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FBIRT R N o« FREGEVE B A SGHIT 73, R B i E B — .
R AR IR L2 S EUS M B R TE RS H iEson . FE D REEA
15 & (restitution)F1 H 2 (regeneration B, renewal) B Fili A 5] (K AL (Cur. Med. Chem., 2008, 15,
3133-3144): BEERE —BAEMRG G LS A, B AT R UK 1S B R
AR R S T 4 R AL L P o R T R AR AR, RSO B
REAERKEF(EGE) 2 —Fi i 53 MARRRSAMRIMZ I, | ZAAET 2 MEL 2 E
M, FCAT R b R e N TR B R BRI o BRI T B AR i B kA
S B S A, T A I B AR R AN, T B BUsE A R R 2 T R
REERFTOLAPHEAGBEAIHMEN, BRI FEHRE. HeIRN, SR8 E ek
SRR MTEER, BCF R M AR . KI5 B W4 D i (0. Surgical Res.
2014;17:202-210), H2& EGF £ 5 /I 1V RES 20, dE NAR PN IG5 2 AR FERR, ANReik 210097 208
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H-Xaa;-Xaas-Xaaz-Xaas-Xaas-Val-Xaae-Xaa;-Xaas-Xaag-Xaajo-Xaa-OH (I)
o
Xaai A Pro. Gly. Ala R
Xaar A Ala. Leu. Ilev Gly. Cys. Ser BRE;
Xaaz N Ala. Prov Gly. Leu. Iles Cys. Ser BEHRZR;
Xaas N Glus Glny Asps Asn. Leus Ile. Val BEER;
Xaas 4 Prov Gly Alas Val BR#kK;
Xaag N Pro. Gly B Ala;
Xaa7 A Leu. Phe. Val. Ala. Tyr. Glu. Lys. Asp. Ile. Met BEHK;
Xaas ¥ Val. Leu. Gln. Ile. Met BiEk %
Xaag N Lys. Arg. His. Asp. Val 8L
Xaajo N Glu. Gln. Asp. Asn BiEER; AR
Xaaii N Glu. Asp. Asn. Gln B,
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FE—SeitiF R, ROBADT K Xaas N Glu. Gln. Asp 8iEk; %N Glu. Asp B
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Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp (tb54 1);
Pro-Ala- Ala-Glu-Pro-Val-Pro-Leu-Val-Lys ({b &) 3);
Pro-Ala-Ala-Gln-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp ({654 10);
Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu (b4 26):
Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp (L2442 27);
Ala-Glu-Pro-Val-Pro-Leu (1547 30);

Glu-Pro-Val-Pro-Leu (f£ 54 31);

Pro-Val-Pro-Leu({t, &1 32);

Pro-Val-Pro-Leu-Val-Lys-Gln-Asp (K54 28);
Pro-Ala-Ala-Asp-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp ({247 11);
Pro-Ala-Gly-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp (£ 54 48);
Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Glu-Asp (tb &40 57); 5%
Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp (Ht &4 38).
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RIATE « Bkttt ” e BAE T2 H B 0 B P, S 80 (il i 5 M2 IR S 2y
WL PREL. REE. MY RBILBIIN S B EHAUT AR E . B AR IRECE TSR, Y
AT ECRL I, B AR 25 3k (D Rtk s v B (1 RE S AT/ R ) L T I (AR IR AT S )
SRRE R e IR s ek AT R I R e . AR (R AR RIRED . K.
IRERTE . TR E SRR W2 PEANAE B Y, W R, A A, SR
ALV, JRIBERARBIN, URBRMR, B, Rz, BORIE R B sy
skeRZ M), BAAR TG, Hi A SR SRR B2 T A S P R H g A SV
DTREERARBNERAKRA, FHFARN AR IR R .

R1BEPPEA R BRI S

P e R S &

HBTU FIF =N NN N DU FF B IR SRR TR £
Methanol SR

Tert-Butyl methyl ether FH BT

Ethanol N

AA (AT 74

SHER 1: BEREMLFE AR

ZIMAY G BCR L E B A G o7, SMIREIK, BUR BLORE . Jhik, &5
MRV SRS A AR, Vel FBRY ZAMEINEAR, DS s AN B i AR
¥

ZIREH G BE RoR B EZ K 1. B 14, Cl-2-Cl-Resin 278 2-5 =% H B AU iR
(2-Chlorotrityl Chloride Resin); Fmoc-Aa(n)33k 7~ 9-21 2 S R PR EL (M = B8 ; DIPEA N N,N-
TRWAELKE; DCM Y TS SE; PIP JANRIE; DMF 4 N, N- T HUIEHBZ: HOBt N 12
=M DIC ANN-FHIER WG TFA A=W LE: TIPS N=F Akt

LR LAAE A4 1(Pro- Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp) A%, 7= LS9 1 1
B RANAA IVE, PR B SR 1 AR IR IR R R % 2. UIEL R 3. 4l
T (e dh) VT

BB 1. 287 BRW R %
(1) #Ag¥ K : FREC 2-Chlorotrityl Chloride Resin 2.0192 g (S = 0.73 mmol/g), MAFIH

TR A RE H, H 40 ml ZSEH K 30 min, HHUERR %L & H K.
(2) %1% Fmoc-Asp(OtBu)-#jii: A4 /I. Fmoc- Asp(OtBu)-OH. DIPEA, b1 : 1.5 :
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1.65 [K¥IPE /R EL 23 HIFREL Fmoc- Asp(OtBu)-OH. DIPEA, WHffT — & WL 20 ml th, A&k
B il NaBERES 1~3 /DEF, BRI BB AT EE 2 ml 3 04] 30 mine #8J5 43
R ZH B BRGS0 4 IR, 25 ml/ IR, TR

(3) JBiER Fmoc {547 2L, [ # I 20%WRIE-DMF (v/v) ¥V 20 ml, Na B4 5
20 min, T SRJE A AL ERRGOLER 6 K, 25 ml WK, 3 P /K, T, B EVEAR
Il Fmoc i EREE R

) FHARWEE: 75 250 ml FJERFE TN 4.38 mmol ¥ Fmoc R4 [EHEEE. 5.26
mmol HOBt. 4.60 mmol DIC, F 1: 1 [{) DCM-DMFE(v/v)20 ml ¥f#, -5-0 CUK¥EHEE F s
1k 30~60 min.

(5) HARER % OISR R AR EU IR BV BN SR 8% oh, #M & B DCM S P H AL
LT N2 SRR 1~3 /N, B =EER I A A RE R 84, A, M. MRH
TR SRR IG e M 4 Y 25ml/ K, 3min/ IR, fhT. BREERR. 4550 B LA
S e 1) L2 20

©) FHNEERME TG, ERPER 3)~6), HREERINYERER R
Bl IISEECR

(DR IEIRH SR el 6 4%, 25 ml/ K, 3min/ R, T

R2H5ER. FAHINHE

RERER AAleq | BHERH /g | HOBYg | DIPEA/g | DIC/g
Fmoc-L-Asp(OtBu)-OH 2.19 1090 0 0.31 0

Fmoc-L-GIn(Trt)-OH 438 |267 0.71 0.57 0.58
Fmoc-L-Lys(Boc)-OH 4.38 2.05 0.71 0.57 0.58
Fmoc-L-Val-OH 4.38 1.49 0.71 0.57 0.58
Fmoc-L-Leu-OH 4.38 155 0.71 0.57 0.58
Fmoc-L-Pro-OH 4.38 1.48 0.71 0.57 1.16
Fmoc-L-Val-OH 4.38 1.49 0.71 0.57 0.58
Fmoc-L-Pro-OH 4.38 1.48 0.71 0.57 1.16
Fmoc-L-Glu(OtBu)-OH'H:0 | 4.38 1.94 0.71 0.57 1.16
Fmoc-L-Ala-OH H:0 4.38 1.44 0.71 0.57 1.16
Fmoc-L-Ala-OHH,0 4.38 1.44 0.71 0.57 1.16
Fmoc-L-Pro-OH 4.38 1.48 0.71 0.57 1.16
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BB 2. UiEl. BT
(DIEBTE 1 A RS T, IAYIEIFITFA : TIPS : H20=95:2.5:2.5, v/v)50 ml, N2 8%

R 1.5-3 7/NF o

QUIBIs N e RUE U EI R A 250 ml BRI . B ikds 2 R EIFIRRIN =52
—J&, A 10 fEEUVE A R EORUT JE B, $iEHE 30 min. HEETRIRAEAIEEE, HFH 30 ml
LT R 5 G ¥R 3 WG, R AR IR = i B TR S AR A R N2 e, R
PR AR . 13 BRIK 1.87g, ™% 85.1%.

BB 3. @RI MET
KH LU iESHERE A, X3 2 AR HORUREEAT HPLC didk. Afkmis, AR

B OTERRE % 2 FARAFIRIK, R4 0.45um JEMGE I8, BERE: F CIE- /K IR EhAR A VR ;
B H AR BELIR B Ja AT e AR
tIESHEAT A
ik YMC-Actus Triart C18 30%250mm;
B A 0.1%(v/v)TFA/H0;
Vel B: LB
JiAE 25ml/min;

AN 2200m;
% 3 BRI A AT
Fif 4] min VLR A(%) Vel B(%)
0 90 10
30 75 25

B R H LU S S 50441 B R HPLC i3 RSP BATIRAH 0= kAT Hedh, 13 305
KHIIAL AW 1. BART 5, (6 95%A1+5%B P tailihl; SA 5 #RE: 825 10 95%A2+5%B
STt B AL AN B BREEVEL: WO B BRI R TREAORGE I B R TR, 153
WA LELRIRE 73.3%, 4115 100%). L&D 1 KIEHZ MS. 'H-NMR il .

kS H AT B:

iR YMC-Actus Triart C18 30%250mm
VE Al: 0.1M Z.BR
WV A2: 0.025M L IR+0.1M LT84k
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#LE 25ml/min
Az K 220nm
x4 BRI AT
i ] min e AL(%) Ve B(%)
0 95 5
5 95 5
35 70 30

DA AL | KB, AR, SRB IR 5 BT

K5 G E

| HE 3 HER | ool | 2B MS
5 (8 =
1 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 1.87 73.3% | 100% 1263.70, 632.50(H&

fi), 422.10(=#H7%)
2 | Gly-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.07 N/A 100.0% | 612.60(XLELfT)
3 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys 1.62 33.8% | 99.8% 511.00(% AT
4 | Pro-Ala-Ala-Glu-Gly-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.00 56.8% | 97.9% | 612.60(XFLLT)
5 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Leu-Val-Lys-Gln-Asp | 1.50 423% | 992% 612504 FL.{r)
6 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Ala-Val-Lys-Gln-Asp 1.78 38.1% | 100.0% | 591.50(X Hi1i7)
7 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Val-Val-Lys-GIn-Asp 1.50 46.5% | 100.0% | 605.50(FFLFT)
8 | Pro-Ala-Ala-Glu-Gly-Val-Gly-Leu-Val-Lys-Gln-Asp | 2.15 14.4% | 100.0% | 592.50(% F1)
9 | Pro-Ala-Ala-Glu-Gly-Val-Gly-Leu 2.12 67.9% | 98.9% 713.40
10 | Pro-Ala-Ala-Gln-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.36 57.4% | 100.0% | 632.00(%FE4iT)
11 | Pro-Ala-Ala-Asp-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.39 52.9% | 99.6% 625.50(L FLTT)
12 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Phe-Val-Lys-Gln-Asp | 2.95 78.3% | 100.0% | 649.5(XLHLA),

433 4= HLA)
13 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Tyr-Val-Lys-Gln-Asp 2.66 38.4% | 100.0% | 657.4CRLERTT),

438 8(=H7T)
14 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Leu-Val-Lys 1.92 53.5% | 100.0% | 490.9(X H17r)
15 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Val-Val-Lys 1.81 56.9% | 100.0% | 483.8(CA HLf)
16 | Pro-Ala-Ala-Glu-Pro-Val-Ala-Leu-Val-Lys 198 | 60.1% | 100.0% | 497.8(XLHLF)
17 | Pro-Ala-Ala-Glu-Pro-Val-Ala-Val-Val-Lys 2.04 57.3% | 100.0% | 490.9C% H.1rf)
18 | Pro-Ala-Ala-Glu-Ala-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.15 52.0% | 100.0% | 619.5(HLA)
19 | Pro-Ala-Ala-Glu-Pro-Val-Ala-Leu-Val-Lys-Gln-Asp 1.92 37.7% | 100.0% | 619.4(XLEE{a)
20 | Pro-Ala-Ala-Glu-Ala-Val-Ala-Leu-Val-Lys-Gln-Asp 1.96 19.1% | 99.7% 606.50(AX FL.7i)
21 | Ala-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.58 61.6% | 100.0% | 619.50(% FLf)
22 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Phe-Val-Lys 2.11 53.8% | 100.0% | 527 8L FEA)
23 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Tyr-Val-Lys 2.05 51.1% | 100.0% | 535.8C% HL7i)

10
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24 | Pro-Ala-Ala-Glu-Pro-Val-Gly-Phe-Val-Lys 1.81 55.5% | 100.0% | 507.9C%H1w)
25 | Pro-Ala-Ala-Glu-Pro-Val-Ala-Phe-Val-Lys 1.81 59.0% | 100.0% | 5148 H1)
26 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu 157 | 60.3% | 100.0% | 793.4, 397.3(XLH)
27 | Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.52 48.3% | 100.0% | 548.5CHT)
28 | Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.05 43.6% | 100.0% | 448 40X FLF)
29 | Pro-Ala-Ala-Glu-Pro-Val-Pro 1.62 55.4% | 100.0% | 680.40

30 | Ala-Glu-Pro-Val-Pro-Leu 2.70 71.7% | 100.0% | 625.10

31 | Glu-Pro-Val-Pro-Leu 1.82 522% | 97.9% 554.40

32 | Pro-Val-Pro-Leu N/A 46.4% | 100.0% | 425.30

33 | Ala-Ala-Glu-Pro-Val-Pro-Leu 3.02 60.3% | 100.0% | 696.40

34 | Pro-Ala-Ala-Glu-Pro-Val 2.50 94.3% | 100.0% | 583.40

35 | Pro-Ala-Ala-Glu-Pro 2.05 59.3% | 99.2% 484.30

36 | Pro-Ala-Ala-Glu 2.53 65.3% | 100.0% | 387.30

37 | Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.54 N/A 100.0% | 584.10(%ELT)
38 | Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 248 56.0% | 94.1% 513.00(X Hi157)
39 | Val-Pro-Leu-Val-Lys-Gln-Asp 1.95 57.9% | 100.0% | 399.90(XLFLfT)
40 | Pro-Leu-Val-Lys-Gln-Asp 1.82 49.8% | 100.0% | 350.30(C%LEE4T)
41 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Ile-Val-Lys 2.04 58.5% | 99.6% S11.000% H 1rf)
42 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Val-Val-Lys 222 56.7% | 98.7% 504.00(AL FL1H)
43 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Met-Val-Lys 222 48.8% | 98.6% | 520.10(XFLfT)
44 | Ala-Glu-Pro-Val-Pro 2.37 47.8% | 100.0% | 512.40

45 | Ala-Glu-Pro-Val 0.43 57.8% | 100.0% | 415.30

46 | Pro-Ala-Ala-Asn-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.58 57.5% | 100.0% | 625.1008LF47)
47 | Pro-Ala-Ala-Leu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.68 57.9% | 100.0% | 624.50(FLELfiT)
48 | Pro-Ala-Gly-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.74 56.7% | 100.0% | 625.50(LFLA)
49 | Pro-Ala-Pro-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 2.92 222% | 100.0% | 645.40C Fi7)
50 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asn 3.10 48.4% | 100.0% 632. 10 E3fir)
51 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Val-Gln-Asp 2.71 53.9% | 100.0% | 618.00C% EEff)
52 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Val-Val-Lys-Gln-Asp 3.13 57.1% | 100.0% | 625.60(A F47)
53 | Pro-Ala -Ala-Glu-Pro-Val-Pro-Ile-Val-Lys-GIn-Asp 3.25 53.5% | 100.0% | 632.60(XFLfT)
54 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Met-Val-Lys-Gln-Asp | 1.82 59.4% | 100.0% | 641.60(XFLf)
55 | Pro-Leu-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.34 62.7% | 100.0% | 653.60(X E1q7)
56 | Pro-lle-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 322 41.9% | 100.0% | 653.60(% F1r7)
57 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Glu-Asp 2.38 61.3% | 100.0% | 633.10(X H7a7)
58 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Asn-Asp | 3.10 57.7% | 100.0% | 625.60(FLELfT)
59 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Asp-Asp | 2.66 51.7% | 99.5% 626.10(XL FL75T)
60 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Glu 191 80.8% | 99.5% 639.60(CX FLTT)
61 | Pro-Ala-Leu-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.14 64.7% | 100.0% | 653.60(F H1)
62 | Pro-Ala-Tle-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 1.93 72.1% | 100.0% | 653.6000 Faf)
63 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Leu-Lys-Gln-Asp | 2.21 61.8% | 100.0% | 639.60(%FL1w7)
64 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Ile-Lys-Gln-Asp 2.53 57.2% | 100.0% | 639.60(X FifT)
65 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Met-Lys-Gln-Asp | 3.17 33.3% | 100.0% | 648.50(%EL77)
66 | Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Arg-Gln-Asp | 1.35 49.8% | 100.0% | 646.60(% Ef7)
67 | Pro-Ala-Ala-Val-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.24 54.4% | 100.0% | 617.60CX FLH)
68 | Val-Pro-Leu-Val-Lys-Gln-Asp 1.68 53.3% | 100.0% | 399.90(XXFLfi)
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69 | Gly-Ala-Ala-Val-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp 1.66 58.9% | 100.0% | 597.60(% EE4T)

70 | Gly-Ala-Gly-Val-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp | 2.42 45.0% | 100.0% | 590.60(X Ea4)

71 | Gly-Ala-Gly-Val-Gly-Val-Pro-Leu-Val-Lys-Gln-Asp | 1.94 54.5% | 100.0% | 570.50(XFLfT)

72 | Pro-Ala-Ala-Glu-Pro-Val-Ala-Phe-Val-Lys-Gln-Asp 3.20 43.3% | 100.0% | 636.60(XLFE1H)

73 | Val-Pro-Leu-Val 2.37 58.3% | 100.0% | 427.40

VERE: XEARERFE S 172 Hbrlg, =@ RS 1/3 Bt NVA REREEEL,
KAl LPrEE,

1A% 1: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-GIn-Asp Bif##h

'H NMR (600 MHz, DMSO) & 8.27 (d, J = 7.6 Hz, 1H), 8.21 (d, J = 7.8 Hz, 1H), 8.09 (d, J = 7.5
Hz, 1H), 8.03 (d, J = 7.9 Hz, 1H), 7.99 (d, J = 7.4 Hz, 1H), 7.94 (dd, J = 16.7, 8.0 Hz, 2H), 7.58 (d,
J = 6.3 Hz, 1H), 7.51 (d, J = 8.6 Hz, 1H), 7.16 (s, 1H), 6.70 (s, 1H), 4.48 (dd, J = 13.3, 7.9 Hz, 1H),
4.39 (dd, J = 8.2,4.2 Hz, 1H), 435 —4.21 (m, 6H), 4.18 — 4.03 (m, 3H), 3.71 — 3.47 (m, 5H), 2.93 —
2.69 (m, 4H), 2.45 — 2.32 (m, 2H), 2.25 (1, J = 7.7 Hz, 2H), 2.08 (t, J = 7.9 Hz, 2H), 2.01 — 1.93 (m,
3H), 1.93— 1.84 (m, 14H, AcOH), 1.84 — 1.76 (m, 3H), 1.75 — 1.57 (m, 8H), 1.54 — 1.39 (m, 5H),
1.36 — 1.27 (m, 2H), 1.21 — 1.10 (m, 6H), 0.91 — 0.74 (m, 18H).

&% 3: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys BE#R2E

'"H NMR (600 MHz, DMSO) § 8.22 — 8.13 (m, 2H), 8.10 (s, 1H), 7.98 (d, J= 7.6 Hz, 1H), 7.92 (d,
J=8.4Hz, 1H), 7.72 (s, 1H), 7.59 (s, 1H), 4.52 — 4.43 (m, 1H), 4.39 — 4.19 (m, 6H), 4.12 — 4.04 (m,
1H), 3.89 (d, J = 5.9 Hz, 1H), 3.67 — 3.46 (m, 6H), 2.85 (dt, J = 10.2, 6.8 Hz, 1H), 2.80 — 2.73 (m,
1H), 2.69 (s, 2H), 2.21 (t, J = 7.4 Hz, 2H), 2.03 — 1.76 (m, 14H, AcOH), 1.73 (d, J = 5.5 Hz, 1H),
1.70 — 1.61 (m, 4H), 1.61 — 1.52 (m, 3H), 1.47 (s, 4H), 1.26 (s, 2H), 1.20 — 1.12 (m, 6H), 0.91 —
0.83 (m, 9H), 0.83 — 0.77 (m, 9H).

L& 4: Pro-Ala-Ala-Glu-Gly-Val-Pro-Leu-Val-Lys-GIn-Asp BEER3h

'H NMR (600 MHz, D20) § 4.45 — 4.16 (m, 10H), 4.04 (d, J = 8.1 Hz, 1H), 3.93 — 3.76 (m, 3H),
3.67 — 3.58 (m, 1H), 3.42 — 3.28 (m, 2H), 2.94 (t, J = 7.4 Hz, 2H), 2.72 (qd, J = 16.4, 6.0 Hz, 2H),
2.45 - 2.27 (m, 5H), 2.27 — 2.16 (m, 1H), 2.11 — 1.86 (m, 17H, AcOH), 1.84 — 1.47 (m, 8H), 1.45 —
1.25 (m, 8H), 0.91 (d, J = 6.8 Hz, 3H), 0.89 — 0.73 (m, 15H).

&% 5: Pro-Ala-Ala-Glu-Pro-Val-Gly-Leu-Val-Lys-GIn-Asp BEE£h

'H NMR (600 MHz, D20 + D3COD) 6 4.66 — 4.62 (m, 2H), 4.40 (dd, J = 8.1, 5.9 Hz, 1H), 4.35 —
4.21 (m, 6H), 4.03 —3.98 (m, 2H), 3.92 — 3.81 (m, 2H), 3.78 — 3.71 (m, 1H), 3.62 (dt, J = 10.3, 7.1
Hz, 1H), 3.39 — 3.30 (m, 2H), 2.96 — 2.87 (m, 4H), 2.51 — 2.35 (m, 3H), 2.32 (t, J = 7.6 Hz, 2H),
2.26 - 2.19 (m, 1H), 2.10 — 1.91 (m, 14H, AcOH), 1.91 — 1.78 (m, 2H), 1.78 — 1.71 (m, 1H), 1.70 —
1.58 (m, 3H), 1.53 (d, J = 3.6 Hz, 3H), 1.42 — 1.34 (m, 2H), 1.33 (d, J = 7.2 Hz, 3H), 1.30 (d, J =
7.2 Hz, 3H), 0.94 — 0.88 (m, 6H), 0.88 — 0.83 (m, 9H), 0.82 — 0.79 (m, 3H).

{44 8: Pro-Ala-Ala-Glu-Gly-Val-Gly-Leu-Val-Lys-GIn-Asp EEEBh

'H NMR (600 MHz, DMSO) & 8.30 — 8.24 (m, 3H), 8.15 (d, J = 7.3 Hz, 1H), 8.11 — 8.03 (m, 2H),
7.94 (d, J=7.4Hz, 1H), 7.88 (d, J = 8.0 Hz, 1H), 7.80 (t, J = 9.4 Hz, 2H), 7.59 (d, J/ = 6.4 Hz, 1H),
7.17 (s, 1H), 6.70 (s, 1H), 4.44 — 3.99 (i, 10H), 3.82 — 3.57 (m. 7H), 2.94 — 2.69 (m, 5H), 2.47 -
2.41 (m, 1H), 2.41 — 2.32 (m, 1H), 2.21 (t, J = 7.9 Hz, 2H), 2.08 (t, J = 7.9 Hz, 2H), 2.03 — 1.79 (m,
11H, AcOH), 1.78 — 1.26 (m, 14H), 1.19 (dd, J =6.9, 4.7 Hz, 6H), 0.87 — 0.76 (m, 18H).
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L& 9: Pro-Ala-Ala-Glu-Gly-Val-Gly-Leu

'H NMR (600 MHz, DMSO) & 8.43 (d, J = 7.6 Hz, 1H), 8.29 — 8.23 (m, 2H), 8.22 — 8.14 (m, 2H),
7.81 (d, J = 8.5 Hz, 1H), 7.75 (d, J = 7.9 Hz, 1H), 432 — 4.08 (m, 5H), 3.78 — 3.69 (mn, 4H), 3.63
(dd, J = 16.4, 5.6 Hz, 1H), 2.98 — 2.86 (m, 2H), 2.22 (t, J = 7.9 Hz, 2H), 2.07 — 1.92 (m, 2H), 1.92 —
1.86 (m, 1H), 1.79 — 1.64 (m, 4H), 1.62 — 1.54 (m, 1H), 1.50 — 1.40 (m, 2H), 1.19 (dd, J = 7.0, 1.3
Hz, 6H), 0.86 — 0.78 (m, 12H).

4t 10: Pro-Ala-Ala-GIn-Pro-Val-Pro-Leu-Val-Lys-GlIn-Asp BEERE

'"H NMR (600 MHz, DMSO) & 8.28 (d, J = 7.7 Hz, 1H), 8.14 (d, J = 7.8 Hz, 1H), 8.07 (d, J = 7.4
Hz, 1H), 8.04 (d, J = 8.0 Hz, 1H), 8.00 (d, J = 7.3 Hz, 1H), 7.95 (t, 2H), 7.58 (d, J = 6.3 Hz, 1H),
7.50 (d, J = 8.7 Hz, 1H), 7.17 (d, J = 15.3 Hz, 2H), 6.76 (s, 1H), 6.70 (s, 1H), 4.45 (q, J = 13.6,7.9
Hz, 1H), 4.39 (dd, J = 8.3, 4.1 Hz, 1H), 4.33 — 4.20 (m, 6H), 4.20 — 4.09 (m, 2H), 4.09 — 4.02 (m,
1H), 3.69 — 3.47 (m, 5H), 2.86 (dt, J = 10.2, 6.7 Hz, 1H), 2.80 — 2.62 (m, 3H), 2.46 — 2.40 (m, 1H),
2.37 (dd, J = 15.5, 2.7 Hz, 1H), 2.14 — 2.03 (m, 4H), 2.02 — 1.76 (m, 16H, AcOH), 1.75 — 1.39 (m,
13H), 1.39 — 1.22 (m, 2H), 1.22 — 1.11 (m, 6H), 1.00 — 0.68 (m, 18H).

6% 11: Pro-Ala-Ala-Asp-Pro-Val-Pro-Leu-Val-Lys-GIn-Asp EEBE

'H NMR (600 MHz, DMSO) 6 8.26 (d, / = 7.6 Hz, 1H), 8.19 (d, / = 7.7 Hz, 1H), 8.09 (d, /= 7.7
Hz, 1H), 8.04 (d, J=7.5Hz, 1H), 7.96 (t, J=7.4 Hz, 2H), 7.87 (d, J=7.0 Hz, 1H), 7.60 (d, /=64
Hz, 1H), 7.37 (d, J = 8.9 Hz, 1H), 7.17 (s, 1H), 6.70 (s, 1H), 4.70 (q, J = 14.2, 7.0 Hz, 1H), 4.37 —
4.21 (m, 7H), 4.16 — 4.10 (m, 2H), 4.09 — 4.03 (m, 1H), 3.74 - 3.67 (m, 2H), 3.68 — 3.59 (m, 4H),
3.49 — 345 (m, 1H), 2.99 — 2.84 (m, 3H), 2.80 — 2.71 (m, 2H), 2.63 (dd, J = 16.5, 7.5 Hz, 1H), 2.46
_ 225 (m, 4H), 2.07 (t, J = 7.9 Hz, 2H), 2.05 — 1.76 (m, 20H, AcOH), 1.74 — 1.58 (m, 6H), 1.56
1.42 (m, 5H), 1.32 (d, J = 8.0 Hz, 2H), 1.18 (d, J = 7.0 Hz, 3H), 1.14 (d, J = 7.1 Hz, 3H), 0.88 —
0.74 (m, 18H).

tE&% 12: Pro-Ala-Ala-Glu-Pro-Val-Pro-Phe-Val-Lys-GIn-Asp FEE8#k

'"H NMR (600 MHz, DMSO) § 8.29 (d, J = 7.5 Hz, 1H), 8.17 (d, J = 7.7 Hz, 1H), 8.09 (d, J = 7.4
Hz, 1H), 8.03 (d, J=7.2 Hz, 1H), 7.96 (d, J = 7.6 Hz, 1H), 7.90 (d, J = 8.7 Hz, 1H), 7.86 (d, J=7.9
Hz, 1H), 7.73 (d, J = 8.5 Hz, 1H), 7.58 (d, J = 6.4 Hz, 1H), 7.25 — 7.19 (m, 4H), 7.18 — 7.12 (m,
2H), 6.71 (s, 1H), 4.54 — 4.44 (m, 2H), 4.37 (q, J = 8.3 Hz, 1H), 4.33 —4.21 (m, 5H), 4.19 - 4.10 (m
2H), 4.09 — 4.02 (m, 1H), 3.64 — 3.53 (m, 5H), 3.51 — 3.45 (m, 2H), 3.00 (dd, J = 9.6 Hz, 1H), 2.89
—2.82 (m, 2H), 2.80 — 2.71 (m, 3H), 2.46 — 2.36 (m, 2H), 2.24 (t, J = 7.4 Hz, 2H), 2.08 (t, J = 8.0
Hz, 2H), 2.00 — 1.70 (m, 18H, AcOH), 1.69 — 1.64 (m, 2H), 1.63 — 1.56 (m, 2H), 1.55 — 1.47 (m,
3H), 1.34 (s, 2H), 1.16 (t, J = 6.9 Hz, 6H), 0.87 — 0.76 (m, 12H).

»

X &% 26: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu EEERh

'H NMR (600 MHz, DMSO) § 8.25 (s, 1H), 8.09 (d, J = 7.5 Hz, 1H), 7.94 (d, J = 7.6 Hz, 1H), 7.89
(d, J = 8.3 Hz, 2H), 4.53 — 4.46 (m, 1H), 4.39 (dd, J = 8.3, 4.2 Hz, 1H), 4.34 (dd, J = 8.4, 3.8 Hz,
1H), 4.31 — 4.19 (m, 3H), 4.13 (dd, J = 15.1, 7.7 Hz, 1H), 3.71 — 3.49 (m, 5H), 2.94 — 2.77 (m, 2H),
2.33 = 2.20 (m, 2H), 2.06 — 1.77 (m, 13H, AcOH), 1.77 — 1.56 (m, 6H), 1.46 (t, J = 7.3 Hz, 2H),
1.25 - 1.11 (m, 6H), 0.95 — 0.76 (m, 12H).

{69 27: Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp B8 3k
'H NMR (600 MHz, D20) 8 4.61 (dd, J = 9.6, 4.4 Hz, 1H), 4.44 — 4.22 (m, 8H), 4.09 — 3.99 (m,
2H), 3.85 - 3.72 (m, 2H), 3.69 — 3.57 (m, 2H), 2.94 (t, J = 7.4 Hz, 2H), 2.79 — 2.63 (m, 2H), 2.43 -
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2.16 (m, 7H), 2.09 — 1.74 (m, 19H, AcOH), 1.73 — 1.47 (m, 7H), 1.48 — 1.13 (m, 6H), 1.00 — 0.79
(m, 21H).

{t&% 28: Pro-Val-Pro-Leu-Val-Lys-Gln-Asp BEER R

'H NMR (600 MHz, DMSO) 6828 (d, J = 7.8 Hz, 1H), 8.13 — 7.87 (m, 3H), 7.57 (d, J = 6.4 Hz,
1H), 7.50 (d. J = 8.7 Hz, 1H), 7.15 (s, 1H), 6.69 (s, 1H), 4.40 — 4.31 (m, 2H), 4.29 — 4.21 (m, 2H).
4.19 - 4.02 (m, 3H), 3.67 — 3.60 (m, 1H), 3.59 —3.53 (m, 2H), 2.92 — 2.85 (m, 1H), 2.80 — 2.70 (m,
3H), 2.47 — 2.38 (m, 1H), 2.38 — 2.31 (m, 1H), 2.08 (t, /= 7.9 Hz, 2H), 2.04 — 1.76 (m, 14H,AcOH),
1.74 - 1.41 (m, 11H), 1.41 — 1.14 (m, 2H), 0.91 — 0.74 (m, 18H).

&% 30: Ala-Glu-Pro-Val-Pro-Leu EEE83E

'H NMR (600 MHz, DMSO) 88.29 (d, J = 7.1 Hz, 1H), 7.89 (d, J = 8.6 Hz, 1H), 7.79 (d, J = 8.0 Hz,
1H), 4.54 (d, J = 5.4 Hz, 1H), 4.42 — 4.38 (m, 1H), 4.37 — 428 (m, 2H), 4.09 (dd, J = 14.2, 8.5 Hz,
1H), 3.66 — 3.46 (m, SH), 2.28 (t, J = 7.4 Hz, 2H), 2.13 — 1.71 (m, 16H, AcOH), 1.71 — 1.58 (m,
2H), 1.53 — 1.32 (m, 2H), 1.18 (d, J = 6.9 Hz, 3H), 0.90 — 0.83 (m, 9H), 0.80 (d, J = 6.6 Hz, 3H).

6% 31: Glu-Pro-Val-Pro-Leu BSES £

'"H NMR (600 MHz, DMSO0) 67.94 — 7.86 (m, 2H), 4.44 (dd, J = 8.3, 4.5 Hz, 1H), 4.37 — 4.27 (m,
2H), 4.13 (q, J =7.6 Hz, 1H), 3.74 — 3.69 (m, 1H), 3.66 — 3.42 (m, 4H), 2.40 — 2.25 (m, 2H), 2.06 —
1.58 (m, 17H, AcOH), 1.46 (t, J = 7.3 Hz, 2H), 0.89 — 0.84 (m, 9H), 0.81 (d, J = 6.5 Hz, 3H).

#.E% 32: Pro-Val-Pro-Leu EEEg3E

'H NMR (600 MHz, DMSO) 88.15 (d, J = 9.0 Hz, 1H), 7.91 (d, J = 8.0 Hz, 1H), 4.35 (dt, J = 10.1,
5.2 Hz, 2H), 4.22 — 4.02 (m, 1H), 3.67 — 3.59 (m, 2H), 3.56 (q, J = 13.2, 9.3 Hz, 1H), 2.96 — 2.88
(m, TH), 2.86 — 2.76 (m, 1H), 2.05 — 1.59 (m, 11H, AcOH), 1.59 — 1.42 (m, 2H), 0.91 — 0.72 (m,
12H).

{tE%) 34: Pro-Ala-Ala-Glu-Pro-Val BEE8 £

'H NMR (600 MHz, DMS0) & 8.01 (d, J = 7.3 Hz, 1H), 7.14 (d, J = 7.8 Hz, 1H), 449 (q, J = 6.8
Hz, 1H), 431 — 4.22 (m, 3H), 3.75 (dd, J = 7.8, 4.7 Hz, 1H), 3.70 - 3.61 (m, 2H), 2.88 — 2.81 (m,
1H), 2.81 — 2.75 (m, 1H), 2.27 — 2.13 (m, 2H), 2.01 — 1.64 (m, 18H, AcOH), 1.58 (p, J = 6.9 Hz,
2H), 1.17 (dd, J = 10.2, 7.1 Hz, 6H), 0.78 (dd, J = 6.9, 3.5 Hz, 6H).

&% 35: Pro-Ala-Ala-Glu-Pro E5ERE

'H NMR (600 MHz, DMSO) & 8.28 (s, 1H), 8.12 (d, J = 7.5 Hz, 1H), 7.90 (d, J = 7.7 Hz, 1H), 4.49
(dd, J = 13.7, 7.7 Hz, 1H), 4.35 — 4.13 (m, 3H), 3.76 — 3.50 (m, 3H), 2.97 — 2.79 (m, 2H), 2.33 —
2.18 (m, 2H), 2.16 — 1.77 (m, 10H, AcOH), 1.73 — 1.58 (m, 4H), 1.26 — 1.13 (m, 6H).

k&% 45: Ala-Glu-Pro-Val BERRZE

'H NMR (600 MHz, DMSO) 3 8.36 (d, J = 7.4 Hz, 1H), 7.46 (d, J = 8.0 Hz, 1H), 4.65 — 4.53 (m,
1H), 4.35 (dd, J = 8.6, 3.4 Hz, 1H), 3.89 (dd, J = 7.9, 5.4 Hz, 1H), 3.74 — 3.53 (m, 3H), 2.38 — 2.19
(m, 2H), 2.05 — 1.64 (m, 10H, AcOH), 1.27 — 1.17 (m, 3H), 0.83 (d, J = 7.1 Hz, 6H).

&7 48: Pro-Ala-Gly-Glu-Pro-Val-Pro-Leu-Val-Lys-GIn-Asp BEE8 3
'H NMR (600 MHz, DMSO) § 8.33 (d, J = 7.6 Hz, 1H), 8.27 (d, 1H), 8.21 (t, J = 5.8 Hz, 1H), 8.10
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(d, J=7.5 Hz, 1H), 8.05 — 7.97 (m, 2H), 7.93 (d, J = 8.5 Hz, 1H), 7.57 (d, J = 6.4 Hz, 1H), 7.51 (d,
J=8.8 Hz, 1H), 7.16 (s, 1H), 6.70 (s, 1H), 4.53 — 4.47 (m, 1H), 4.38 (dd, J = 8.2, 4.2 Hz, 1H), 4.35
~ 4.20 (m, 5H), 4.18 — 4.09 (m, 2H), 4.06 (s, 1H), 3.75 — 3.50 (m, 8H), 2.93 — 2.69 (m, 5H), 2.45 —
2.41 (m, 1H), 2.41 —2.30 (m, 1H), 2.25 (t, J = 7.3 Hz, 2H), 2.08 (t, J = 7.9 Hz, 2H), 2.01 — 1.76 (m,
15H, AcOH), 1.74 — 1.53 (m, 8H), 1.53 — 1.40 (m, 4H), 1.33 (d, /= 7.2 Hz, 2H), 1.20 (t, / = 9.0 Hz,
3H), 0.91 — 0.73 (m. 18H).

&4 50: Pro-Ala-Ala-Glu-Pro-Val-Pro-leu-Val-Lys-Gln-Asn EEEBEL

'H NMR (600 MHz, DMSO) & 8.49 (d, J = 7.8 Hz, 1H), 8.17 — 8.06 (m, 2H), 8.05 — 7.99 (m, 2H),
7.97 (d,J=7.7Hz, 1H), 7.92 (d, J = 8.7 Hz, 1H), 7.59 (s, 1H), 7.54 (d, J = 8.8 Hz, 1H), 7.37 (d, J =
6.9 Hz, 1H), 7.10 (s, 1H), 6.68 (d, J = 15.7 Hz, 2H), 4.48 (d, J = 5.1 Hz, 1H), 4.39 (dd, / = 8.1, 4.3
Hz, 1H), 4.35 — 4.19 (m, 6H), 4.17 — 4.10 (m, 1H), 4.05 — 3.97 (m, 2H), 3.67 — 3.48 (m, 6H), 2.92 —
2.78 (m, 2H), 2.78 — 2.66 (m, 3H), 2.44 — 2.34 (m, 1H), 2.33 — 2.20 (m, 3H), 2.07 {t, / = 7.8 Hz,
2H), 2.01 — 1.76 (m, 15H, AcOH), 1.75 — 1.62 (m, 6H), 1.62 — 1.53 (m, 3H), 1.49 — 1.29 (m, 6H),
1.19 - 1.12 (m, 6H), 0.91 - 0.73 (m, 18H).

6% 51: Pro-Ala-Ala-Glu-Pro-Val-Pro-leu-Val-Val-GIn-Asp BERR:

'H NMR (600 MHz, DMSO) 6 8.51 (d, J = 7.6 Hz, 1H), 8.08 (d, / = 7.3 Hz, 1H), 8.03 — 7.96 (m,
2H), 7.95 — 7.89 (m, 2H), 7.78 (d, J = 8.9 Hz, 1H), 7.75 — 7.69 (m, 1H), 7.61 (d, J = 8.8 Hz, 1H),
7.18 (s, 1H), 6.68 (s, 1H), 4.51 (d, J = 5.4 Hz, 1H), 4.40 (dd, J = 8.2, 4.2 Hz, 1H), 4.35 — 4.12 (m,
10H), 4.01 — 3.95 (m, 1H), 3.69 — 3.51 (m, 4H), 3.09 (d, J = 6.4 Hz, 2H), 2.45 — 2.40 (m, 1H), 2.39
—2.34 (m, 1H), 2.27 (dd, /= 13.4, 6.7 Hz, 2H), 2.21 — 2.13 (m, 1H), 2.06 (t, J = 8.0 Hz, 2H), 2.02 —
1.75 (m, 18H, AcOH), 1.75 — 1.58 (m, SH), 1.44 (t, J = 7.3 Hz, 2H), 1.22 (d, J = 7.1 Hz, 3H), 1.16
(d, J = 7.0 Hz, 3H), 0.88 (d, J = 6.7 Hz, 3H), 0.85 (dd, J = 6.5, 2.7 Hz, 6H), 0.83 - 0.77 (m, 15H).

#.6% 52: Pro-Ala-Ala-Glu-Pro-Val-Pro- Val-Val-Lys-Gln-Asp EiE83h

'H NMR (600 MHz, DMSO) 5 8.28 (s, 1H), 8.17 (d, J = 8.0 Hz, 1H), 8.09 (d, J = 7.5 Hz, 1H), 7.99
—7.92 (m, 2H), 7.87 (dd, J = 16.4, 8.8 Hz, 2H), 7.68 (d, J = 8.5 Hz, 1H), 7.57 (d, J = 6.1 Hz, 1H),
717 (s, TH), 6.70 (s, TH), 4.50 — 445 (m, TH), 444 — 435 (m, 2H), 432 — 421 (m, 4H), 4.18 —
4.10 (m, 3H), 4.08 — 3.99 (m, 1H), 3.66 — 3.49 (m. 6H), 2.90 — 2.82 (m, 1H), 2.82 — 2.72 (m. 3H),
2.46 — 2.30 (m, 2H), 2.27 — 2.23 (m, 1H), 2.07 (t, J = 7.9 Hz, 2H), 2.01 — 1.76 (m, 19H, AcOH),
1.75 - 1.60 (m, 5H), 1.60 — 1.45 (m, 5H), 1.39 — 1.25 (m, 2H), 1.20 — 1.10 (m, 6H), 0.88 (d, J = 6.6
Hz, 3H), 0.86 — 0.76 (m, 15H).

{t&%¥1 56: Pro-Ile-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Asp EEEZ2k

'H NMR (600 MHz, DMSO) ¢ 8.27 (d, J = 7.8 Hz, 1H), 8.17 (d, / = 7.3 Hz, 1H), 8.10 (d, /= 9.4
Hz, 1H), 8.05 — 7.97 (m, 2H), 7.92 (q, J = 13.5, 8.1 Hz, 2H), 7.57 (d, J = 6.3 Hz, 1H), 7.51 (d, J =
8.8 Hz, 1H), 7.16 (s, 1H), 6.70 (s, 1H), 4.54 — 4.45 (m, 1H), 4.39 (dd, J = 8.3, 4.2 Hz, 1H), 4.35 -
422 (m, 5H), 421 — 4.09 (m, 3H), 4.10 — 4.00 (m, 1H), 3.67 — 3.48 (m, 6H), 3.41 — 3.16 (m, 4H),
2.95 — 2.86 (m, 1H), 2.81 — 2.68 (m, 3H), 2.47 — 2.41 (m, 1H), 2.41 — 2.32 (m, 1H), 2.25 (t, J = 7.6
Hz, 2H), 2.08 (t, J = 7.9 Hz, 2H), 2.02 — 1.75 (m, 19H, AcOH), 1.75 — 1.55 (m, 9H), 1.54 — 1.36 (m,
SH), 1.33 (d, J = 7.0 Hz, 2H), 1.15 (d, 7 = 7.1 Hz, 3H), 0.89 — 0.784 (m, 8H), 0.82 — 0.76 (m, 14H),

{tE%1 57 Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Glu-Asp BEER3E
'H NMR (600 MHz, DMSO) & 831 (d, J = 7.8 Hz, 1H), 8.20 (d, J = 7.8 Hz, 1H), 8.09 (d, J = 7.5
Hz, 1H), 8.03 (t, J = 7.7 Hz, 2H), 7.96 — 7.87 (m, 2H), 7.58 (d, J = 6.3 Hz, 1H), 7.49 (d, J = 8.8 Hz,
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1H), 4.49 (q, J = 5.3 Hz, 1H), 4.39 (dd, J = 8.2, 4.4 Hz, 1H), 4.35 — 4.20 (m, 7TH), 4.19 — 4.12 (m,
2H), 4.10 — 4.00 (m, 1H), 3.67 — 3.49 (m, 7H), 2.91 — 2.84 (m, 2H), 2.84 — 2.70 (m, 4H), 2.46 —
2.38 (m, 1H), 2.38 — 2.33 (m, 1H), 2.29 — 2.18 (m, 4H), 2.04 — 1.76 (m, 19H, AcOH), 1.76 — 1.55
(m, 8H), 1.55 — 1.41 (m, 5H), 1.32 (s, 2H), 1.21 — 1.11 (m, 6H), 0.94 — 0.73 (m, 18H).

.64 58: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Asn-Asp EEEREE

'H NMR (600 MHz, DMSO) & 8.28 (d, J = 7.1 Hz, 1H), 8.19 (d, J = 7.7 Hz, 1H), 8.09 (d. J = 7.5
Hz, 1H), 8.04 (d, J = 7.7 Hz, 1H), 8.00 — 7.89 (m, 3H), 7.50 (d, J = 8.6 Hz, 1H), 7.4 (d, J = 6.0 Hz,
1H), 7.30 (s, 1H), 6.80 (s, 1H), 4.56 — 4.46 (m, 2H), 4.38 (dd, J = 8.1, 4.3 Hz, 1H), 4.35 — 4.20 (m,
6H), 4.18 — 4.12 (m, 1H), 4.04 — 4.00 (m, 1H), 3.66 — 3.49 (m, 6H), 2.93 — 2.84 (m, 1H), 2.83 —
2.71 (m, 3H), 2.43 — 2.31 (m, 3H), 2.25 (t, J = 8.0 Hz, 2H), 2.04 — 1.57 (m, 26H, AcOH), 1.56 —
1.46 (m, 3H), 1.46 — 1.43 (m, 2H), 1.35 - 1.27 (m, 2H), 1.20 — 1.10 (m, 6H), 0.86 (dd, J = 14.8, 7.9
Hz, 9H), 0.81 — 0.76 (m, 9H).

{¢4&4 60: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Lys-Gln-Glu EEE§ 3

'H NMR (600 MHz, DMSO) & 8.51 (d, J = 8.0 Hz, 1H), 8.17 (d, J = 7.8 Hz, 1H), 8.10 (d, J = 7.4
Hz, 1H), 8.04 (d, J=6.2 Hz, 2H), 7.96 (d, /= 7.7 Hz, 1H), 7.93 (d, / = 8.5 Hz, 1H), 7.52 (d, / = 8.8
Hz, 1H), 7.34 (d, / = 6.6 Hz, 1H), 7.11 (s, 1H), 6.71 (s, 1H), 4.48 (d, / = 5.4 Hz, 1H), 4.39 (dd, J =
8.1,4.3 Hz, 1H), 4.34 — 4.18 (m, 7H), 4.18 — 4.10 (m, 1H), 4.07 - 3.99 (m, 1H), 3.83 (q, J = 12.8,
6.5 Hz, 2H), 3.69 — 3.48 (m, 7H), 2.92 — 2.83 (m, 1H), 2.81 — 2.62 (m, 4H), 2.31 — 2.02 (m, 7H),
2.01 - 1.75 (m, 22H, AcOH), 1.74 — 1.25 (m, 16H), 1.20 — 1.11 (m, 6H), 0.91 — 0.83 (m, 9H), 0.81
—0.76 {m, 9H).

{tE%91 62: Pro-Ala-Ile-Glu-Pro-Val-Pro-Leu- Val-Lys-GIn-Asp BEES3E

'"H NMR (600 MHz, DMSO) & 8.31 — 8.23 (m, 1H), 8.20 (d, /= 7.5 Hz, 1H), 8.03 (d, J = 7.7 Hz,
2H), 7.99 (d, J = 7.6 Hz, 1H), 7.93 — 7.85 (m, 2H), 7.57 (d, J = 6.6 Hz, 1H), 7.51 (d, J = 8.1 Hz,
1H), 7.16 (s, 1H), 6.70 (s, 1H), 4.49 (d, J = 5.5 Hz, 1H), 4.41 — 4.20 (m, 6H), 4.19 — 4.00 (m, 5H),
3.71 - 3.61 (m, 2H), 3.61 — 3.47 (m, 4H), 2.91 —2.73 (m, 4H), 2.45 — 2.39 (m, 1H), 2.39 — 2.29 (m,
1H), 2.24 (t, J = 7.1 Hz, 2H), 2.07 (t, J = 7.9 Hz, 2H), 2.02 — 1.76 (m, 20H, AcOH), 1.74 — 1.47 (m,
12H), 1.47 — 1.29 (m, 5H), 1.16 (d, J = 6.9 Hz, 3H), 1.04 (d, J = 8.4 Hz, 1H), 0.89 — 0.84 (m, 8H),
0.83 - 0.72 (m, 16H).

{41 66: Pro-Ala-Ala-Glu-Pro-Val-Pro-Leu-Val-Arg -Gln-Asp BiF2#k

'H NMR (600 MHz, DMSO) 6 9.30 (s, 1H), 8.39 (d, J = 8.7 Hz, 1H), 8.19 (d, J = 7.9 Hz, 1H), 8.09
(d, J=7.4 Hz, 1H), 8.03 (d, J = 8.1 Hz, 1H), 7.98 (d, J = 7.0 Hz, 1H), 7.96 — 7.89 (m, 3H), 7.52 (d,
J=8.9 Hz, 1H), 7.11 (s, 1H), 6.69 (s, 1H), 4.49 (d, J = 5.3 Hz, 1H), 4.39 (dd, J = 8.2, 4.3 Hz, 1H),
4.34 (d, J = 4.3 Hz, 1H), 4.31 — 4.21 (m, 5H), 4.20 — 4.10 (m, 3H), 3.68 — 3.49 (m, 6H), 3.13 (d, J =
6.1 Hz, 1H), 3.00 — 2.93 (m, 1H), 2.92 — 2.85 (m, 1H), 2.83 — 2.76 (m, 1H), 2.41 — 2.32 (m, 1H),
2.25 (t, J = 8.2 Hz, 2H), 2.09 — 2.03 (m, 2H), 2.02 — 1.76 (m, 20H, AcOH), 1.74 — 1.70 (m, 1H),
1.69 - 1.56 (m, 7H), 1.55 — 1.39 (m, 4H), 1.22 — 1.11 (m, 6H), 0.93 — 0.83 (m, 9H) , 0.83 — 0.77 (m,
9H).

&4 73: Val-Pro-Leu-Val BEER 2k

'H NMR (600 MHz, MeOD) 6 4.54 — 4.49 (m, 1H), 4.40 (dd, J=9.2, 6.0 Hz, 1H),4.18 (d, J=5.0
Hz, 1H), 3.99 (d, /= 5.3 Hz, 1H), 3.69 (dd, /= 10.7, 5.0 Hz, 1H), 3.65 — 3.58 (m, 1H), 2.32 — 2.20
(m, 2H), 2.19 — 2.01 (m, 3H), 2.00 — 1.86 (m, 4H, AcOH), 1.85 — 1.75 (m, 1H), 1.69 — 1.54 (m, 2H),
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1.12 (d, J=7.0 Hz, 3H), 1.03 — 1.01 (m, 3H), 0.95 (d, J = 6.6 Hz, 3H), 0.93 — 0.89 (m, 9H).

SEHEH 2: BRRALEY DX ZBEE S 5/ B B SR A RS ER
1. SEEZh¥): SPF 4 CSTBL/6 /MR, FeZHEMRHEA IR AR, shVFnuEs
SCXK(J11)2020-034
2\ ik SERHIENMERGRE, DNRILMAL A4 A, A 10 X, B XA
) MRHTDK OEEER). FTEZ YA R 160mg/kg), a1 H(lmg/ke). )
Viordd e, AR SRR o5 P ADK T Ab, B R AAS TN AV, BRIk, &
B8 Koo T RIS & AREEK 24 h, T35 8 R 30 min J5 4] & LHER X B LHAM
INRZEBE YT 015 mL BE/K 2B, 1h 5 CO it BRI, Sl v 1Ak
KT, FECATE . p B RPN 19 EEAR 1 mL, S3L3E0], B B RIS 19% H
WPEDE 25 mine I E KRB EF, ABEBAKEHERTEERNEY, FAEHEREER. B
BHCTH i F2REMGKERT tmm #, WEHKE, F2Ki 145 FHEERT 1
mm, AR REON G KEANT 1 mm 0.5 4, B AR iz s s
iR
3. %R
B NROBESHE T BERGHEE S, WAV 1 FR—KESE 8 RENEE TR EMIEE

RETRERRIL, HBCRI T BMEZMAGR 6), SRENLEY 1 ¥ET BIRGE 2% . SR
SRz IE 2.

6T HNIN 2B E BN FEH TSR (=10, X +s)

o 1A

X REZH 1.84+1.62
FATH 35.32423.30%
2 13.4247.61%
e 14 8.1344.17%*

VE: GATHRAAE, #P<0.01; 5BIYHMEL, *P<0.05, **P<0.01

SEHER 3. SEHIB) 1 RS L AR X ZBEE SR/ B B RGRAE NSRS ER
1. SEEe3HW: SPF 4 CSTBL/6 /N, WRARZIHEAEMRHAIR A, shVF A e S
SCXK()1)2020-034
2. Fik:
SEESBHYNE R EIRIR IS, SRENHT 1 RAHERTE I YIIT IR A %A /K 24 he HEBIRTSLEG

17



WO 2022/002186 PCT/CN2021/103943

ANRBENL L A s R BRI 10 R SE 440 10 H, B A KB B
TAALKELAh, g2 0.2mg/kg RIL 2571 B B4 TARSZARER, 4525 1 /hIG,
BHNRAE RS T 09mlkg K ARERL, 1| h J5H H BBUEASE), S4BT
SEA), B BRI 1% EE R 1 mL, S53LE00), Bl EERIBN 19 H
VR e =90 30 min JE U B A, WEASEE, [EHAMSKMMETSHENEY, P
SRS IE I /N B RR B, TSR B T R

BEIEEOTH vk ARRBGKERT 1mm &, MERKE, S22kt 140 HH
R TF 1 mm, BiE e RIS KENF Tmm i) 0.5 4, Kb AHINA H i
PRI TR B

TN 2 =B ZH 15097 PR 245 2 AU T Fa O M5 45 7 FE H0< 100 %«

A ) e =(IR L A B B /(& ) 1 B ).
3. &R R 7R T ARG A

R 7N OB IR B

i 2 HitmE 25 ND 50 /
1 +++ 26 +++ 51 ND
2 ND 27 +++ 52 ND
3 +++ 28 +++ 53 ND
4 ND 29 ND 54 ND
5 ND 30 +++ 55 ND
6 ND 31 +++ 56 -

7 ND 32 +++ 57 ++
8 + 33 ND 58 /

9 ND 34 / 59 ND
10 ++++ 35 + 60 ND
11 ++ 36 ND 61 ND
12 / 37 ND 62 ND
13 ND 38 +++ 63 ND
14 ND 39 ND 64 +
15 ND 40 ND 65 ND
16 ND 41 ND 06 +
17 ND 42 ND 67 +
18 ND 43 ND 68 ND
19 ND 44 + 69 ND
20 ND 45 - 70 ND
21 ND 46 ND 71 ND
22 ND 47 ND 72 ND
23 ND 48 ++ 73 ++
24 ND 49 ND
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G =N
BMEEANTIBRGER S 2 MR M. AE TR, Suitm S DU s 2 iR a6 41 LA
&9 1 e A RS .
AR 352 52 T = (I AL S B 30 ) (A 0 1 B )

MIXTEHINHES1.20, FIRA

A EEANH RN 0.9 - 1.20, FRH+H7;

ARSI BRI R 0.6 - 0.9, FTRA

AR A 0.3 - 0.6, AN

O< HIXF B 2<0.3, T AP (IRATIEVE) s

MFT B IR0, FRA

ND ZoRASHEY 1 T3

SLHER 4: LAY 1 XENRERBE RN

Jriks FAEARNT A AN U B 3R 1 ST 28 4% B (organoid)HE 7R, BAER TR R
HELEESIAEZESE, BI% 0.5mm oA KN/, FANE] 2.5mM ) EDTA/DPBS
AT A N EEATIHAL, 20 1he HETEALE R B IR L s At i B0 0 S B3, BT RN
HaTiE R T AT h, 7ER IR NS A KN T IS8 B R i b b AT 5 98, Wil
B AR R T AN N SZIRZG Y, SeaR 44 50 IR A AR TR B 7R &t InNAL &9 1, PRI B &
AN E ML TE Dayl. Day3. Day5 F1 Day7 SRR A KR, M4 1 0258
EERSINEAR

Gh: SXTRALGUMLL, BEERTIRHER, ESALAY 1 M RER R A KR
YRR, B R T BT &0, SRRIEY | KRR TR &
RTMBAZIE 3, B3 S5 RAMIL, *f{3% p<0.05), 7T AR F I 5 14
(GiiH s g BB ER) . IRBUE AW 1 CF AT RNA, JE S5t % & PCR
R S AL A R FE R B R, A AR VA AR 54 SST A Gastrin.  SIHAG R 240 bz E47)
TFF2 [f] mRNA K-PH R ETHS WA 4)e iXLeE BB W2 RALAY) 1 GEITiE B 2838 Bk
WAL, SIS 1 2 50T B T AR R B A oAk

SCHEf 5. AW 1 b/ RiB RS B RRBFRTIER
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Frik: /N (Ler5-GFP-CreERT /) 618 M 2545 P B 6 K ) MNNG(N- 1 E-N-fF 2£-N- T
THFENOEA 7 JE B T #E: /N E B IR & MNNG(100mg/ml) 7K, [F & H
SE I )4/ A% I 150mg/kg BV ELE B 75 B B T Bmg/ml) IR, FrEE 20 J& . 845 20 &
JETE/N R @ A K |, & HEB WA 1Gmelkg), 42 2 RS 1
X M AR BRI ITROR .

SR HSRESERER, BRI B ATRE SRR R, fEME HR
YN i (H*-K*-ATPase FHVE)ANIEL H (9kD, I FLE 20 AOR IS I 5 w3 T e i 2 K
a1 iRy, SR, aY 1 AR EIRGMIREIEY, HRMMEHE BF
Wz, HEHREEERAREEESRE, SGRSE S, KEERRILEY 1 6662
/N AR I 24 1 B R B

TEEPEEGITEE Kb, BERMEELREETARN S . RIS e TG
AREIE F T4 (Lers* A AQPSHIIERAE . seihsh RE W], Sxtlaimit, #AEAKT
A H B D SERAM, AW 1 RIT AN IETEE KT T4 H (PCNA [H 7%
%) LgrSt2lffufl Ki67 FHHER) AQPST AN LA TE R E 1N, St RIAFEERELER,
HRZNZFEH 6.

EHEE 6 LAY 1 HEHEBGHER RARBRITER
1. ERHY

SPF % SD K 85 H, MEMERF, {KE 160-280g, HH VARELE) EMHA G RAF
PRAE, VPR T SCXK(50)2016-0002.
2\ SEWMHE

SD KB 85 K, EMNEMRTR | )G, B R A IR 10 ROATEE Z=4e itk B R ik
ALK CAG 4175 KR A A% T8 HREE LB 7K Smlkg, ESEHRE, AHERK
KoCAG 44 T4 H# & 120ug/mL ] MNNG(N- 1 5-N-f 2-N- AT 7K 59, Sml/kg,
AHEH 003% % B8 TR, HABKH 2% KRN EBHKK. 515 TR E 18
N T E S PE R (Sml/kg, 60-70°C), HMHAFHEH MNNG, SAAHEEFT. 5 18
JEE, &2 JA S HIEAUVIEE RS A ERE OB % 2 I, IUERGIR, JRELD) A O A R T
(A5 B D+l dl), BN RRAET: 19 ROCH. EHEEE 25 FR st K a4 A 3 4L,
BRI AL A 1 R B Gmg/kg)s LAY 1R E A (Img/kg). 1F 8 X IR AR 741 5
HiEEaaAdmiK, LESHEES THBEY, %28 .
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R0 R A AR K A AR, W E R BB S OKE, WEAREHRES.
425 8 JA TG, KERZEEARZEK 24 /N, 10% KA S0 3.5ml/kg VRS BRAEE. HiEs 48,
RSB IT, AR ER A, BUA /NG R R 2 B T 2 -+ 48 i i
I EREAN, T 10% H /R SR E, A, S HE ey, dHT
T HLZE AT o

BT A 55 35K F SPSS23 #fhidk AT Ab 3 . THE BTk} PA Shapiro-Wilk #2583E47 TEAS A4S
B, FRAIESM M, CAEUINRARES ( X+ )FR, ZAHMAEE, RABEEN %
43¥i(One-way ANOVA), 72553 H LSD AT A Lbi, HZEAFFE A Dunnett’s T3
PEATHIELLEL, P<0.05 R EFAFGI¥E L. EAREIESSA, HATHRARL,
Z A ELBERHA] Kruskal-Wallis #6551 F P EEBCR A Mann-Whitney 056, 45205k}
AR IEA AR 1. P<0.05 R 23 A S8 L.

&R
31 KBR—EHR

IEFARREEIE GRS, BEEAaRE. W, MERER . SRk
EAN LA R B e FEPORES M, BEE . REAHRAERIE St . REEKEAEE
WM, ZE, BOMRERKE. WEa)EK, SHBE, MEFERD). BOREKEE
EhUL R P SN AL, AE MRS 2R, HEH . PRI SRR 2 5 L 250k B LA
B e F TN, LAY VIR, BRI ELIE AR M K RIS RO SR
K&

32 KRBEENR

LY s G, SUMRAELHEZER. SIEELML, SR F A ENRRE,
AGiit R X (P<<0.05); SEAAML, (oW 1R B, &R, AR E 8T &,
AHIHER L (P<0.05), HAXBHAREERTHITFEL, WES.

R 8KHLE 8 FJE K HE (R

H3 SR E HERAEE) HERAECE)
ey=)agich:| 10 364 602

;- vk 12 369 446*
HEV 1R 14 396 637"
EY 1% 14 374 532"

TS IERAMLAREEERP<0.05); *SEMUAMLA EZE %R EP<0.05).
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J3RELER

KR EBERE N B TS IR RBES EE S, RS B
BT, BMEA NS HEARE: AR K R B A A, BRI A, A R A
ANFIFESE kD, HEZIRGER AR, B B 5K, KW Bk, DERRAIELY. 5
B, BRI RAE X ZE4507 50 I B3 5 (P<<0.05); SHETAAMLL, a8, &
FELAT WG R R B BIERAE . BT (P<0.05). SRS ILE 7.

SEHEH] 7: LAY 1 X HaCAT SRR REAE R

e 4 HaCAT 403 B2 3 5 1.0x10°~5.0x 103 mL HEAT £ A0KE 35, T 37°C, 5% CO»
AT REFR 24~36 /N T AR R TR o BRI AL RS B, JE ML B AR
BC AR 5 2.5 10Y/mL 2R+ 96 FLANALES 7245 1, & 4L 100 uL, B 2500 M4f/AL, F 37°C,
5% COx 2AF TR FEE 0o TN 50 L FTC s B 22 SR A S0, Ak &4 1 249K
i 04ug/mL; AR ¥ E EGE SHEZH, BUIIA 50 ul FJC MGy R A m bl S48 A SR 5 AE
KR FEGH W, 4WRIE N 100 ng/mL; AEAINIRAL, BUIINSEABIN L Mgk 4. +
37°C, 5% CO2 kA F 5537 72 /i, SRA] CellTiter-Glo® iR &A% Ml HaC AT 41 bk 558 1
o

ZiR: WE 8 PR, 04ug/mL (LA 1 X HaCAT 4y BA7 B ML IR fER, ®H
WA 1 TR B A A RS B A BUFE A . B8, SEUXTIRAAEL, R
# p<0.05, **{{z p<0.01,

SRR 8: AW 1 RALAY 26 RS E M ERGHBEEH

Tk SRR MU 4R B 50 BE 1 1 (FI- DI ML B a2 58 & b i, 7R 2R 06 R T
TR LB 9, B 9t BRAE(R B AT ) A ATl B ML, BkRE By E ) fEm
fa T 30, AONMERILE AR AY . Fli-1 BES A, PAE SR ot 3 e 7 =X
BT BEMUERUZAS S 1 RN Fl-1 BESE T 6 FLIR . BALELIRA)30 B. EFMIRE
FIARHER R A BEBE 5 £, HAR & SR 2K IR L T (VT 5 3 /NS e Sr 3 5 8 g i
BB, 3 NS, BTE EADKERE O PRERFEK, b ARMT B . iKY
455 N F S 25 TAL AP 1500 ng/ ) BUAE &4 26(500 ng/fE), 28 CTHLIE 2 K. R4
HIEEEL 10 55 8 T2t B0 T, Al NIS-Elements D 3.20 2% I G AL #4144y
W RESAR, il F e 7y 8.
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SR BRI R I T MU o SR . B 1 FIAGEY 26 ER iR i T DU
FESEARABYT I Bl N B, R BT fa i B IS o SR, RIMLEY 1 Fifk
B 26 W] LUGE R A AO4R 45 FEAE E (BT 10 R 11). B 11 AR, S AU RE L L, ++p < 0.01,
*#%p <0.001,

SLHEf 9: MAEZREERKE. BREE R

i BRRNRE (A 1. a 26, (a 27, A 28 X EGR4 Img, N
K 1ml AE - BURE SR 100ul, 07K 900ul, YRAT, 1B AT G S ST » BURE SIS RS 100ul,
SATMA T W) N L) RERBUERO. J AL ER0)900ul, 37°CHEIR
K LN, A, BB, PRSP, R RO B S A T AL B R K b B R
RO S T AR 6 5 B DARE o (R W T AT SoF EE 5 o LATKRARE 5 AN AT (o] A B ) SR A
SR HE, St LG A £ A R I A I D AR B ) A A

ROZHRAERNE. BREERR

i WHE% XRE%Z [H#RE% 0 fRE %
WwEW1 96 0 101 100
WA 26 100 103 101 102
WweEW27 97 0 100 101
& 28 96 0 99 99

EGF 0 0 0 0

Ve WERATER, X ERATHR, 1 #HCEERIER, 0 Rt aUba s

SR NF T, 4 MERSGLED 1. 26, 27 F1 285 A T E W) E4:FHUA
WAL BN EEB(OVHS 100%0AH, UHIRFEE: &Y 26 3 A TIRCOEM LK
5E; EGF 1E B AR EHGR A (R, ULBIAE B h A fae, RIS AL R
R IR BN 5 Pk EGF 4 B 2 g iR .

SEHERI 10: LAWY 1 XBTE LAREE S HIK R B Bt R

FH: SD KEUEN MG, 4% Excel SEARNLHVES M 3 4B 10 H), BP:
SR L, WA 10.3 mghk)l. B4R, FFUH%A THIRACECH IR 4 AR T
g T AMRTRAL K, (B 1 EHas TN ZYIGRIT), R —IK, L 8 K. W 7 K&
A5, AR AZEK 24h. 5 8 RERARYLAL, (L&Y 1 4LEAAULR BUE5 24 (8
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AK)30 min JE4 OFEH ST 250 mg/kg FIa]UDHMIERIERS . 58 4h J5, A0, £54L
TR ], SECATE . AR ATEN 1% ISR 8 mL, Z54Lel ], B E SRR
AN 1% HBERE RS E, 30 min JEV HRE BT, ABEBEAERTHFENEY, KE P
Ja, MWEIMIRE &R, WEBRE R,

SR BR 1 KELE 8 REDEESA TAAY 1(0.3mg/kg) X B =] T 7S B 5t

PR BRI PR AR AL TE W 2
R B PRARON B B 5t

M, ALY 1 DD T ) AR 15 5tk A 2R K SR P A I
R 10 R THAY) 1 AR IL AR A K B B &

i,
#1016 5Y 1 3P A VUK S 5K B B B R .
ERAT BB TE R (mm?)
Xof R L« 7.424.32
A 140.36:82.40"
W& 14 20.55410.45%*

VE: #ERBALMILL, p<0.0L=SHUMALILL, p<0.01

RERRISEE 7 EaRseitis], HAKWEST7 IR T R sepifs], HArEmR
HEAKAR A B SR da. ik, SRS E BT B S A K

RVEIEZ A
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