 M 24 i FH TG 800 HEGRI S A7 A8 LR i 7R 4 st T 1
B 5N RE T R A B B AR o AT AR SE 7 S A& T RO BRI A, 5
FEWIHIR K, 574 (H 82 1) B 5 8 00 F BR8], 4 S A 08 -5 3% M il 5 AR DT AT , 15504 7] B
IR NIRRT

[0168] 4 FRATTH e Foe AL AVt Pk ) RN, 28 R s VRS o M R T T AR [T 42 DA S fb 2R e
PR AR R B R 129 (1) 5505 QR SENE) FE DN 260 T RIS T R I i v A e e AR
JE % F (Lyophile) fh2 %0 1 (B ¥EME /5 ) , A AE13 . 5L E AR E (Fill
configuration) H 75 R AR T B HH  IX Fhas K 10 F BARS (8] A& & T8k i mlkie A4
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77 o T A A 7 S B S R A A B R 127 R AR 1T B3 58711, 100me /mLTAT -NR2BIC) PFHH:%'J
775 FLAT 5 e 1 BB A AR IR B, FL SRV BERR SRR (R JA 31 R, ek TR AR ARG
AR IR AN 18], IR AR N A SE D 1 K EE TR

CN 106661126 B i)

[0169]  SEjitif56 : H A A HISEFE A W%%W?%«#EIGTAT NR2BICH) Fa 5 P

[0170]  JniEfaEME (accelerated stability) FJIE 7RH

[0171]  H4/NMEE M TAT-NR2BICZ i % T, PAVPA L AE25°C .40 CFI60°C T A7t — Fil J5 1
[ AR RS 1 o 7E = FPAS[R] (049 A7 J5iE A C 17 PR A B 9 20mg /mL I TAT -NR2BIC . ¥f t =0 FlTt =1 J

IF R S R T AN R L pH B DL S 4B B (4l FE FHHPLC (MSAJ7v2%) I 58) J7 T i 3P4 « R AE

t=0m P &K &
[0172]  Fr A BITAT-NR2BICZG Wb 7E t =00t = 1 A I 4R 2 A 8 R T AR, FEAE DT 1080
W E 5
[0173]  Zjfh A R WR 13 Fras, HAH T A B 2% 3 B 3840 75 A8 15 & /K & 45 3 . pH.
TAT-NR2BIC & &2 FITAT-NR2BICAL [ 25 T sk 14- 16 Tk .
[0174] K13 HEAFRFIFEMENR (matrix) , TeFIE /KE %
[0175] | 4 i AR Tg =0 4KF%
-29.93°C
1 50mM 2B BR, pH6.5+120mM 48 | -28.25°C 0.29%
w/TAT-NR2B9C
[0176]
2 | 50mM LR BR, pH6.5+5% % 3 A& BF-40 | -22.60°C 0.05%
50mM L85, pH6.5 -17.09°C
3 _ _ 0.10%
+1:1 120mM & 3 48 :5% 4 32 48 B57-40 | w/TAT-NR2B9C
[0177]  ZR14:pH,E 7] (Lyo) /NI SLIGH#1
5% 44 pH
HLFA 2 pH
=0 | t=1wk 25°C | t=1wk40°C | t=1wk 60°C
[0178] AR 6.5 6.4 6.4 6.4 6.4
3 4E BF-40 6.5 6.4 6.3 6.3 6.3
1:1 e dE: A 2 AR BF 6.5 6.4 6.3 6.4 6.4
[0179]  F15: & & (mg//Mif) , 7 (Lyo) /NI SZEG#1
[0180] 425 t=0 [|t=1/25°C |t=1/840°C |t=1J860C
T 20.6 [20.3 20.7 20.7
i e RE - 40 19.4 |19.8 19.5 19.1
L: LG8R8 - A HERERT-40 [20.3  [20.8 20.2 20.2
[0181] K164l (HHPLCIE HIFR %) , ¥ 7871 (Lyo) /NIAR S #1
[0182) [y 25 t=0 [t=1/25C |t=1/40C |t=1/860C

27




CN 106661126 B W OB P 95/41

T 5 98.8 ]98.8 98.8 98.4
A R - 40 98.9 |98.9 98.6 96.5
1: 180 A5 HERETT -40 198.9  |98.8 98.6 97.5

[0183] Vg e W . A HE AR T - 40 LA K2 g 5 W « A5 HE AR I - 40, 3X = FPIE 78 71 B v K pHYE FR 7R
6.5(F14) ,7£60°CF— i o, AiEH0.5-2.5% &K NI & A A HERE T - 4080 25977
H60°C N B 257 S A E R B E] RT) ~6. 028 Y 7 AR B A 8 K . IX S R W)
JRANATAE T U S o A 16 3R B R B 0 R T 1 24 et o B R SR, T A e W T - 40 7]
T2 A 8 R P o

[0184] 7 IE 78 7 vh A0 25 45 e I - 40 R S0 VF BERE W 2T JRild B2, {HA el I - 401 4R
FEFNE I H B 22 B RS T o TRV MR AN A e MR T - 40 (1: 1) P& 3 B0 B A0 4% A0 00 5 5 B
[P HFEERE 290 T 10°C oAH 2, 7260 °C I, 2H G B AR 8 P A T B0 9 S5 5 AR L T A I
i A, Bt DAY S50 9 D0 i 45 70 71

[0185]  #&FTAT-NR2BOCHI I il 2% : /N S B2

[0186] K /Nt A TAT-NR2BICE it 17k T LA PEAL ) 2 5% HA [) K el A il 1 B 5 C 115
o LL27mg /mLI) 7% PR FE K TAT -NR2BICTE £ 7£ pH6 . 51 50mMZH 22 2 A1 1 20mMi: 358 0% v o i 1
ZHANR TR AN 20mL ) BEIE R T MR N T 10mLIE 59 o 50 FH IR FE ER A5 AN /N i
TR

[0187]  F17./NAY=ZEG2, TAT-NR2BICHill 57K 1 2%

Rk B 1]
i fE RE (°C)| REA/ T R F JE A (mTorr)
(°C /54%F) ( 5-4F)
K 5 AT 4 0 HHLE
] 5 A EAL i 120 WRBE A
S -40 T ibik F 0.5 90 BLE A
oS -40 A EAL = 240 HBEH
[0188]
BT 5 K Abik % 0.25 180 225
BT 5 AEAL L 2050 50
KRBT 25 Ak R 0.1 200 50
KBTI 25 EAL = 1440 50
Y3 20 FEAL - & REFRBLE )
K, 20 T . . IR A

[0189]  "HZJ T4l o5 2 3 T~ RO R ST AN A5 AR AR , 15 0 3 e B A B AR T 0 TG
[0190]  fH T K AYIE T AARA, W) 55 B0k e b i B 15 B8 45 L B 3 A B A IR FE R A5 22, AR b
FEIR VA H )2 T B B PR VA VR S - 29°C , 1%, B 153 FH DSCHAAN BT 45 HH 1 B B AL 2 A
IR JE-28C.

[0191]  fIRJE T HI90mg/mL TAT-NR2BICH i fa & Pk (NI S5 3)

[0192]  FERCHI /N S 56 30 JH 78I W 2 1T, W 722 i (50mMEH 2R , pH6 . 5) HH11190mg/
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mL. TAT-NR2BICHIpH. AT iR ¥ W A pHoA6 . 04 o By 52 ) A2 B 75 TAT - NR2BICHK FE£ A 8 K, 22 1 e
I R 5 o 75 150mM 100mMAN7 5mMA¥ 25 08 2% i A LA S 7K A afil] 2% 945 ¥ » - 2 pH.o pH
MR 1817 o £EpH6 . 51 100mMZH 22 W2 2% i Hh IE i /N Y <2 B 3 VR 78 I NTAT-NR2BICZ J&5
HHT A pHZE6.5,

[0193]  %%18:pH,90mg/ml. TAT-NR2BICTEPH 6. 50140 S FR 22 rhif

[0194] L2 W oH
K 5.39
50mM 6.04
75mM 6.04
100mM 6.29
150mM 6.14

[0195] /LRI TAT-NR2BICZ i i1 LA VAL L AE25 C F160°C N it 47— Ji Ja 1 [ 44 £
SE 4 o C 1 P F90mg /mLI¥) TAT -NR2BICHill 77| (5 ¥ Ay 5 M B M 1 22 i) - Xt =0ft =1
SIS BFE S AT AN B R B K& DL Al B (4 FHPLC (MSAT7V2:) ME) 77 T PFA o
[0196] BT A A TAT-NR2BICZ i #1552 1 €6 W VR T B REtR o SR L BORE R 3 . T 800t HE R 5 v
i PRI HR L R ARAH AL o

[0197]  FEXT T HIIR HI57) /> T 10009 S IR 18], (hAd Frid) &I [ 2541 . 55504 . & it
() 34 N5 A AT BE A2 (K A TAT -NR2BICFI A ZU IR 1) 3 B 385 K 51 L 1) o g — 2D A il Ie R B, 7R IR
FEE >R 50mM AN 7 5mMIH 2H S8 BR 28 1+ (/) TAT -NR2BOCH Fa 7 1k B 1, HL P BV I B 4 SR 41
FH T A% S5 % 2mLAR AR 1 /N, PRI ARG 428 T ACRE I TmL oK o 122 /N8 S 5 e 3 v 1Y) 58
bR 52 JEARAR 4 . BmLo 24K R R BRI , 52 5 (8] B 1] BB A3 2 e

[0198]  ¥f/NiEE T-25°CHI60°C N igfE— &5, Ml E Hofa g Itk .

(01991 AR 4 PUHE B SR &2 1 A0 WLk 4 , ¥ e A e 11 1 BB AL R IR B RRR o R A B IR 57
B AT 5K , I TR R -32°C o 2 T BE PR BT S s % A B T 9 4 X SR A B
TP HG IR AR FE AR AR IS » DA i BG4

[0200]  4fifg 4t 1A +3R19.

[0201] 36194 FF (FHHPLCIE (I TR %) , /N Sz 3

&) ) 20 45 AERE | =0 | t=1 J§ 25°C/60%RH | t=1 & 60°C

1 100 mM 2L R EL, pH6.5 99.2 99.3 99.3 97.8
[0202]

100 mM 2B & E&, pH 6.5
2 99.2 99.3 99.2 98.7
+120 mM &L A8
[0203] M4k i Ik A 5 P BHE VA5 0 S6F TAT - NR2BOC 1] 771 4 7% H i v RGNz , Pk A 5 2%
REFE R T ARG T A A8 M o 2 N AR A, B NE e 08 R AL IX P RS 24N, T e
A 70 75 (91 P 35 e DR A e W I R H 8 ) AN RS X PR s 28

[0204] /D JH e AR AR ] A JE ] /DN 04 25 R VA E i /A, HL B R B b s 2D /K - 4R 1 FH
e

[0205] T A BRI b AT - /N SIZEG 4 (o 280K RE 1R 4 771)
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[0206]  JT4AVERT A BARI AN B SEEG 4, DL A8 SmL3E 78 B IS ) 2R REIR A0 WA T 25 1 - i
FRAE i D97 A 1 20mMIAESBE AR £ 100mMZH 208 (pH 6. 5) A190mg/kg TAT -NR2BICEL # 72 2 ik if 75
FRETET AR R RE i o Q3R 2090 BT , BEAT 17 GRS IR A AR 10 R LA SmL 3 78 i 1) 1 I ROt i
FRRR P 75048 0 N 21 20mL 1) 3 BB 44 - 1T A A2 i S 56488 FH 190 488 /N /NI » A 30
PRET FH -0 52 VR T J S 0 R) R TR » BT A R T PR 37 /NS T A

27/41 Hi

[0207]  320: /NEISEIGA TS5

7k BE (°C)| AR/ ERE LR U /& # (mTorr)
(°C/a4F) | (24F)

[0208] A 5 A ZAL 0 HRBLE )
] 5 LEA 120 RBE H
ok -40 Tk & 0.5 90 KR )
Ak -40 LEA 120 IR A

S -30 T Abik 0.25 40 225
B! -30 p 1 3400 50
[0209] KRBT IR 25 E ik & 0.1 550 50
KBTI 25 A EA 1440 50
A 20 X EA RE/FRBLE A
e 20 K EA IR A
[0210] 4R JA 3 B , 94 B 9 90mg /mL ) il 551 7 20mL (1) 1~ Hh T2 A0 R 1) BRRRAR il JE R

NIEEEE N E RIS R NS

[0211] TSt IR 70 ANy M 77 ) 5 /K 250,01 % 10,00 %
[0212] ¥ AR BEAT - /N SI2B6 5 (TSR0 HE 701 RN 1 571))
[0213] Ry 7 IF A i&E T Im PR EE: 1) UG e TE 806t HEF1) /N (matching placebo vial) FI3E

TE P AR T (1) 11771 (270mg /) 1 P v B (], )3EAT 17 /NS B6 5 . PEAY T 10Fh JERIxS Het il
FA R0 1 T 1 1) 70 P 0 0 0 P SR TN ) o 9 T R BRSO AL R I Bt RRIR , A R Uk
4, FEOMEE R 1 A A RS0 o0 A SR E B, & A R Y RS, REU i Z .
[0214] g H13. SmLI 7K GE /N (FISRD) 34T 52 IR o S A I TR P AE R 21 o AR R T () i
FSTZ) H B R VT AEAE AR AT U IR Y VR 2 AT T 71 17 . 6 FD IRV L o BT A 1) TG REOKT HE
FUHR B O B ) -

[0215]  R21: TERIOHS B FIAIE PE R0 &5 (SS5)
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) 7 2 Bt (min)
LA RBE | EEE, mM | AR, mM | EF mgik ##1 HRH2
el
1 (*R8) 120 100 170 <10 #¥ <10 #
[0216]
2 200 100 252 <10 # <10 #
3 300 100 355 <10 4% <10 #¥
4 400 100 457 <10 # <10 #
5 500 100 560 <10 #F <10 #¥
6 120 20 133 <10 #¥ <10 #¥
7 200 20 215 <10 #% <10 #
8 300 20 317 <10 # <10 #
9 400 20 420 <10 #F <10 #%
[0217]
10 500 20 523 <10 # <10 #/
74 ) HEEME, mM | 8888, mM | TAT-NR2B9C, #R#1 HH2
mg
1 (2FE8) 120 100 90 17.6 #7 NA

[0218] R4 I i %e e M P R B 8] RN B [B) , TAT -NR2BOC T R -1 A1t 32k v FH L 75 R
20-100mMZH ZUHE 1 20mMIG FE 4 , pHONG . 5o 7E AN 53 R Ao 1 B R 1) 28 WL AEL Vg /D> P 77
S T PR IR 900 88 K 0 11 94 P o 08 3 AT L SO 5 RS Vo I ) K6 3000 18 Ty P o 30 s o 2
TE RSCRA DG JE P TG 2808 RE R 5 1

[02191 g 1 B f-#h DT e G 2500 A 751), £ TAT -NR2BICHEAE FNTAT -NR2BICAAEAE , 3 78 44 FH
9 3mLECSmLIFTIE BT X AN R R BE 1) g e b gt A7 s

[0220] il , Stof vy A ) 0 R G REOG) RS E AT IS & SR )5, XS 3mLJE 78 ASmLAE 7 K i , 44
FEM L UCECERAR L K B AT, 2 H e GRS — RO IR ) IETERE 7047 .
F 22237 1 MR — 555

[0221] 22 3E M7

02221 Tz HF AR 415y
1 3-mL 270mg /I » £ 1 20mMAFE 75 FE -+ 100mMZH Z B2 7, pH 6.5
2 3-mL 270mg /I » 7E500mMAFE 7 Fii-+-20mMZL = BE  , pH 6.5
3 5-mL 270mg /I » £ 1 20mMiAF 7 Bii-+-50mMZL = BE  , pH 6.5

[0223]  E7BE R T _EFNEEHIFIE A
[0224] 3223 TR0 IE i1l 55)
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R 2t BB A FEMEHIA) (~270mg/HR.)
[0225] 500 mM &3E #4420 mM 2288 (n=7) 500 mM & 3EAE+20 mM 2288 (n=2)

400 mM & E45+20 mM LEFL (n=3) 400 mM & 42420 mM 28 E (n=1)

[0226] 300 mM 4 5E 420 mM 28 & (n=3) 300 mM 4 5E #5420 mM 2185 (n=1)

[0227] 24451 T il AR T R 2644
[0228] 24 FHISH

T Ak & i 1)
9 hE BE(°C)| AEM/Eig R /& 41 (mTorr)
(°C/54F) | (54F)
A 5 EAL 5 0 HELE )
-7 5 AEA . 120 RILE A
Sk -40 T Abik & 0.25 180 HBLE
o -40 AEA s 120 IRBEE A
ik K o5 ik 0.25 52 HRILE A
iE K 25 AEA i 120 IR A
[0229]
bk -40 T ibik & 0.25 52 HHLE
o -40 A EA s 120 RBE A
BT R -30 Tz 0.25 40 225
BT IR -30 T L 4406 50
KB I% 25 Tk F 0.1 550 50
KRBT 25 EA . 1440 50
A 20 A EA 2 = RE/ERBLE A
i) 20 AEA - . HILJE
[0230] %25 F EAJULAED AR IR
REKAEE | B dok | 4 Bt
Z]
#58 4 AR (HRERL | B, A2, 2| BEXR P& . 4 J& A i)
F*i%) o, M, KW | %3l
[0231] SS6-3mL L%,
EHRH2
TFHG AR
500mM & 48 4~ 44 B4 s #o 2min30sec
HAF A%
20mM 20 R84
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F 7 xR F) P2
Eli kA
500mM ik 48 A P o) Imin
HAF
20mM 402 8L
SS7-7mL 3L %,
A HFaE NEE T
A FE
500mM i 4% HHF {a ik F%& Imin
[0232] FE R A
20mM 4082 w5 FEIK
‘ FRE NT
Tz R 5| TG 20sec
A P iE M
500mM i 4% AT _ Mol KB K
JRAR M4 | & A
20mM £ 2 8% w/ B 38sec
% 3L
NT=4 4%,
[0233] S fs7 : % T 270mg TAT -NR2BICHE pH6 . 51%) 20mMZH % 182 22 3+ VRN 1 20mMifs: i 4 v

A oE

[0234]  VRFZ ah I il %

[0235]  7EpH6. 51 20mMZH 28 R A1 20mM: 5 4tk il % ¥R & A 90mg /mLITF) /Nt & TAT -NR2BIC
2500, SR 5 R T LLVTAS IR 24 5 28 - 20°C .40 C HI60°C R g 74 & 5 1 [l A5 K g M . %625
PR TR AT

[0236] 3225 STy 71 R T JE A S A

T he WA (°C)| AR/ EERE LR i J&7) (mTorr)
(°C/a4F) | (54F)
A 5 AE - 0 HBLIE
F#5 5 A EA - 120 785 N
[0237] 3 -40 T Akik & 0.5 90 RHLE )
s -40 AEA - 120 KB )
R IR -28 Ribik & 0.25 48 225
BT IR -28 LT - 3412 50
KB IR 25 T Ak & 0.1 530 50
KBTI 25 REA . 1440 50
[0238] A 20 L EAL . - RE/HABLE S
ik 20 1 - - HBLE A

[0239]  FES W EFEAE IR FE T, 2RO JE L 1A L2 A4 5 , XF13 . 2mL (REXT T+ 13 . 51 f 2447
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R (RE ) B0 R AT TR [) HEAT PP A o 2% it A7 il 5 AN ) B e 7 T 2 26A-CH
[0240]  #26A:-20°C NHIFE

Ak t=0 t=4 J&]
ShA K G AR KE G EGEFR
2Rt A ~60sec ~60sec
pH 6.32 TBD
AKE 0.02% NT
T E% (% lable
99.0% 101.3%
claim) TFA 7 i
BUE, MSA 7%k
99.2% 99.2%
(@m#% )
RRT & 42% RRT & 42%
[0241] 0.59 0.02% 0.59 0.02%
ND ND 0.95 0.01%
0.97 0.26% 0.98 0.21%
¥ —RR 1.04 0.26% 1.05 0.32%
1.07 0.09% 1.09 0.04%
1.10 0.13% 1.11 0.12%
ND ND 1.14 0.03%
1.15 0.02% 1.16 0.02%
TAT-NR2B9C, <0.05% TBD
SCX Fix (@#%)

[0242]  26B:40°C FHofaE
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Ak =0 =1 J3) =2 Ji) t=4 J&
o REQEHEE | REGENE | FEQeElE | KEaeNk
FJB 0 Id] ~60sec ~60sec ~60sec ~60sec
pH 6.32 6.55 6.21 TBD
S 2 0.02% NT NT NT
99.0% 97.0% 100.6% 100.6%
TFA 7 %
B4E, MSA
99.2% 99.1% 98.9% 99.0%
7 & (@R%)
RRT | &#% | RRT | @4% | RRT | @4% | RRT | &%
0.59 | 0.02% | 059 | 0.02% | 0.62 | 0.02% | 0.59 | 0.02%
097 | 026% | 097 | 026% | 095 | 0.02% | 0.95 | 0.01%
[0243] 1.04 | 026% | 1.04 | 025% | 098 | 021% | 0.97 | 0.17%
107 | 0.09% | 1.07 | 0.13% | 105 | 033% | 1.05 | 0.27%
ND ND ND | ND ND ND | 1.08 | 0.19%
AT TR
1.10 | 0.13% | 1.10 | 0.15% | 1.10 | 0.17% | 1.10 | 0.19%
ND ND 113 | 0.04% | 1.13 | 0.16% | 1.13 | 0.05%
1.15 | 0.02% | 1.15 | 0.02% | 1.15 | 0.05% | 1.15 | ND
ND ND ND | ND 1.17 | 0.05% | 1.16 | 0.02%
126 | 0.01% | 1.26 | 0.01% | 129 | 0.01% | 1.28 | 0.01%
129 | 0.01% | 1.29 | 0.02% | 131 | 0.04% | 1.30 | 0.07%
LB
TAT-NR2B9C
, <0.05% NT NT TBD
SCX Fik (@
%)
[0244]  26C:60°C T HFaE M
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Ak =0 =1 J =2 i) t=4 J&
S REAEGEHE | REGENE | FEQLOEHR | BFa66%E
FJR 0 i) ~60sec ~60sec ~60sec ~60sec
pH 6.32 6.43 6.29 6.29
AKE 0.02% NT NT NT
¥ &% TFA
- 99.0% 97.3% 101.5% 101.5%
X4E, MSA
99.2% 98.8% 98.3% 98.0%
7 & (ER%)
RRT | #@4% | RRT | @4% | RRT | @42% | RRT | @#%
ND ND 0.53 | 0.01% | 0.53 | 0.01% | 0.51 | 0.02%
059 | 0.02% | 059 | 0.03% | 062 | 0.02% | 0.59 | 0.02%
[0245] ND ND 091 | 0.01% | 091 | 0.02% | 092 | 0.01%
ND ND 095 | 0.02% | 095 | 0.02% | 0.95 | 0.03%
097 | 026% | 097 | 026% | 098 | 025% | 0.97 | 0.20%
104 | 026% | 1.04 | 023% | 1.05 | 033% | 1.05 | 0.28%
¥ —%R
107 | 0.09% | 1.07 | 024% | 107 | ND' | 1.08 | 0.59%
110 | 0.13% | 1.10 | 023% | 1.09 | 037% | 1.10 | 0.44%
ND ND 112 | 0.05% | 1.12 | 0.30% | 1.13 | 0.09%
115 | 0.02% | 1.15 | 0.02% | 1.15 | 0.10% | 1.15 | 0.05%
ND ND ND ND 1.17 | 0.07% | 1.17 | ND
126 | 0.01% | 126 | 001% | 126 |<0.01% | 127 | 0.01%
129 | 001% | 129 | 0.08% | 130 | 0.17% | 1.30 | 0.29%
WLBLAR
TAT-NR2B9C <0.05% NT NT TBD
[0246] SCX 7 ik (&
%)
[0247]  ZTAT-NR2BICHIFILE -20C T 22 Fa € ) o K FIMSA HPLCr #fr & 3L, Xf T-40°C H160°C

(RIS AE ) 2% B AE AR B ISF 1A] (RRT) 1.07.1. 1AL . 20/ 228 388 K-, FERRT 1. 07}
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HYBL T 5 R EE AR 384G o X T 40 °C HR A7 B2 BT i 2 LAE — A A A0 09 9% 1 K =
0.27% ; XF F-60 C I A7 , TR 42 FIA0.09% H K %0.59% o £E-20°C N A M 5 44 it o
ffi FlArrnehius TR KL, 25°C R 164 HE5C R 1234 HEB A4/ T0.5% , =R T
HRE604~ AL K&5C R Z4E 588 NI 2% Fi/INF2% o R, 12 5770 M S 7S & TR T2
R B I T A AT

[0248]  fdi & i S 36 FE AT — N H, AR 7560 °C R WLER BIIK BE i =4 7E40°C R B H 3L
T IX =R RAE AR IR R AR MR A T, IX R EATR] Bt 2 A1), 1X e
R A T v R AR S R 1 o IX S ) 4 E A2 EHLC/MS/MSSE B 78 ¥, R L B4 4 K
TAT-NR2BOcAHb & 1) L BRALA) - 12 £ AL AR BT AE R BN R 3 A= 5 978 60 20 R N 2
PRI, TAT -NR2BOc [ £ i 4 R LA e i V2 3 o 790 8 A (9 2 77 (k2 TAT -NR2B9 e 7E R T
A CBEAL) T 5, ] DU I /b 55 26 BRI R #h AT o6k 2 BEAG K AR L2 T B v o
[0249]  J45it

[0250] AR 4 -3k et 5 Mtk T IO 1) LA S 34 I 1], TAT - NR2B9c ) 118 346 5 FH #1761 9 20 -
100mMZH Z( 1 + 1 20mMHEBE R , pHN6 . 5o FE AN R A8 E VE B EDRE R SE MR A I O T, wT 35 K g
TR 00 R L, (L PV I 1) < W A P2 8 DR T 184

[0251]  S2jaf8: TAT-NR2BIc 5 #h (TAT-NR2BIc-CI) 1 K i Flgs e

[0252] VT2 il 4%

[0253]  HhF-Z 1 A &I TAT -NR2B9c £ il 77 AN AR E » HLOL 8 B IR T il 57 o A A2 1 TAT -
NR2BIC i B 25 (1) 2L Bk AL, , T 12 2 ol B8 460 i S o B 32 ) FH Ak A ol ] 46 BURP - HPLCHEAT
(4 o % 7 V22100 B AR TE T4 58 T 00 R S AX A 0 BT 4 A 577, T 84 45 0 R 1) 551 T DA S TAT -
NR2B9c ¥ Fa e P , 1% i 2 TAT -NR2B9c 78 & i 137 °C R I A% 2 M o B T TAT -NR2B9c 7F 4 it
5 T AE 1D F IR G A o 428 B 5 114 52 55 25 BN 246 R0, TAT -NR2B9 o 7E 3 B4 2 i 1) L HH VR T 7
HA A @A, T A R &G TR SR 1 5002 355 G M B 1, &4 n] LU
BOECA T3 A% RIS N o G, 228 254 ] DA A A7 AR 22 b BN BT B R
AR IR B R BRI DL AR AR AT L, an SR R B ph R A, 5 4, o R B A
T AN Z ORAP TR (7R 14 % G 75 2408 3 B2 B BEAT 10T 100 , 12K 254 ) DA B B F it
XN R

[0254]  —fRIMALTETT Y

[0255]  ZZisA: /K

[0256]  ZZpP5IB: 2.

[0257]  #FF:Daisogel ODS C-18(1Kg) , 120 A, 15m,10cm (kPR : ~1L)

[0258]  Jfii# : 250mL/min.

[0259] K :230nm

[0260]  FHfF: H20%BHH (kit out)

[0261] (1) kT F2AE R (BV) 80 % CH,OHE «

[0262]  (2) yitit2BV 0.025%HCI KM EKO. 1% TRAZK AW , F BRI

[0263]  (3) #&#¥ :K130g TAT-NR2BIcHERR £h (PPL-NA11301) ¥ f#7E1.5L USPZKH (20g/L) ,
%S T, TAT-NR2B9c 45 & 21 |

[0264]  (4) FH200mL USP water (tH3E# BT L) Peik , ZBRAF1E I BE TR T 1 55 1
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[0265]  (5) yitik 3BV 0. IME AL (NHACT) , AR A 1) S P17 25 5

[0266]  (6) yitit2BV 2%

[02671  (7) Jiid20% B (Z1E) , Belit 724 ;

[0268]  (8) /=W Wik , B 1 5

[0269]  (9) FHZ3 i BLHPLC 3 AT B 7+

[0270]  (10) #F FHI3BV 80 % CH,OHE L 5 .

[0271]  43#TRIHPLC

[0272]  YMC ODS-A C18#E,5um, 120A; 5% : 1. 5mL/min. 5 #K: : 210nm; 5 & : 50°C 5 6% :
15miny20% ~35%B: 22 MEA=0.1M NaC10, pH 3.1:ZZ#&B=100% ACN,

[0273]  ZRALERA DT :

[0274] ¥ fa iz 4T (run) FIREERI P T BB (pool) VB A FE—E, %5 T (~5L) &R
23 . 4g &AW, Wi BE 99 .01 % o R BE I BE R £ /0 T1% o 1% 7 VAR HERE ¥ (Standard
refinements) BEW K = & MT78% L JFF KT95% o Z5lHh , 1% 7 ¥t v] PA FH T %5 TAT -
NR2BIC I TFAEL 4 A 3 , IR ATFAEEE 5830 h Bt 4 A 3k T 1.

[0275]  TAT-NR2B9c-C1 #8271 A e 1 ik

[0276]  JFTAT-NR2BI9c-C1iR A 2 20mMZH 2 R A1 1 20mMiE 4 b, pH 6.5, FEAH A 4R T 2%
R (270mg /I, i 1 H B 5 2 BP0 B AR R T i R AT B AR o K ) R ) AR MR
527 §iHE I TAT-NR2B9c H B 7F 257K (saline) H T 7 b HEAT H e o 6 T J5 3%, /it
I TAT-NR2BICHEE BR 2h 25 M L AE 2 /K (saline) F190mg/m1 il 4% (& A HARIRIE ) , LA
270mg /T o AE-20°C W) ,40°CAI60°C 4S5 , PPAL 7E R TR I ) il 77 R Rt s 12
[0277] 27 :TAT-NR2B9c-C1 (20mMZH Z FR A1 1 20mMifg #: FE) VSTAT-NR2B9c - Ac #h /K
(saline) e M

[0278]  NA- IS EhASE PR NA-1AcER AR E T3
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0595 0.1 oS
s [T ol
us? 0.07 05z 0.0
uss 0ss 0o
uso 0.17 0.29 0.4 059 s 0.3 0.19
1 56 97.70 | 0.04 1 5793 | 9742 | o4nq
1 | 127 L2z L3 1.02 1.22 () 207
1 | on ol 016 103 o) ol oz
105 | oos 0.07 0.09 105 [ 0.16 05l
1o | 106 | .1
& 107 0.22 0.24 0.9 st 107 0.2 0.19 0.28
e 1.08 o 108 0.1
2 1.00 .06 E 109 0o7
- i ol onoe - 1.1 0.1z
o 1.11 [ .09 S 111 oS 0.06 0.14
1.12 0.11 112 oz oz o3l
113 [ 0.28 0.72
114 .06
1.8
119
126
[0279] 134
136
14
148
054 0os
0ss I [ ooz nos
1 9903 | 2888 | o0y
1wz |
T 103 oAl O] vAaz
1.04 0.07 0.06 [ 1.04 0.os oos
i 1.0 02s | oze | oss - 1.06 oz | o2i 02z
3 1.07 0.1z | 0.09 ¥ 107 oo | ozl 1.17
& 1.08 ii 108
= 1.1 007 = 11 ol 059
o 112 g 112 0.07
1.14 114 0.1
1.1 116 LG
12 1.2 000 23!
1.23 123
1.24 1.24
1.27 127
1.3 LI o.oo 054

[0280] %28:TAT-NR2B9c-C1 (20mMZH 2 & A1 1 20mMAF 7 #%) VSTAT -NR2B9c -Ac 2k 7K
(saline) ZEZE 11 A2 @1
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[0281]

RP-HPLC-TFA

RP-HPLC-MSA

B{H (RPT)

(=
ra

S Sy

[ SIS TS
bW

el el e e o
WWMNMNNMND NG
nNw~dd v bW

NA-198

T=111H

| -20c | 40c | e0C | | -20C | 40C | 60C
0.27
0.17
0.22
98.57 | 96.48 | 81.27
1.14 | 1.8 | 6.51
0.09
0.51 3
0.06 | 0.27
0.2 | 0.27 | 0.62
0.08 | 0.3
0.16
0.06 | 0.28
0.29
0.33
0.41 | 3.49
0.42
0.16
0.26
0.1
0.23
0.26
0.19
0.3
0.25
0.34
0.34
0.14
NA-18#k NA-1-Ac #hA&
0.05 0.2 0.23
0.09 0.34 0.29
0.1 0.12 0.21 0.1 | 0.12 | 0.1
99.3 | 98.71 | 95.34 99.32 | 97.08 | 82.12
0.29 | 0.24 0.61 0.24 | 0.28 | 0.82
0.07 | 0.12 0.08 | 0.11
0.25 | 0.48 1.48
0.06 0.25 0.25 | 1.03 | 6.36
0.08 0.26 0.45 | 3.02
0.27
0.05 | 0.23
0.17 0.31
0.53
0.11 0.26
0.33
0.1
0.05 0.24 0.1 [ 0.59
0.06 | 0.59
0.18 0.35
0.05 | 0.44
0.41 | 3.18
0.26
0.15

TAEAF LA R BN B AR AR O

B I 8] T A BERHPLC 3 7 o WL

SR (R BFANGEAE A AR T AR, CAHEAT B2 B 38 o 6 T3 78 ol 7 2 R 9 A skl 70 R b, AR U 4l
B 2Kl (FETFAJT ¥, TAT-NR2B9c-C1 98%vs TAT-NR2B9c-Ac 97.93% , {F FHHi iR
(MSA) 7732:%1,99.3%vs 99.13%) >KRFE60°C T £k #E , TAT-NR2B9c - C14H 24 IR H5E 4 £ Y
Fih 5 22 Fp 57 EE TAT -NR2B9c #h /K #1750 % 58 o X F TFAJT 5, 7£60°C N 47— HJ5 , TAT-
NR2B9c 5 Eh A5 SR (4798 . 6 %6 1) 3= BEI , T TAT-NR2B9c - Ac £h 7K il FIAUAL A4 1796 . 8% [1)
LB T 3 TMSAT ¥, 22 S8 I35, TAT-NR2BOC S Eh (5 SR 145 799 4% I AC L84 iR, T
TAT-NR2B9c - Ac ER K FlFAANACRHF 197 . 2% (R UEH) it
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[0283] K28R T AEAF 11 H G 7EAS R 0 g 4705 B2 T AR IR B R o 7 B RHPLC 23 B H W
S 30 1R A U AL ) AP0 THT R o TR 6 B3040 SRR AE SUHPNA - LRUER 11 A A X6 T-NA - - Ac il 5 B A
HUE R L LR AEA0°C R (X 42 B ICHTE S s 262, DL SCRR R T 29 i = R At A7)
TRAZN AT A = BEANA- LI T AL, NA- LA ER O PR B 798 14 % I 4l fiF G2 U4 FE R
98.58%) , MNA-1-AcER /KA FE I8 57 NFE 2 196.48, (K T-97 % 4 FE RIS , A RE NN
HAELLF G 2R 8 1 « FEMSATTIE T S 2 7 AR I 3, NA- 1-CLAE 40 B2 M99 . 3% %]
98.71% , MNA-1-AcEh /K 4L M99 3% 97 .08 % K MIZE60C N 114> 4l i 45 5 (&
28) , Z R hN L  NA- 1-CLAA % It B &5 s TNA-1-Ac.
[0284] Ml PRIF) 1 FERE B AEBIE 5648 T NARIR 25 Wi 4l BEFR 41597 % , A
TR = A B 0.5% o Al Arrenhius 72 , 1] ELF] FH40°C A160 °C i A e 4 % 4 o Tt il
TEARFRIMIEAFIRE R (BN, 25°C ek 37 CVSHT ML 21 1140°C 860 °C F B Hd) FIEAiFE) T
ek S PIT UR 5% 380 1) 4% o () B4 00 o A 2GR AE I AT IR S o] DU IR 7E3TC R
ffe e v, RUORTEVE 2 I8 Tovk il , B R 1 iR e e Fl P R 737 C N iy 4 2
SRA9T.0% , HLFIFHR B TEAZ A1 1 SR A2 e 1 50 s 20 B J= 0 i (R D L2 e U i) (8
un, 7E40°C AI60°C T 4l F {2 7~ e KRR BE T B R i), 000 281 3 7K 1) 55 (40 ek 7 i 929 . 84
J S 25— f ) 5 SR TAT -NR2B9c - C il I 58 75 fir 9 295004 F, 8214 14F  IX 7
Rt R — N ESGE.
[0285]  MFm k0t (B 1 ZETFAJS v A A XS CR B B 1] (RTT) 1. 024k iy i B 2 A, FoA —F
g B 2% 50 H 89K D5 T Sk B, TAT-NR2B9c - CLAI 7 14> H Ja B R 2% B K 0. 1750 43
(TFAJ5¥%,RTT 0.99) , R0, TAT-NR2B9c - Ac £k 7K il 71 i K 24 G K40, 0530 72 (TFA TS
VELRTT 1.13) ARESTC N 4B ~0.5% , #]FArrenhius 7 F2 A f240°C F160°C | & —
Tl 2y JOR 0 i T 21 2R K I FAEST °C R I i 4. 84 A, I TAT-NR2B9c - C1ZH &4
()05 75 i K T 104E o BRIt , T6 168 ALTAT -NR2BIc [ A A7k 7K T 1) 1 SR T 3 2 M SR K 2% T 1)
FARERE , TAT-NR2B9c - C1ZH A W A2 e M AH 24 T b /K $1l570 5 35 B A B2 00
[0286]  SiZJitf5)9 : 7E 41 S0 BRI F bt il 774 TAT-NR2B9c -C1 EL TAT-NR2B9c -Ac L A 5E
[0287]  TAT-NR2B9c-ClFITAT-NR2BIc-AcH#E 20mMA & 1% , 1 20mMiF 3 9% , pH 6.5 T LA
90mg,/mL il 751 o B — ) 32 55 7 75 40 2 B AT Uk (1) AR IR I FE P R T 5E 8 29 S s L A -
20°C (AHIE) ,40°C, 60 CIEIRTERFE T 48 J5 , FI M A IESZHPLCTT i (— M FHTFALE 9%k
A, 55— Tl FMSAYE D9 2 A4) IR g o il 351 P A 12 o
[0288]  K29\7R T AitiAF 1A H G &N BE T FUEEANFHGT OR B IS 18] (RPT, BB K1) T PR
URHPLC 3 A1 H W8 %% 380 1A AN VB R ARG T, DAIEAT BRI L o A ARER TAT-NR2B9c - Ac
H170), A5 A2 R TAT-NR2B9c - C LA 45 SR« ZERPT Ry 1A () U6 A %o N AE B IR 43 W B A 1 o
(1) A 52 4P TAT -NR2B9 e K o Xof T 9 7 v R0 79 A o) 770 ok B, 2 a5 3 o SR AL (FETRA S ¥
H, TAT-NR2B9c-C1 98%vs TAT-NR2B9c-Ac 98.3% , ZEMSAJTEH1,99.3%vs 99.2%) .2k
F60°C T IE S, TAT-NR2B9c - C1AH & WAL W1 Fh J7 V2 33 LL TAT -NR2B9 e il 71 A2 5E o % - TFA
J7%,7E60°C MMitifr — > A5, TAT-NR2BIc AR AR PR $798 . 6 %6 1) 3 L% (96. 64 % i LU
598%) , T TAT-NR2B9c - Ac il FIAARHE 796 % [ AT UEY T (94. 44 % B LLAR U598 .3%) o X T
MSATT i, 2 R BN 3 , TAT-NR2BIc AR VI IR PR FF 1799.4% (98.68%/99.3%) HI#L 4G
J# , T TAT-NR2B9c - Ac HIFAV A AR HF 17 95.6% (94.81%/99.2%) [ IEY) 5 . 24 NI 1E B %
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Rl A W00 B K 2= B, AE W 15 28 T8 R E40°CIB R AE60 °C K Il Fa g 4 F F , TAT-
NR2B9c I i iR 25 # HL A B8 2 10 44 5, BRI A8 e 1 - TAT-NR2B9c I S Eh A e B 3 v T
FHTF) S5 AF T B BE IR 25

[0289] K30 R T AEAF 11 H G 7EAS R0 fif 4705 B2 T AR IR B R o 7 B RHPLC 23 B H R
S 30 1R A U AR ) AP0 THT R o TR 6 B3040 SCHRF A 56 4 AH [F] 1 22 1 (20mMEZH 28 5 1 20mMifE: 75
B, pH 6.5) Hh il 45 [FNA- 1EEE HI 70 A F-NA- 1 - Ac il 57 B A B 38 1 A 5 1 . EL B0 7E40°C R
(X A2 HH TCHEE TR 2644, LA S 7 R T 2900 = IR A7) TRAZS B AR 1 32 ZEFNA - T T
FRONA- TS ER KR 798 14 % [ 4t i (FEAR 415 998.58%) , MINA- 1 -Acf 4 W98 .57 F
B2 1796.48, {8197 % AL FERNTE , AREIN N HAE L)1 J5 /2 A2 € 1) o FEMSATT v Hh WL 42 3]
7 RHIE R NA- 1-CLAY 2l M99 3% F198.71 % , MINA-1-Ac 2l ) 99.3% F97.08% .
RMIFESOC R 114N AR 4l e 25 R (3R30) , 72 57 50 IR 25 NA- 1 -CLARUE PR B i = TNA-1-Ac
(TERFP T v, 3R 2095 % 1 4l B VSES R 25 2983 %6 1 46 ) o DRIk, W LA T 75 AH ] fr 2% o
TR HINA - TSCER A T8 R 6 LA W 38 A4 Nz B B R e

[0290] 29 : #E20mM4H 2 E A1 1 20mMifg 5 bE v (pH6 . 5) , TAT-NR2B9c - Ac il fJVSTAT -
NR2B9c -C1 | 7714 J& f5 ) ke e M

[0291] PRT T=4J)4 PRT T=4/)4
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B B 40/41 T

40C 60C
0.06
0.58 | 0.56
b7.19 | B4.44
152 | 218
012 | 0.13
0.15 | 0.7l
hd
= 0.07 | 0.17
2 0.23 | 0.36
= .16
2 0.15
0.18
.21
0.09 0.75
[0292]
40C | 60C
0.09
0.12 | 0.19
0.7 | 06
56.11 | 94.81
0.34 | v.38
01 | 017
i 0.4 1.6
E 0.1a | 0.64
E_' i 0.17
= WV .14
z f113 0.06
Li4
LIS 0.19
L18
17 0.09
LIS 0.07
L2
0.17
018
0.08 | 0.59

RP=11PLC TTA

RP-1 PLLE-MSA

[0293]  ZR30: 7E20mMZH Z( R A1 20mMifs 74 # + (pH6.5) , TAT-NR2B9c - AcHil|FfJVSTAT -
NR2B9c-C1#IFI L 1A H Ja i fa s vk
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NA-1250 mM His, 120 mM 5 &5 . _
pH6.5 NA-1 Fh & 8k

-20C 40C 60C

RP-HPLC TFA

[0294]
NA-1 250 mM His, 120 mM 7538 NA-1 SibREraie
pH6.S

RP-HPLC-MSA

0.17

0.05 0.24
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[0001] f& %] #&

[0002]  <110> ¥ A

[0003]  Frghgk « W4k - 2

[0004]  <120> TAT-NR2BICHJ& L

[0005]  <130> 057769/446849

[0006]  <160> 73

[0007]  <170> FastSEQ hi4%4.0

[0008] <210> 1

[0009]  <211> 10

[0010] <212> PRT

[0011]  <213> AT ¥4

[0012]  <220>

[0013]  <223> AR

[0014]  <400> 1

[0015] Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg
[0016] 1 5 10
[0017]  <210> 2

[0018] <211> 11

[0019]  <212> PRT

[0020]  <213> A T3

[0021]  <220>

[0022]  <223> ARk

[0023]  <400> 2

[0024] Tyr Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg
[0025] 1 5) 10
[0026]  <210> 3

[0027] <211> 11

[0028] <212> PRT

[0029]  <213> AN T3

[0030] <220>

[0031]  <223> AR

[0032]  <400> 3

[0033] Phe Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg
[0034] 1 5 10
[0035]  <210> 4

[0036] <211> 12

[0037] <212> PRT

[0038] <213> A T3
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[0039]
[0040]
[0041]
[0042]
[0043]
[0044]
[0045]
[0046]
[0047]
[0048]
[0049]
[0050]
[0051]
[0052]
[0053]
[0054]
[0055]
[0056]
[0057]
[0058]
[0059]
[0060]
[0061]
[0062]
[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]
[0077]

220>
223> B
<400> 4
Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Pro Gln
1 5 10
210> 5
Q211> 9
<212> PRT
213> N3
220>
223> B
<400> 5
Lys Leu Ser Ser Ile Glu Ser Asp Val
1 5
210> 6
211> 20
<212> PRT
213> N3
220>
223> B
<400> 6
Tyr Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Lys Leu Ser Ser Ile
1 5 10 15
Glu Ser Asp Val
20
210> 7
211> 20
<212> PRT
213> NIF%
220>
223> B
<400> 7
Tyr Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Lys Leu Ser Ser Ile
1 5 10 15
Glu Thr Asp Val
20
210> 8
211> 12
<212> PRT
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[0078]  <213> AN LF#4l

[0079]  <220>

[0080]  <223> &R

[0081]  <220>

[0082]  <221> ARk

f0083]  <222> 1

[0084]  <223> Xaa = ¥ BATREZEILR

[0085] <400> 8

[0086] Xaa Phe Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg
[0087] 1 5) 10
[0088] <210> 9

[o089] <211> 14

[0090] <212> PRT

[0091]  <213> N7

[0092] <220>

[0093]  <223> & HEHY

[0094]  <400> 9

[0095] Arg Leu Ser Gly Met Asn Glu Val Leu Ser Phe Arg Trp Leu
[0096] 1 5 10
[0097]  <210> 10

[0098] <211> 9

[0099] <212> PRT

[0100]  <213> N7

[0101]  <220>

[0102]  <223> & REHY

[0103]  <400> 10

[0104] Arg Arg Arg Gln Arg Arg Lys Lys Arg
[0105] 1 5

[0106] <210> 11

[0107]  <211> 20

[0108] <212> PRT

[0109]  <213> N7

[0110]  <220>

[0111]  <223> &Ry

[0112]  <400> 11

[0113]  Phe Asn Gly Ser Ser Asn Gly His Val Tyr Glu Lys Leu Ser Ser Ile

[0114] 1 5) 10 15
[0115]  Glu Ser Asp Val
[0116] 20
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[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]

<210> 12
211> 4
<212> PRT
213> NIF3
220>
223> B
<400> 12
Glu Ser Asp Val
1
<210> 13
211> 20
<212> PRT
213> NIFH
<220>
223> B
<400> 13
His Pro Thr Asp Ile Thr Gly Pro Leu Asn Leu Ser Asp Pro Ser Val
1 5 10 15
Ser Thr Val Val
20
<210> 14
211> 20
<212> PRT
213> N3
<220>
223> B
<400> 14
Arg Arg Ala Ile Glu Arg Glu Glu Gly Gln Leu Gln Leu Cys Ser Arg
1 5 10 15
His Arg Glu Ser
20
<210> 15
211> 20
<212> PRT
213> NI 7%
<220>
223> B
<400> 15
Thr Gln Gly Phe Pro Gly Pro Cys Thr Trp Arg Arg Ile Ser Ser Leu
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[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]

1 5 10 15
Glu Ser Glu Val
20
<210> 16
211> 20
<212> PRT
213> NIFH
220>
223> B
<400> 16
Ala Val Ser Arg Lys Thr Glu Leu Glu Glu Tyr Gln Arg Thr Ser Arg
1 5 10 15
Thr Cys Glu Ser
20
210> 17
211> 20
<212> PRT
213> NIF%|
220>
223> B
<400> 17
Leu Asn Ser Cys Ser Asn Arg Arg Val Tyr Lys Lys Met Pro Ser Ile
1 5 10 15
Glu Ser Asp Val
20
<210> 18
211> 20
<212> PRT
213> NI 7%
220>
223> B
<400> 18
Gly Gly Asp Leu Gly Thr Arg Arg Gly Ser Ala His Phe Ser Ser Leu
1 5 10 15
Glu Ser Glu Val
20
<210> 19
211> 20
<212> PRT
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[0195]
[0196]
[0197]
[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]

213> NIF%
<220>
223> B
<400> 19
GIn Pro Thr Pro Thr Leu Gly Leu Asn Leu Gly Asn Asp Pro Asp Arg
1 5 10 15
Gly Thr Ser Ile
20
<210> 20
211> 20
<212> PRT
213> NIFH|
<220>
223> B
<400> 20
Met Gln Ser Ile Pro Cys Met Ser His Ser Ser Gly Met Pro Leu Gly
1 5 10 15
Ala Thr Gly Leu
20
<210> 21
211> 20
<212> PRT
213> NIF3|
<220>
223> B
<400> 21
Gln Asn Phe Ala Thr Tyr Lys Glu Gly Tyr Asn Val Tyr Gly Ile Glu
1 5 10 15
Ser Val Lys Ile
20
<210> 22
211> 20
<212> PRT
213> NIF%
<220>
223> B
<400> 22
Gln Asn Tyr Ala Thr Tyr Arg Glu Gly Tyr Asn Val Tyr Gly Thr Glu
1 5 10 15
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[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]
[0254]
[0255]
[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]

Ser Val Lys Ile
20
<210> 23
211> 20
<212> PRT
213> N3
220>
223> B
<400> 23
His Thr Gly Thr Ala Ile Arg Gln Ser Ser Gly Leu Ala Val Ile Ala
1 5 10 15
Ser Asp Leu Pro
20
210> 24
211> 20
<212> PRT
213> NIF3|
220>
223> B
<400> 24
Ser Phe Thr Ser Ile Leu Thr Cys His Gln Arg Arg Thr Gln Arg Lys
1 5 10 15
Glu Thr Val Ala
20
<210> 25
211> 20
<212> PRT
213> NIF%|
220>
223> B
<400> 25
Glu Val Ile Asn Met His Thr Phe Asn Asp Arg Arg Leu Pro Gly Lys
1 5 10 15
Glu Thr Met Ala
20
<210> 26
211> 5
<212> PRT
213> N3
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[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]

<220>
<223> A
<400> 26

Ile Glu Thr Ala Val
1 5
<210> 27

211> 4

<212> PRT

213> NIF3
<220>

<223> A
<400> 27

Ser Thr Val Val
1

<210> 28

211> 4

<212> PRT

213> NIF%|
<220>

<223> A
<400> 28

His Arg Glu Ser
1

<210> 29

211> 4

<212> PRT

213> NI 7%
<220>

<223> A
<400> 29

Glu Ser Glu Val
1

<210> 30

211> 4

<212> PRT

213> NIF%
<220>

<223> A
<400> 30
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[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]

Thr Cys Glu Ser
1

<210> 31

211> 4

<212> PRT

213> NIFH
<220>

<223> H LAY
<400> 31

Gly Thr Ser Ile
1

<210> 32

211> 4

<212> PRT

213> NIF3|
<220>

<223> H LAY
<400> 32

Ala Thr Gly Leu
1

<210> 33

211> 4

<212> PRT

213> NIF%
<220>

<223> H LAY
<400> 33

Ser Val Lys Ile
1

<210> 34

211> 4

<212> PRT

213> NIF%
<220>

<223> H LAY
<400> 34

Ser Asp Leu Pro
1

<210> 35
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10/21 71

[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]

211> 4
<212> PRT

213> NIF3|
<220>

<223> H LAY
<400> 35

Glu Thr Val Ala
1

<210> 36

211> 4

<212> PRT

213> NIFH|
<220>

<223> H LAY
<400> 36

Glu Thr Met Ala
1

<210> 37

211> 20

<212> PRT

213> NIF%
<220>

<223> H LAY
<400> 37

Arg Arg Arg Gln Arg Arg Lys Lys Arg Gly Tyr Lys Leu Ser Ser Ile
1 5 10

Glu Thr Asp Val
20

<210> 38

211> 4

<212> PRT

213> NI 7%

<220>

<223> H LAY

<220>

221> AFfk

222> 1

<223> Xaa = E, D, N, HQ

<220>
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[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]

<221> AFfk
<222> 2

<223> Xaa = S HLT
<220>

<221> AFfk
<222> 3

<223> Xaa = D, E, Q, BN
<220>

<221> AFfk
<222> 4

<223> Xaa = V HiL
<400> 38

Xaa Xaa Xaa Xaa
1

<210> 39

211> 4

<212> PRT

213> NIF%|
<220>

<223> A
<400> 39

Glu Thr Asp Val
1

<210> 40

211> 4

<212> PRT

213> NIF3|
<220>

<223> A
<400> 40

Glu Thr Glu Val
1

<210> 41

211> 4

<212> PRT

213> NIF%
<220>

<223> A
<400> 41
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[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]
[0462]
[0463]
[0464]
[0465]
[0466]
[0467]

Asp Thr Asp Val

1

<210> 42

211> 4

<212> PRT

213> NIF%|
220>

223> B
<400> 42

Asp Thr Glu Val

1

<210> 43

211> 9

<212> PRT

213> NIF%
<220>

223> B
<400> 43

Lys Leu Ser Ser Ile Glu Thr Asp Val
1 5
<210> 44

211> b5

<212> PRT

213> NIF3|
<220>

223> B
<400> 44

Gly Ser Ser Ser Ser
1 5
<210> 45

211> b5

<212> PRT

213> NI 7%
<220>

223> B
<400> 45

Thr Gly Glu Lys Pro
1 5
<210> 46
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13/21 71

[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]
[0479]
[0480]
[0481]
[0482]
[0483]
[0484]
[0485]
[0486]
[0487]
[0488]
[0489]
[0490]
[0491]
[0492]
[0493]
[0494]
[0495]
[0496]
[0497]
[0498]
[0499]
[0500]
[0501]
[0502]
[0503]
[0504]
[0505]
[0506]

211> 8

<212> PRT

213> NIF3|
220>

223> B
<400> 46

Gly Gly Arg Arg Gly Gly Gly Ser
1 5
210> 47

Q211> 9

<212> PRT

213> NIFH|
220>

223> B
<400> 47

Leu Arg Gln Arg Asp Gly Glu Arg Pro
1 5
<210> 48

211> 13

<212> PRT

213> NIF%
220>

223> B
<400> 48

Tyr Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Pro Gln
1 5 10

<210> 49
211> 11

<212> PRT

213> NIF%

<220>

<223> H LAY

<220>

<221> AFfk

222> 1

<223> Xaa =7 H L EAEYHI 2 AR
<400> 49

Xaa Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg
1 5 10
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[0507]  <210> 50

[0508] <211> 11

[0509] <212> PRT

[0510]1  <213> AN LFE3)

[0511]  <220>

[0512]  <223> &K

[0513] <220>

[0514]  <221> ABfk

[0515] <222> 1

[0516] <223 Xaa = #¥HEfERZA LR

[0517]  <400> 50

[0518] Xaa Gly Lys Lys Lys Lys Lys Gln Lys Lys Lys
[0519] 1 5 10
[0520] <210> 51

[0521]  <211> 10

[0522] <212> PRT

[0523]  <213> AN LFE%)

[0524] <220>

[0525]  <223> &K

[0526] <220>

[0527] <221> ZABfk

[0528] <222> 1

[0529] <223 Xaa = #¥AHEfERZA LR

[0530]  <400> 51

[0531] Xaa Arg Lys Lys Arg Arg Gln Arg Arg Arg
[0532] 1 5 10
[0533]  <210> 52

[0534] <211> 11

[0535] <212> PRT

[0536]  <213> AN LFE%)

[0537]  <220>

[0538]  <223> &K

[0539] <220>

[0540] <221> ABfA

[0541] <222> 1

[0542] <223 Xaa = F¥AHIfERZA LR

[0543]  <400> 52

[0544] Xaa Gly Ala Lys Lys Arg Arg Gln Arg Arg Arg
[0545] 1 5 10

58



CN 106661126 B F 5 * 15/21 B

[0546]  <210> 53

[0547]  <211> 10

[0548] <212> PRT

[0549]  <213> N L%

[0550] <220>

[0551]  <223> &K

[0552] <220>

[0553]  <221> ZABfk

[0554] <222> 1

[0555] <223 Xaa = ¥ HEfERE LR

[0556]  <400> 53

[0557] Xaa Ala Lys Lys Arg Arg Gln Arg Arg Arg
[0558] 1 5 10
[0559]  <210> 54

[0560] <211> 11

[0561]  <212> PRT

[0562] <213> N T4

[0563] <220>

[0564]  <223> &K

[0565] <220>

[0566]  <221> ABfA

[0567] <222> 1

[0568] <223 Xaa = ¥ EfERE LR

[0569]  <400> 54

[0570] Xaa Gly Arg Lys Ala Arg Arg Gln Arg Arg Arg
[05711 1 5 10
[0572]  <210> 55

[0573]  <211> 10

[0574] <212> PRT

[0575] <213> N L%

[0576] <220>

[0577]  <223> &K

[0578] <220>

[0579]  <221> ZABfk

[0580] <222> 1

[0581] <223 Xaa = #¥HEfERZA LR

[0582]  <400> 55

[0583] Xaa Arg Lys Ala Arg Arg Gln Arg Arg Arg
[0584] 1 5 10
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[0585]  <210> 56

[0586] <211> 11

[0587] <212> PRT

[0588] <213> N T4l

[0589]  <220>

[0590]  <223> &I

[0591]  <220>

[0592] <221> ZABfk

[0593] <222> 1

[0594]  <223)> Xaa = FF¥AHIfERZA LR

[0595]  <400> 56

[0596] Xaa Gly Arg Lys Lys Ala Arg Gln Arg Arg Arg
[0597] 1 5 10
[0598]  <210> 57

[0599]  <211> 10

[0600] <212> PRT

[0601]  <213> NTLF%

[0602]  <220>

[0603]  <223> &K

[0604]  <220>

[0605]  <221> 2Bk

[0606] <222> 1

[0607]  <223> Xaa = & HufEmEIER

[0608]  <400> 57

[0609] Xaa Arg Lys Lys Ala Arg Gln Arg Arg Arg
[0610] 1 5 10
[0611]  <210> 58

[0612] <211> 11

[0613]  <212> PRT

[0614]  <213> NTLF%

[0615]  <220>

[0616]  <223> &K

[0617]  <220>

[0618] <221> ZABfk

[0619]  <222> 1

[0620]  <223> Xaa = & ofEmEIER

[0621]  <400> 58

[0622] Xaa Gly Arg Lys Lys Arg Arg Gln Ala Arg Arg
[0623] 1 5 10
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[0624]
[0625]
[0626]
[0627]
[0628]
[0629]
[0630]
[0631]
[0632]
[0633]
[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]
[0654]
[0655]
[0656]
[0657]
[0658]
[0659]
[0660]
[0661]
[0662]

<210>
211>
212>
213>
220>
223>
220>
221>
222>
223>
<400>

Xaa Arg Lys Lys Arg Arg Gln Ala Arg Arg

1

<210>
211>
212>
213>
220>
223>
220>
221>
222>
223>
<400>

Xaa Gly Arg Lys Lys Arg Arg Gln Arg Ala Arg

1

<210>
211>
212>
213>
220>
223>
220>
221>
222>
223>
<400>

Xaa Arg Lys Lys Arg Arg Gln Arg Ala Arg

1

59

10

PRT
NILFH

Epndib)

ARAR

1

Xaa = FHBUTE AR
59

5
60
11
PRT
NIFF

Endib)

ARAA

1

Xaa = FHBUTE AR
60

5
61
10
PRT
NIFF

Sy nail]

ARAR

1

Xaa = Z¥H BT R R LR

61
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[0663]
[0664]
[0665]
[0666]
[0667]
[0668]
[0669]
[0670]
[0671]
[0672]
[0673]
[0674]
[0675]
[0676]
[0677]
[0678]
[0679]
[0680]
[0681]
[0682]
[0683]
[0684]
[0685]
[0686]
[0687]
[0688]
[0689]
[0690]
[0691]
[0692]
[0693]
[0694]
[0695]
[0696]
[0697]
[0698]
[0699]
[0700]
[0701]

<210> 62
211> 12

<212> PRT

213> NIF%

<220>

<223> H LAY

<220>

<221> AFfk

<222> 1

<223> Xaa = TFHIUTEALR
<400> 62

Xaa Arg Arg Pro Arg Arg Pro Arg Arg Pro Arg Arg

1 5
<210> 63

211> 12

<212> PRT

213> NIFH

<220>

<223> H LAY

<220>

<221> AFfk

<222> 1

<223> Xaa = TFHIUTEALR
<400> 63

Xaa Arg Arg Ala Arg Arg Ala Arg Arg Ala Arg Arg

1 5
<210> 64

211> 11

<212> PRT

213> NIF%

<220>

<223> H LAY

<220>

<221> AFfk

222> 1

<223> Xaa = TFHIUTEALR
<400> 64

Xaa Arg Arg Arg Ala Arg Arg Arg Ala Arg Arg

1 )
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[0702]
[0703]
[0704]
[0705]
[0706]
[0707]
[0708]
[0709]
[0710]
[0711]
[0712]
[0713]
[0714]
[0715]
[0716]
[0717]
[0718]
[0719]
[0720]
[0721]
[0722]
[0723]
[0724]
[0725]
[0726]
[0727]
[0728]
[0729]
[0730]
[0731]
[0732]
[0733]
[0734]
[0735]
[0736]
[0737]
[0738]
[0739]
[0740]

<210> 65

211> 11

<212> PRT
213> NIF3
<220>

<223> H LAY
<220>

<221> AFfk
<222> 1

<223> Xaa = TFHIUTEALR
<400> 65

Xaa Arg Arg Arg Pro Arg Arg Arg Pro Arg Arg

1 5
<210> 66

211> 9

<212> PRT

213> NIF3|

<220>

<223> H LAY

<220>

<221> AFfk

<222> 1

<223> Xaa = TFHIUTEALR
<400> 66

Xaa Arg Arg Pro Arg Arg Pro Arg Arg

1 5
<210> 67

211> 9

<212> PRT

213> NIF%

<220>

<223> H LAY

<220>

<221> AFfk

222> 1

<223> Xaa = TFHIUTEALR
<400> 67

Xaa Arg Arg Ala Arg Arg Ala Arg Arg

1 )

63
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[0741]
[0742]
[0743]
[0744]
[0745]
[0746]
[0747]
[0748]
[0749]
[0750]
[0751]
[0752]
[0753]
[0754]
[0755]
[0756]
[0757]
[0758]
[0759]
[0760]
[0761]
[0762]
[0763]
[0764]
[0765]
[0766]
[0767]
[0768]
[0769]
[0770]
[0771]
[0772]
[0773]
[0774]
[0775]
[0776]
[0777]
[0778]
[0779]

<210> 68
211> 4

<212> PRT
213> NIF%
<220>

<223> H LAY
<220>

<221> AF4K
222> 1

<223> Xaa = B, Q, A, B{EKm

220>

<221> ARAK
222> 2

<223> Xaa = T BLS

220>

<221> B4R
222> 3

<223> Xaa = A, Q, D, N, N-Me-A, N-Me-Q, N-Me-D, N-Me-N,

R
<400> 68

Xaa Xaa Xaa Val
1

<210> 69

211> 22

<212> PRT

213> NIF%
220>

223> B

Val Asp Ser Glu Ile Ser Ser Leu Lys Arg Arg Arg Gln Arg Arg Lys

<400> 69

1

Lys Arg Gly Tyr Ile Asn
20

<210> 70

211> 20

<212> PRT

213> NLF5)
<220>
<223> H R

5

64
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[0780]  <400> 70
[0781] Arg Arg Arg Gln Arg Arg Lys Lys Arg Gly Tyr Lys Leu Ser Ser Ile

[0782] 1 5) 10 15
[0783] Glu Ser Asp Val
[0784] 20

[0785] <210> 71

[0786] <211> 5

[0787] <212> PRT

[0788]  <213> AN T4
[0789]  <220>

[0790]  <223> &k

[0791]  <400> 71

[0792] Tle Glu Ser Asp Val
[0793] 1 5
[0794]  <210> 72

[0795] <211> 11

[0796] <212> PRT

[0797]  <213> N T4
[0798]  <220>

[0799]  <223> &Rk

[0800]  <400> 72

[0801] Gly Arg Lys Lys Arg Arg Gln Arg Arg Arg Pro
[0802] 1 5 10
[0803] <210> 73

[0804] <211> 5

[0805] <212> PRT

[0806]  <213> A T4
[0807] <220>

[0808]  <223> & kM

[0809]  <400> 73

[0810] Tle Glu Thr Asp Val
(08111 1 5

65
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e s (MSAF ) : 50mMig A # +200mMNaCl¥ &5 Img/mLNA-1
m-20°C
m40°C
pH60 pH60 pHG60 pHED pH6S5S pH6S pHES pHES
EAE LA #HE8 HFRad EAd Ly 8 FHEa4
+NaCl &L +NaQl +NaCl #E£& +NaCl
BIsgxEl, MSAF & (ulpHH#A)
— s (MSAF ) : 50mMig A # +200mMNaCl¥ &5 Img/mLNA-1
m-20°C
m40'c
pH60 pH6O pHGES pHBES pH6Ll pH6O pHBES pHES
E2E% LR FHR FHRERL HER LE48 #HR TRARKL
+NaCl & & +NaCl +NaCl & & +NaCl

K2A,B
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#. & (MSAF &)

: SOmM#R &3 + 65 20mg/mLNA-1, pH6.S

100.0

99.5
99.0
98.5 -
98.0 -
975 -

97.0

965 -

TEE 437
+NaCl

e L

FRA TRAFA TRBFY

+NaCl

T

+NaCl

m-20°C

K3
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