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& Babine et al., Chem. Rev. (1997) 97:
T AR T shveldg. a8y, di-uAd FEHEE 9y 3dS E3 gE 4
7 = il

$ol gRSHoz & BAoAY Aol BEyolw, vud P st
o,
e A7 agsel ARARA ur 29 Jeol 29 Y PAE A PE ALAAT. AE 5, @
ge AEse] 5@ Fu L 23 RS fASEA wo 3E BHEHe 9

(= 59, ¥3 [Gante, J. Angew. Chem. Int. Ed. Engl. (1994) 33:1699-17201; [R M. J. Llskamp Rec
Trav. Chim. Pays-Bas 1994, 113, 1]; [Giannis, T. Kolter, Angew. Chem. Int. Ed. Engl. 1993, 32, 1244],
[P. D. Bailey, Peptide Chemistry, Wiley, New York, 1990, p. 182]; % oj7|M dA3H Hu&FE3d FHx). T
e AIHe 3 g 3 FH=E dAstete Aol (& 501, 3 [Phelan et al. 1997 J. An.
Chem. Soc. 119:455]; [Leuc et al. 2003 Proc. Nat'l. Acad. Sci. USA 100:11273]; [Bracken et al., 1994
J. Am. Chem. Soc. 116:6432]; [Yan et al. 2004 Bioorg. Med. Chem. 14:1403] #Z%). Zgjy, H ¥ HH
2 4 2/EE Egs 7tar)e] ARgS Eghei

gige] g

<#g el ha

"FE = ~lE" (peptide stapling)"S ZIHEE o EAsteE 29 SHF-FH SAE A3 525
(ROD WS olgstel 36 Adar] (A2 Sol, gl ~HZRe") a nelE o yo

nE A" gololtk (3 [the cover art for J. Org. Chem. (2001) vol. 66, issue 16 describing
metathesis-based crosslinking of alpha-helical peptides; Blackwell et al.; Angew Chem. Int. Ed. (1994)
ST ). A, BN A8 B s 2HEYE WEE Sl Fe 99l £ W

_Y‘i r
ﬂlﬂl
ofk
o,
ol
o
rir
QL'
2,
i)
=

2 4/Es FujE o] &dte] ZEHYE Mo SAIE & de 29 ol AF-FH S, 279 T AF-
T S, e U9 ol AR F U9 At AR S JddE vd "’\Eﬂaag" FHEE Al
ok AS EFeth. Ed, EoA AREE §o] "SIHE= ~E| A (peptide stitching)"S Y ZEHT=
el A vhere] HEa "2EEY" AR "AEAE" (tF 2HEREE) ZYRAEEE ATee AS AAS
o}.

AA gslrd 7tug o] &3 HAE =] ~HEYS, 538 At #u ste] 29 o Fy H/EE 2
b F2E fFAEE O 250 HE Ao® W Hrt (3 [Schafmiester, et al., J. Am. Chem. Soc. (2000)
122:5891-5892; Walensky et al., Science (2004) 305:1466-1470] =%). dE Eof, dy-yAd 23 %
ZHA she A Bk vk og ZEPHE 2HERS ZYREEE 19 i ¢u-uald dﬂ%i ks
E T Utk olggk ZAAAR 23 FxE, odE B9 gwd i dddd dig JEE= AdHS FIHAE F
NI, FAHES £2F4E 7 F o, x4 M=E aL

= wOH

sonel fE=e] AL nrh FFeA T & 9

: +e ,

) A A g4 AAND S ek olE g A

g OFFEAS-fE BID-BUS %ob-vidol Agste], v~EE EelgE e vis) B2 mudy wEwl
=

o=

ol AAS Huh =4 A% vk gl 3 [Walensky et al., Science (2004) 305:1466-1470]; n|=+ E3
=9 71 A2005/02506890%; H Hl= EF =9 I #A12006/0008348% (o] Z+7r2 Edo| Hu= ¥ FH)
%),

Atst 283 E ZYFEHE 9 9] "HiAEAE" AFATE B oA 2oty B e Algftet 2R
9 " AE R ZEPE S, © a9 Az g AR UHS AFsc. 2B oadnge g B odio] A e #
e 9 Agd dETset FYAE Xk AY 2AHAE (BT FAE Ag 2dE 2HE AT
B AAGENA, 2 I Atk du-upAy AHAE ZEPREEE ATy, 5A AAYHAA, 2
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54 AAFHAA, Ak 2YTE AT Folo] APt 54 ANFENA, A 2B Uy (IV) F
ofe] Hgstet.

¥ orwe me A FEF H8 [ WA VIS 4849 Gn-ay EeEse 48, ol wx A
o ARE BLE S WA Folsts AL EFeh, 47 RANM 4B, ol wi Y] AE W
ol #e Zlolth,

2 90 v deld 58, ¥4 58 29, A9 /A 2 /e FAR (o5 mEE B gus 23
e Ad

2oyl sht ol MAFEle] AN AHge el M@drh ¥ @@l sg 54, 24 % ojge ¥
Bol gAE A, =W, AAd 2 3oy Bgug ol

49

s

o Aol prlel B sl ZiAEel vk, 2 dre] 2A4S 9§, shet o
, %3 [Handbook of Chemistry and Physics, 75 Ed., inside cover]d] whe} &
AR 0w A7) del 71| wpep 3ol Aojevh.  wEk, f7] 3hshe] Awh
Az, L FAFHA #ATA FAr] 2 AL & [Organic Chemistry, Thomas Sorrell, University Science
Books, Sausalito, 1999; Smith and March March's Advanced Organic Chemistry, 5th Edition, John Wiley &

Sons, Inc., New York, 2001; Larock, Comprehensive Organic Transformations, VCH Publishers, Inc., New

York, 1989; Carruthers, Some Modern Methods of Organic Synthesis, Srd Edition, Cambridge University
Press, Cambridge, 19871l 7]A1=o] it}.

gl BgtE (e 5o, obxwal, B oHAERE, dF XY 3 AEAE AEHE 2 ZfEHs)e
5S4 ZlstolddAl e dAle]dEA ez EAE & v B 3 Ala- 8 Edla-olddA, R- B S-

=il
FEdAelddA, (D)-olddA, (L)-old=dA], o5 Ay &= 3 o

| A, g9 7E 9
& HIEE ol @ BE Sees & Ewe] W9 e £dEe Aow it

JHAA/ AL GO RN HTAT B9, o5 PP ANFEN FAHow e o 4AA glo] AF
9 5 gl d, o Yo Fuaow WY vk, BAdA ASE "PeHow Ty e s
wol folahl we wEel & AeAlAAR olFold AL oJulgch, 54 AAGHeIA, £ wel 3
B oF 00 % ol¥e] MHAT ALHIYAAD o TolArh, e AAFHAN, B HFEE o 95 F
F%, 08 FH% T 99 FF% o1%e] WA ALY FAAE o) Tolth. HFAT ALl AA
A gk A AzvEIY (PO, 2 12 el 94 % A4S nEd G o e

2 gAle EE ey dEE AU, me v dHeE Alxd F . dE S, &3 [Jacques,
et al., Enantiomers, Racemates and Resolutions (Wiley Interscience, New York, 1981); Wilen, S.H., et
al., Tetrahedron 33:2725 (1977); Eliel, E.L. Stereochemistry of Carbon Compounds (McGraw-Hill, NY,
1962); Wilen, S.H. Tables of Resolving Agents and Optical Resolutions p. 268 (E.L. Eliel, Ed., Univ.
of Notre Dame Press, Notre Dame, IN 1972)]& =3},

wdol Z1AE wheh Zol B sighed Yo o] AR] e ¥ R AGd 5 %l Ao
ojsid ot dwtHom, o] "JoR"I} A=A o Fol glol &of "AghE", B wwe] 33
Aol e A= FoIxl 72 Ul A duEs ded A7 dHZE diAdse As AddH. de
of Fol = o s 23] fAVF Fed V|2RE AduEs shy 23ke] AR Add 5 e A,
A87)= BE AN LAY Zold 5 k. EolA ARgE o] "HgE"S #7] e BE §
7bed A&7, ol ZAE dele] A&7 (dE 5ol AWH, &, @Ad, &d, duEAYS, &
HzAEe, ofd, dHzold, ofd, &4, ofn|k, Bl Sa, AJofi, ofhAjobl, ofH|ik, oAk, UER,
sexd, HE, @2 5) 2 o5 99 2= (dE &, AFobr|w, sHEALFoln| =, dZoj]
el mdobr]ie, ofdotn| e FEH| ZolHor]e, ol ofH, AWFHSA], SHEALSSA, dAS
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Al SEEEAEA], bS], SHRESA], AYFESA], HHZANSE A, SLE A, =LA E
A, oFHEISA], SHROFE|SA], obdSA] SR A&sto] AR VS FAs= As Ese= Aow
adEn. RS A AEr)/A7d mEehr] AF ol2d dole] R EE 2des . duby
o8 ARgE Qs AEV)e] F7t dl= Aol yERd FAIES] AAGHE A E T, o= Bl 7] AH
o] Adrt. ¥ W] EAS A, Aot L FHEAAE FEHRdAe] AATLE REAA A s
GAdets el ZIAE vpel 22 2 A9] B/EE o] ARt AfrlE b 4 v

el A ARg-E mkeh ro], HuAl "-Qll'om Euh= X 8] HAL AWV ERE 27 ¢4 dAE AA sk
e whelgtt e Ao, wEbA, oS Sof, okl ofddl e AR A dAERL L)
g @Al dHzdd ddHzddd, duHzdAde duzdAdd, dHzEdrde ddzdrdd,
ofdS o, ¥ sHRoldS FE Rold o),

Bolo|A] AbEE &o] "opAre ouk 3314 —C(=0)R, -C(=0)0R", -C(=0)-0-C(=0)R", -C(=0)SR", -C(=0)N(R"),,

C(=9)R", “CEONRY,, —€(=9)SRY, -C(=RHR', -C=RHOR', -C(=aRHSKR 2 -c(=aRINRY,Z ZH= 712 A

| oopulte: A Ea WAIgE opd, A[ZE HiT ofAEE, Ak Ha HIARhE, A B weAE AN
AlEY i ofAlEY, A& EE HASE, B4 i HRAE SEHEAES A3y EE oSy, A# ®
oA, B4 EE vEAE s AFE Ea ofAEY, Af Eu wARE, A B A
g AR Ee wAgE ) Ag e A ok, A& Ee vA e FERe, AWSSA],
RALEFSA, S, EHZAD S, oA, SE R SA, AYHE S, SEHZAYHE S, A
E5A, SERSAESA, oFdESA, S RZotE S, B B O-AgSolue, Ble- B U-sH 2
AgFobulle, Hi- EE O-Qobu|n, - Eix f-dEHz ot Rie- B -obdobrn, Hi
Wi- mi O-geRobdob ol Aty w249 RVIE @4 5 WA 69 dHzAEY neE I
AR obd7IZE GHB = (CH0), 7FEHAR (COHD), AE, obd efel=, clxEE, ofnj=, elnl, J}
2HUCIE, Jtautdo]E B f2otE 5 4 vk ok AR, olER IAHA = oA, M Y]
T FAske Bl 71AE el Ae] (E 5o, ANH, 4, A, VI, FHRANS, sEHRA
28, ok, slERebd, b, &4, olule, ER&A, Alof, olhAjobk, ofmle, oAk, YER, =5
A, He, R, AgSKopult, sHRASo e, Ao, SR G, obdotu ke, S Rop- o}
M, 2ol obd b, ARHSA, SEHRARITSA, FASA, SHRdASA, oS, FEH RS
Al AFESA, SEHRASESA, SAESA, SERGAE S, e S, sEHROFHESA], oS
Al (ols A7 71 Agkd = oA 57 A8 5 fe))E = ¢ dd

B AHgE go opdd'e Auk 33 R-(C=X)-R-, R-X(CH)R- mE R-X(C=X)XR-

0
HEZdAdd =&
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W, oble, oAk, YER, SESA, B, @2, AWFohk, dEHzZANSobw, dotrn, FH2d
Zopu = ofHopu e gy Roldoln|, Dol olb | A8 HH =AW I EIR-DANE 12
ZAAEA], ob A, SEHREEA, AYFE S, SHEAYFE A, SAESA, SHZSAESA], o}
HE|SA], SlERoHE|SA], ofdEA]l F (o]5 AE F7F AFE £ AAY U 23D F leNE & F

AT
oA Algd gof "slEZolH A EloA Aold nie} e IEHZIHV|ZEE 279 4 UAE A
Aste] frey vpolgit] S A A, sEHEolHAV]E A3 e v gk 5 vk, E19, FE 2ol Y]
v HAVIEA EQol gojd upel 2o a7, dAdHA, dy|dA, dEzddd, duzdAdd £
Hadrjdal 72 E9id 4 gil7] AR, olgR dAHAE @AN, bg3 AVE F
Aot e 714" Aol g7 (dF Eol, AWE, 47, dAd, &

pYo)

o, dHZold, ofd, 4, v, Blesa, *OFJL;, olAloble, ofmh, ofA L, UER, J|=FH4, |
L, T2 AFol i, FHEAWFoM|w, dZolnn FHEEdAolu e, ofHoln| i, F|EH RZolHoln]
ddotd, ofdd, AWFHEA], HHZALFSA, SA5A, HZLASA], ofdEA], FHZoESA, X
WHESA], S EANSFESA, SAESA], F

HRZAAE A, ofdE|SA], FHRolHESA], bS] &

gol "elEzoldolv it RV HRAoR 4 mE Relol Aold v ge Jolw AghE e zoe]

ol
lo
i,
=
o
i
o
jale
Lo
fr
rT&"
i,
&11“
o,
fr
9,
a
N
[

gof "slHlZotREl A Re] Bdol A Aeld nish ge Qlelw Agd slHzolsloln, F A% B B

Aol A4 2w shsta] (-SR)e) "AgE Hee AT}

]
= ’ ’
g, SEHEAS, EHRAFY, ofd, dHRZod, ofd, ofvk, SlESA, dold, ol e & (o5 7
pds =)
l =

B4 AR fo] "ol aAohe 84 (N9 718 AR B

BAolA] ALE gof "UER"E 884 (N0 1 AR,

sl AR gof "A"E AAY Al 78 FAE AFTE. A FEES dY wAE A Ve

, =% [Atherton, E., Sheppard, R.C. Solid Phase Peptide Synthesis: A Practical
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[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]
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Approach, IRL Press, Oxford, England, 1989, and Stewart J.M., Young, J.D. Solid Phase Peptide

Synthesis, o™ edition, Pierce Chemical Company, Rockford, 1984] (°o]& REFt HEYo Fau=z
)t B Ao o) AMSE § e FA9 dR2E, olER dAHAE

(1) A 4 (& 5°], REM 41, Hld && T34 2% F4, Aid-Zg =gl F4);

(2) of¥l 53t 4] (& 50, otvd 4], N-(4-AdSA ) s =5 dovl FFA 2, (opnwmmd)E
Y2EA FFA A R)-(H-a-dEgwldolnl, 2-F22EHY A2 (Knorr) A, 2-N-Fmoc-o}v] -] ¥lZA
FEJE-1,4-"d T3 27 54, 4-[4-(1-Fnoc-otr] 1ol &) -2-v| FA| -5-H EZ 3| 5 A] | F-E] 2olv| v g -&
gl mERl A, -l SA Ao A A, 4-TtEEAMAEEo s S9A] Ae, Bl A(tert-F-5A17F
2REE R T3 A, tvidotn e E-Ee 28, Fnoc-3-0}r|=-3-(2-HE R ) Z 2 v &4t
A 2%, N-vlg opmwwElst Fe] ¥, PAL A, AlH|(Sieber) obv]= FA] L tert-HE N-(2-MFHE
gd)7t2uto|E F9A 2%, EgudERRva-4-7t2 R olu e FA A

(3) WMl=3|=Holwl (BHA) $X| (dE So], o-Fzau=scy F2elo|ls =3H Ad, MPB-H=3 = o}ﬂl
FTHA AT, 4vEN=I=E FIA AT, H=Icd FEREolm FIA A, W=zl F
A3D);

n:°1'

(4) Br-#53 4 (dE 59, 4-(AA2)wld Baufe]l= 34 A%, 4-HarZgsgd, B
A, B53 Y(Wang) A, BE2EOIME F3A 2%, B2 EZI e, 3to] A (HypoGel, 55
Br, FE= A4S 93 Ze~Ed A-Br, BE3MAdw =34 2%, welA(TentaGel) HL-Br, ®lE}
dElA S-Br, WEFA S-Br);

(5) F22YY F£A (dE 59, s-[4-(F2zdehHAd]Ad ] ~gd S8 2, 4-(iZZA)ud 2 o]
= YA A3, 4-vEAMz =Y F2o|n F3A] A3,

(6) CHO-#53 A (dE 59, U-¥2E-3-vEAH A HE)Zg 2, 4-F2H-3-HEA A HE)
B, -AdSANEGd s SR AY, 4NASA-26-tEA NG s FEA A%, £
g 2gd, so]lxAd (SEAFFE) 200 CHO, 1E A, Z|2=E# A-CH(OEt),, ®WEFA HL-CH(OEt),);

(7) Cl-#53 4] (g 59, dshilzd 34 2%, (E22vd)Eg =g, wgZ=Merrifield's) F
A);
(8) COH 53t 4 (dE 5o, Ft25AdE &g =g, to]xA (TF43E) 200 COOH, =) 2=Eld AM-

COOH, ®lepAl HL-COOH, ®IE}2 MB-COOH, ®E}Z S-COOH);

e

(9) dtolx-A A (e& Bo], sto]EA (TF4HE) 200 FIP, dto]xA (THAE) 200 PHB, dtol¥A (5%
ZF3) 200 Tre-OH, 3ol (T543) 200 HMB);

(10) 1-¥53t 4 (dE 59, 4-29%dx T4 4%, 2exZdaed); Iv-d(Janda-Jel, J3E'Y)
(RAepA’-g 3 oful =, FTHA-NE, Frhd-Cl, Johd-4-vigtEsE, Brha-of, drpa-1-(3-t o] x
F)-3-oEztzR ol =, Aphd-1,3,4,6,7,8- A E2-2l-v P W -[1,2-a]  FEr|d, Aopd-REEE,
AepA-EZesed, dopd-Edsdyan, doba-oh);

(11) MBHA =% (3[4'-(3]=FA] 19)ﬂ1i/\1 23] Ak el = 3] ,
AEAE S9A A7 MBHA 5271, HMBA-4-w =3 = %om TA A, 4-vE=s| =dotnl
= FdA A A AE (Capacity) (o}u))

(12) Ni, 53t 4 ((opmme) E2 e, (op)mwe)Ee~El, sfol2d (S543E) 200 NH2, E7]
ZERL AM-NH,, 2-otv|i=ol e 3l &2 AERl vho]aRAv]of(Microsphere), 2-HE2E|ES} Ee|AEE vlo]AR
2yjo], 2-8|EFAdE s}t Ee|AEE violazZAv|o], 'lEbd HL-NH,, ®IEbd M Br, ®lebd M N, €IEp M
OH, ®IERA MB-NH,, ®IEFA S-NH,, ®ERZ S-NH);

i
of

(13) OH-¥e3t =4 (& 5o, 4-sl=FAmElzt FA 25, s|=FA e 4], -3t & 54);

(14) 4 54 (2 B, &2z 4 284 29, Axde S8 FEA 4G, 45 0%
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= 54 5

)

Al A

st

)k
(15) PEG =X (& Eof, dgd 2= 5384 2%

(16) Boc-/Blz HAH= 34 FA (d& £, Boc-Lys(Boc)-Lys[Boc-Lys(Boc)]-Cys(Acm)-b-Ala-0-PAM 4],
Boc-Lys(Fmoc)-Lys[Boc-Lys(Fmoc) ]-b-Ala-0-Pam  4*%],  Boc-Lys(Boc)-Lys[Boc-Lys(Boc)]-Lys{Boc-Lys(Boc)-
Lys[Boc-Lys(Boc) ] }-b-Ala-0-PAM A, Boc-Lys(Fmoc)-Lys[Boc-Lys(Fmoc) I-Lys{Boc-Lys(Fmoc)-Lys[Boc—
Lys(Fmoc) 1 }-b-Ala-O-PAM 4], Boc-Lys(Boc)-Lys[Boc-Lys(Boc) ]-Lys{Boc-Lys(Boc)-Lys[Boc-Lys(Boc) ] }-
Cys(Acm)-b-Ala-0-PAM <=%#], AbA 2 H(Preloaded) PAM <=4]);

(17) Fmoc—/t-Bu FEI= A A (dE E°], Fmoc-Lys(Fmoc)-Lys[Fmoc—Lys(Fmoc)]-b-Ala-0-% 44|, Fmoc-
Lys(Fmoc)-Lys[Fmoc-Lys(Fmoc) ]-Lys{Fmoc-Lys(Fmoc)-Lys[Fmoc-Lys(Fmoc) ] }-b-Ala-0-% %], A}d =d3 =l
B (5543%) S EFE 4, A1d 298 "HEA (SF54%) 74, A 298 Egd £, A 2ddE

g 57, ofvle d:ew YA A 2PE 2 54

(19) Bl&-B53t 4 (dE E9], dlo]LA (5243F) 200 S-Trt, Z¥2g@ A-S-Edd, ®ea H-S-E
e, ®leb2 MB-S-Edd, dEd S-S-Egd); 42

(20) & 44 (d& E°], Fmoc-Ala-% 4], Fmoc-Arg(Pbf)-% 44|, Fmoc-Arg(Pmc)-% 44|, Fmoc-Asn(Trt)-
% 44, Fmoc-Asp(OtBu)-% 44|, Fmoc—Cys(Acm)-% 4], Fmoc—Cys(StBu)-% 4], Fmoc—Cys(Trt) % 44|,
Fmoc—GIn(Trt)-% <=4, Fmoc-Glu(OtBu)-% 44|, Fmoc-Gly-% <=4, Fmoc-His(Trt)-% 44|, Fmoc-Ile-% <=
A], Fmoc-Leu—-% 44|, Fmoc-Lys(Boc)-% 44|, Fmoc-Met-% <=4, Fmoc-D-Met-% 4=#|, Fmoc-Phe-% <4,
Fmoc-Pro-% =%, Fmoc-Ser (tBu)-% %], Fmoc-Ser (Trt)-% <#|, Fmoc-Thr(tBu)-% %], Fmoc-Trp(Boc) %

42|, Fmoc-Trp-% A, Fmoc-Tyr(tBu)-% 4=#], Fmoc-Val-% +A]).

oA AFEE 8ol "tAT WAY|"=, nEASHAlE AxErlel Fae S THAH
Aol fE3tms FEe 7|2 S 1o B (integrity) S A= Z7|E A s
HJo A AFRE "3 oln|e-R 5| "E gl v FXEo] 9lar, #3 [Protecting Groups in Organic
Synthesis, T. W. Greene and P. G. M. Wuts, 3" edition, John Wiley & Sons, 1999] (19 AEL Eo] %+
12 XFE)AA ded HAES 5 F v AT ol x-RIVEE WY FH28po]E | oY FhEnbH| o]
E, -ZFddud Jt2nvo]E (Fmoc), 9-(2-EX)SFeddud Ft2rlyo]E | 9-(2,7-UEER)EFQ
2ol dud glZniro]lE, 2,7-t-t-%-49-[9-(10,10-t)¥4:-10,10,10, 10-H EZ}3| =2 E| @ A 4ke) |ijd 7}=n}
wo]E (DBD-Tmoc), 4-v|SA]#Ho}al sl2ulm|o]E (Phenoc), 2,2,2-Eg|ZZ220E JFt28}Ho]E (Troc), 2-E
g ddod 7t2nHo]E (Teoc), 2-dold ZhEnpHO|E (hZ), 1-(1-oltfvte)-1-wEo e FL2niwo]E
(Adpoc), 1,1-yHEd-2-g=2oe JlZnrldolE 1, 1-UfHE-2 2-tJu 2|8 ZJ}l=Znlyo]E (DB-t-BOC), 1,1-
gue-2,2,2-Eg|F 220 E Ft2uido]E (TCBOC), 1-wWE-1-(4-vsdd)old 7}2nld|o]E (Bpoc), 1-(3,5-
t-t-Fesd)-1-vgod Jl2ZulWo]E  (t-Bumeoc), 2-(2'- % 4'-ygd)o€d Jt2nldo]E  (Pyoc), 2-
(NN-TA S 284728 x0lun)od Ft28pdo]E ) t-2d Fl28pdo]E (BOC), 1-oftivtel Jl=nbvolE
(Adoc), ®]d ZF2vlHo]lE (Voc), 4™ ZlZnriHo]E (Alloc), 1-o]AZ2dYY JtZulHo]E (Ipaoc), ALt
1 gh2upo]E (Coc), 4-HERAYE 7t2udo]E (Noc), 8-+ 7t2nido]E, N-3|=ZAFHtd 7}
Zrtro]E | dZAYE L st2uio]E WA FEERIHO]E (Cbz), p-WISA A 7t2xHo]E (Moz), p-HER
WA 2o E, p-H2HlF Ft2uido]|E| p-F2 2 L2 o]E, 2 4-tEZ 2 E FHEnl o] E |
- Eddild Ft2npo]E (Msz), 9-dELHE Zl2uido|E,| tuduE 2ol E | 2-wEE Qo E
FtErtHol E | 2-vEdsxddd Ft2ntolE, 2-(p-EFAExd)E FtEntHo]|E, [2-(1,3-tEeld) IHdE
ZkZupH o] E (Dmoc), 4-wWEE| S #d 7k=nbdo]E (Mtpe), 2,4-HHlgyesld 7h=uteo]E (Bupe), 2-XE2
ZYood ZlZntHo]E (Peoc), 2-EZHLIEATY0|AXEY J2uH|o]E (Ppoc), 1,1-yHEd-2-Alo}
od Zt2niHo]E,| n-ERZ-p-ofdSAHA FEEHMO)E | p-(HI=EFAIRH)HNA FHERpo]E, 5-Hl=o|&%
AtEdEdd FtEniYolE | 2-(EgEZF o 2vY)-6-a2RdWY 28| o]E (Tcroc), m-YEEHY 7128}
olE | 3,5-HHEAMA JlEnlYo]E | o-UEZHZA JlZnlHolE | 3 4-UH|EA-6-HEZHZA JFL2nlH o] E |
Ad(oc-HERHADME sF2utHo]E | #HxEolAd-(10)-7}2Hd F=A, N -p-EFdsxdoir| wrl2r1d
FEAl, N'-sdotrmElertznd F2A, t-obd JhEnivo]E, S\l EjegtEnluo]E, p-Alohmwld 7}
Zrlro]E | AIZF2HY JlEniHo|E| AZRE A Ft2Rio]E, AERAY Ft2uido]E Al ER2x=duY
Ft2rtHo|E | p-dldSAMAE FtEniHo]E 2 2-UH|EAIFF 2R IH]d FE2HMo]E | o-(NN-UHE I 25~
ohvE)H A FhEniHo]E, 1,1-tHE-3-(NN-UHE7 2 »olu| )z 2 7t2uido]E | 1, 1-tWdx 23
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FrEntdol B, fe-Fed)ud JtEnidolE, 2-Fatdud st2nvolE, 2-2 9 Fod JlERiHO]E, o4
HEd Ft2nio]E, o] AR E Ft=Zuldo]E | olAUFEd FtEuHIMOE, p-(p'-WEAHHolx) WA JFEn}
HolE, I-vEAZF25d st2utdo|E | 1-meAZ2d4d stanimolE  1-Wd-1-A|F2Z2dud 7}2utm
°olE, 1-"W€¥-1-(3,5-tHEAF ) FtExto|E, 1-wWE-1-(p-Hdolxdd)d e 7I2uHo]E, 1-#d-
1-#deld stEntrolE, 1-wE-1-(4-F2jg)old JtEntrolE, #d Jt2nimo]E, p-(ddolx)wld 712
Aol £, 2,4,6-E8-t-F-E3d st2nholE, 4-(EviEgEm) A st2nbolE, 2,4 6-Eefddd 7}
2ntr|o]E | X FolHE, ofA|EctH|E, FRIEOMAEHE, EFFR RO EHE, EFEF O RO Eoly|
=, HdopEo e, 3-HdEZEdoln s, wFdolu| =, 3-FdrtERrone N-ylxdAdUdd e
A, Mzolu= | p-Fldil=olu| = o-HERFA Lo Eolu|E | o-HERHFA oA EotH & o} 4] oA Eol]
=, (N'-"gedd g gte R dotn)opEolu| = | 3-(p-3| EZA|FE ) Z2Fol| = 3-(o-HERIE) IR
Fopu| =, 2-HE-2-(o-HER ¥ 5A) L2 groju| = | 2-wE-2-(o-H| do} |5 A T2 ghofu| = | 4-F 2 Z Y o}
v, 3-rE-3-UERRgou = o-HERAUHE, N-ofAEHE T FE4, o-HERZWZoE o-(Wx
dgAmE )t zopn| = 4 5-UHH-3-SAEU-2-2, N-Zgolu=  N-t]Ejo}salolu]= (Dts), N-2,3-t]#d
djolu =, N-2,5-tHEddE, N-1,1,4,4-dHEgmdr)ddol A Z =g H7HAAE  (STABASE), 5-X34
1,3-9me-1,3,5-EgolAA 2 A-2-2, 5-XFH 1,3-tHE-1,3,5-EgolAAFE2IAN-2-2, 1-X3H
3,5-UHER~4-9g|&, N-vdolql, N-&&oldl, N-[2-(EgvE )| SA]vdedl (SEM), N-3-olAdEA|=
2ol N-(1-0] AZ 2 HA4-UEZ-2-&4-3-7ZF-3-A)o}y | 453 <4=2F 4, N-WlZolql, N-t(4-wZA]
d)vdolnl, N-5-t¥lzsw oy, N-Egjdldrdoelnl (Tr), N-[(4-WEA=d)cjsA e ]obal (MTr), N-
o-HdEF o g dolwl (PhF), N-2,7-UZFz2-9-ZZcddrddopy, N-dlzAdudoln = (Fem), N-2-9Z
doprl e N'-SAI= ) N-1, -t g eveaolnl, N-wldglolql, N-p-wEAulde] oyl N-t]=d e lo}
9, N-[-gg)mAd]d@orsl, N-(N' N'-tjdojn|=rmed)olql, N N'-o] a2z zdediv]oldl, N-p-1Y
Exddydolyl, N-dgjdE|dlolnl, N-5-F2a24degde oyl N-(5-F22-2-3|=Z A d)H e dlolr,
N-A S dgdlolrl, N-(5,5-tHd-3-FA-1-AlF2dAd)olrl, N-H& F=A, N-taAdEA F5=4, N-
[(Ad(HAeFt2rd a8 =5 gxruh)gt2rndloly, N8 ZAolE, N-old ZLYoE, N-UERZe, N-Y
Exdolyl olfl N-SA=, fddxsyoeln= (Dpp), HWEE XA E (Mpt), TFALEHLE~Holy|
(Ppt), U ExXBolu|do|E, tld IAXBolu|do|E, tild IAXBolu|do]E, HlzlsHo}n

=, o-YEEZWAEH = (Nps), 2, 4-tUEZWAEHAn = HAeF22ildEsdoln =, 2-HEZ-4-H &
AiAdEAoln = Egddrdedoin =, -UEZu g dEdolr|= (Npys), p-EF A& = (Ts), #lAl
SZoln= | 2 3 6-EWE-4-HEANAAEZI = (Mtr), 2,4,6-EHEAAAEZ= (Mth), 2,6-T)H

H-4-w| EA Al S Zob = (Pue), 2,3,5,6-H EZhE-4-w| SA A& Zotu = (Mte), 4-HSAAlEZopn] =
(bs), 2,4,6-EmdildlEEom = (Mts), 2,6-HHSA-4-wEdulglEEon| = (iMds), 2,2,5,7,8-HErHE
ARU-6-FEo = (Pme), WE=Eot= (Ms), B-EefvdddoetzEeln= (SES), 9-FESAEEH]
=, 4-(4" 8 -t EA gz E) bl EEolr) = (DNBS), WdEZoir =, EfEfeavdaEo|= g

ohasEESE B F 9l

e

oA AHEE AT AERAN WEY] EE REE 2R e gl 9e g4 Qa, 1w
(Greene, (1999)) &l e Aes 2. AP Hod 7tERddte] F7} o2, o852 Ay
AL AR, Ao, 9o, dAE-, ol % olPAW-REW ARRANS E 5 Yvh. AP A2
i Eeuddd, Edogad, -Rududd, -Peudad, Edeazendy ¢ 5 4 9
o AR dA71e] dEe WY, Add, p-ulEANAE, 3 4-HuEAE, Efd, t-5d, HEHDS| =R
2-de B 4 gk ARE AUl dzE A€ B 5 ootk A% ofurle dzi ddz Auw
A, wheldd = YzEE 5 5 3. AT ol dEs dom Agdd Wi (dF =, p-v

2 ]

"= gdAe de FAHo] 9dar, 3 [Protecting Groups in

Organic Synthesis, T. W. Greene and P. G. M. Wuts, 3rd edition, John Wiley & Sons, 1999] (z2] #HEo]
Bol Faum ) ded Aes . AR =Fd HavjEe Ag, WEAHE (o, WE
gedd (MND, t-FEygedE, (Aduugdz)HsAde (Mo, wdSAHE (BOM), p-HSAHE S A
g (PMBM), (4-wlS A5 2D e (p-AOM), FFotelobEFdld (GIN), t-F-SAHE, 4-MeldSA =" (POM),
A=A, 2-wEAEA Y (MEM), 2,2,2-Ef S22 EA MY, HA2-F22E5A)d, 2-(Egvd
A

Ag)o|ZA W e (SEMOR), HIEZS|==232td (THP), 3-HERHEZI=gvetd, HEHS =g vy,

i
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1-HESAAEFZEY, 4-mEAHEGS| =2detd (MHP), 4-vSAHEZDS| =2 datd, 4-mEAHEDS

=2 dEd §,S-tFA =, 1-[(2-F22-4-vd) i d ]|-4-vEA g H g d-4-L (CTMP), 1,4-T]Z2k-2-4, H
Egsmedad, HEGI=gEeFd, 2,3,3a,4,5,6,7,7a-SEFS| = 2-7 8, 8-E g d -4, 7-v| e} el 2 F 2
-2-d, 1-o5A ", 1-2-F2 2 FA)eld, 1-vE-1-vEAed, 1-WE-1-1d A g, 1-wd-1-Md%
A-2-ZF 0 2d, 2,2 2-Eg|E220d, 2-Egivgdadddd, 2-(ddAdd D), t-Fd, ¢, p-FE=2
Hd, p-EAEY, 2,4-tHERZSEY, Wd, pdEANE, 3 4-tuEANE, o ‘JEE‘#P‘E}, prUEZWHA,
p-TZHlA, 2,6-tF22WA, p-Alofdld, p-dHdHAd, 2-9FY, 4-7F9, -HE-2-9FH N-FA =,

ML_VL

=4, 3-9

HAdrd, pp'-tHERN=s| =, s-tilzrad, Efddrd, o-Yzdyaddd, p-dSAHd
e, Hp-vSAHAD) AdE, E(p-HSAHE)WE, 4-(4'-B=2 E'_J\ﬂ‘)}’é% Al d e, 4,4 4"~
Eﬂi(4,5—ﬂ%ii4ﬂ°]] Hd)HE, 4,4 4" -EFA(HE3H=LIdSAHAD)HE, 4,44 -EFalzd
SAHAD HE, 3-(oH|thE-1-d)H =" 4" -HuSAH D HME, 1, 1-H2U-mSA D) -1 -F g dmE, 9-
PEY, 9-(9-dd)ItEd, 9-(9-Hd-10-F4)QMEY, 1,3-HFUE&T-2-Y, #WlZo|iEolEY S,S-T A
Evgdd (TMS), Ezldgdd (TES), EglolaZzdAd (TIPS), YrEolsaxzdad (IPDMS), ¢
ojAx2IAY (DEIPS), tdEa A, (-FErjug Al (TBDMS), t-F-Ersddd (TBDPS), Euld
Ef-p-a4gdd EgddAdd, oddgdd (DPHS), t-FEHEAHIALE (TBMPS), EEHOIE,
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L-A1 282 (C) ~CH,SH T
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294 @) H H
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L-A9gehd (F) ~CiLPh H
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L-23 (V) —olazay —H
<#% 2Za>
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shulge wWuls) SYuAn SaAw, Edsdd Aom Rl (O it b wgel 44, 2639
AUE ge] B4 Fx, AN Ba (44 H) 2 Ldne gAse Mol mael oa Y=t () #
AT AHER LB obrlwAl (AD) FAlwe] X wwlol AW Fehn, HAie] e ot

T 2a-2c. (A) 5 @ (B) 49 &x-9&EA AAF oMy ~AHAEZ . A9 &3 2L T,. (0) 4 O 59

> I~
EYs 43} £ v

& 3a-3c. (A) FEI= 9 (97 ulD, (B) 6 (98 ul), (C) 8 (94 pM)e) &r-o&4 4dg o|yd ~FAEH,
E4 dE8EHA ",
=5 AAR JE= 99 IPLC A=vtER . obd¥E(Agilent) Ciy 9 2™ (3.5 x 150 mm) ellA 0-12+%

&< 10-64% B; 12-15% &<t 64-10% B; 15-18% &<t 10% B; A: HO0 5 0.1% TFA, B: MAEYEH
<% 0.5 mL/&.

= 6. AAE FHE= 49 HPLC AZvE, obdHUE (p 94 29 (3.5 x 150 mm) Aol A 0-14% F3F 50~
B 59 85-50%; A: H.0 5 0.1% TFA, B: olAEYUE

85% B; 14-18% U; 5 0.5 mL/E.

= 7. AAE HAE = 69 HPLC ARvtEZ. ofA™E Cy 94 AY (3.5 x 150 mm) AolA 0-20% =
10-100% B; 20-25% %9F 100% B; 25-30% =< 100-10% B; 30-35% %<¢F 10% B; A: H,0 &= 0.1% TFA, B:
SMHMEYEH; f4: 0.5 nL/E.

= 8. AAE HAE= 59 HPLC ARvtEZ. ofA™E Cy 94 AY (3.5 x 150 mm) AolA 0-20% =

il

10-100% B; 20-25% &<t 100% B; 25-30% &9F 100-10% B; 30-35% &<t 10% B; A: H,0 % 0.1% TFA, B:
SMEUEZ; f<: 0.5 /.

T 9. AAE HEE= 89 HPLC AZrfEIH. oFHE (i 94 A9 (3.5 x 150 mm) AolA 0-14% &<t
50-85% B; 14-18% &<¢F 85-50%; A: 0 5 0.1% TFA, B: olAIEUEZ; % 0.5 mL/%.

=10, HEE= 3, 4, 8 B 169 =4 =,

T ZFA Ha PEE 4 A2 B) 2 AEE 3 (C R D 1A 5. N-2de fEs
A, A9 B 2 DE 247 A 2 09l o 90 HHE v, 2 Ee] Rad du-was AR 4
ERHEA, SH3 A7) Ao R vERd.

R e I e e A s
S gol EAET. AWE B @ DE A27h A 9 0o oF 000 AL ek, AeZe] HAE a-
e A, Sdw @) qaem e,

gadabd-714 FE|= (S5-Ala-Ala-Ala-B5-Ala-Ala-Ala-B5-Ala-Ala-Ala-S5)9] 2 H 4]
.

E 4. 30% w2 SlE ol8Rr EEldEhd-rIAl FE =] Hg S3e 0, 5, 10, 20, 30, 60, 90, 120,
165l A1 ¢ HPLC T ZntE18).

T 15, 0 R iHA BE e EE JHE (JPEE 25)= olF AHAY sehe 275 AAdeA fska, 9
2HEEE e 260k Alwekleh. B, 0 HACNM Ry R it fA M S Frshs B JEHE (FE
= 28)ol 4= ROMe] dojubA] @tttk olefst Bd d+-e) ZAyb= = 139 JHE 2471 45 2EAE AAE

o .

A E g Psd sl FEE dEIRIE ) Ak ol o4 bk me geAe o
HE = A 2ge] =

T 16. 3 [Walensky et al. Science (2004) 305:1466]°4 Hi¥ Hle} 7S BID BH3 =w|¢le] &af-1}A
(SAHBa)& &9l 7|1l 2uiEd o b, olo] dis] o 7A€ wniel o] AEAF ¢ W& &
e 35t HEa RO AAE, FE = 34 (SAHBaRth 7] 8717 #S) S S oflvtE olHEA|x
%2l BAX/BAK A2E S8 ANEAF C ¥E ZH&olA S il}g Hetdiitk.  AHE 34= F-olFEA =
ol BCL-XLol wial]l v 23 WsAdS Yehde d, ol A7) FE=7F SAHBax.th BAX whHol s H

T
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g3k RON Fw2& b71e] vebar, 3 [Grubbs et al., Acc. Chem. Res. 1995, 28, 446-452; U.S. Pat.
No. 5,811,515; Schrock et al., Organometallics (1982) 1 1645; Gallivan et al., Tetrahedron Letters
(2005) 46:2577-2580; Furstner et al., J. Am. Chem. Soc. (1999) 121:9453; and Chem. Eur. J. (2001)
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d 7t AEL S, duE AEE (Bd dus|=), =2 =3} (hydrozirconation) (Fd &), ¥
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(2) 7] A-E AFe ohlwite $7 AZYse] Az AU=T S @A o
(3) 47 A% AE=E AFF Fo)z Aeshe @

= #7b ugd 4 o

A7) G Eel MEe WX dzA AFEE, X wgel Wel me AAE AR gtk 2 owge, 4

_55_



10-2016-0061439

5

=

=

H

i
=)

o 2, 3, 4, 5, 6 = 7/ oA 7lw A

=

7] 71| Z2HY

;O.._

™

el
0

"

Az Fe e s

p

L

3 =2

YHE = ol &

[0515]

;01_
o

il
5

9

o
Eid

0

F7be]

[0516]

for
ol

o
D o
o
o 5
)
T
B u%
=z
ol W

50
T <
_El NE

vzel
ST
e wir
o
T 5
o 0%

s
o
o X
. %
O -
my o
)
= 5
o) &
i)

T
=L or
W W
Wy =°
o I
‘mo _,UL
Gl Wﬁ
.HT_L ol
™
0
T

o)
T
jang
[ERp—
~
4
~
o o

[0517]

i
)

H
zel
o
d

w
!

™

O

<
e

0

el

o

o)

\umo

R
A

Y
el

on
)
B
il

ﬂH

o] -

=

of N-etell M, 2EHd E9

=

1} ol

[<)

2] 3)

Fofl ], =

A
o

REE

=
=

7 el ofdelAt, o

3l

—
=

el

i

o]

el

jEiil

O

[0519]

o

[March's Advanced Organic Chemistry:

Reactions, Mechanisms, and Structure, M.B. Smith and J. March, 5th Edition, John Wiley & Sons, 2001];
[Comprehensive Orgnic Transformations, R.C. Larock, 2nd Edition, John Wiley

=

[Advance Organic Chemistry, Part B: Reactions and Synthesis, Carey and Sundberg, 3rd Edition, Plenum
=i}

Press, New York, 1993];

[0520]

i

mﬁ

2338, opAgds}, o FAISE), SA-

A

2238k, ASEEFIE (dE 501, NER

el

i

R

T

vl

Y
o

JJo
e

o
olo
T

n.n
1o
el
olo
)

My

e

ol

7] 714 ek

W
=

X

I

B

e

=4

W
=

I

[0521]

o
Ho

il
i)
ﬂa
iy
i

w

‘_ﬂo

(vii) @A (vi)e =+

[0522]

(viii) &4 (vii)<

[0523]

Y
ol

o
Ho

il
M

—

BR

i
!

KO

<
w

0

[0525]

bl

R

‘_ﬂo

(vii) @A (vi)e] =H

[0526]

_56_



10-2016-0061439

5

=

=

H

i
=)

or
ToR
o

AFshe GAE

=
=

[0527]

o

dHH =S AF

o

(vii) @A (vi)€]

[0528]

HAE =5 Alests &
(vii) @A (vi)e] =H

(viii) @A (vii)¢]

[0529]
[0530]
[0531]
[0532]

To?
TR
23

0|
ol
T

o
bl

my
el

[0533]

o|

=

2 E]

3Z
=

9ol 4

i=]

-

B P

o|

e =

3Z
=

e A

1=}

-

o

o
o

i

"

I

el

oo

Ho
=K
o
iid

o
3!
o]
ok
KA

0

=
=

AT (el

2%, 7hEntdolE, FtE2H Yol E,

[0534]

el

I
=]
o]
A
5
]
"

A7 stE FEAQ =3 A

[0535]
[0536]

el

"

Ton

A=

1

o
o

sSehuE, 7Y o=

1

o
o

el A, che

R ebvlate] WA, ofle

=

=

4

[0537]

L

o

]

il
g
o+

o

Hlo
1o

)

el
R

A (3) A7) 2R

HEA7) &

|=3
=14

S

o] ol me]

L=

o ohulidt Z2he

2] 3)

[¢]

1} olge] a, a-o]AgE ofv]

o

yebd); 4) ol

sht ol gl

S

[e]

T

g w7kA A (2)-(5)F
A

=
=

=7 %
= 270e] o

ny
i

o

o

R

il
b

ﬁH
™
i

I

[0538]

Jo

obvl At 3
7

2
Fe el

o]

A
o7 W FURE, hur] el =4

theshd
=y

T

-

W

B R

I

Al
& H
—

_57_



10-2016-0061439

<!

=

=

H

i
=)

D Aober Y=

i3
=

)

ol

™
B
"

I

:3

1%k

=

H| 2] ghel opr g

2; ol
AHE HH

[0539]

il

o

oF
E

=

AN A ]

]
R

2 gAY o)l A7) 4

]

o]

[0540]

I

I

My
2l

=K

)

=K

"

71 o 9|

[0541]
[0542]

o
iz}
=
=

2]

A s g7 AR H

)|

=
in

g% (AL) 4

i
(1991) Crit Rev.

e

Sl 2~
a‘l"xé

3
L.

3

s X

Wy (APML),
[Vaickus,

3

Wy (ALL, B-A%

A}

EEER

2
g8 (PLL), B3 A

o

11:267-97]]

Oncol . /Hemotol .
ALL 2 T-A% ALL

=i}
=

v (HLL)

< (ATL), IF<9

HuH

ST
X
ST

2]
i ot

v/
) =-2~wW 2 (Reed-Stemberg) 2 3to]

Hul

e

T A=

HuH
=i

=i}
=

<

]

=

471

<

aw (CLL), A=A

gd~EF(Waldenstrom) AWSZEHEZT (Dol Jou), o

uy

g (LGF),

uH

e

A

}

K

Nlo

o
=)
<0

I

o 9

TR

=0

71

[0544]

sy

]

&

29

=i}
=

YWk (e, Al E(Paget) 2 &)

W

KH

KH

K

17

7184

L
L

7 ool e=

A)
A

El

B

(hill) A=

]

=

T

oF

=

o

v (brenner)

g g A=
_58_

A)
ol

pol =

1
1

S
S

o 9

&7 el 9

71

[0547]
[0548]



10-2016-0061439

5

=

=

H

i
=)

I

[0549]

BiA)

I

I

I

]

i
o

ol

i
o
No
E

)

=y
I

B

ol

L

4
SRS

o

&

Ea

EECE e

)

)

[0550]

No
]
T

Al

N

|

o1 el

o)
0

BK
BK

K

Nlo

A7 el A7

-
X

gl A

o] 9},

S Ulel F7hE obREAZ AE A

ar
=

g4

]

=]
g

A

3

[¢]

=
T

-

B
s
pul
X

-

el

;oT

I

H

X
B
T

!

X

OT _E

L=
A opmzel= th

]

5]

2] 2-mj 7}

hva

o
T4,

=
-

. 7k

2~ Z
T

AR o] =HAE-okF (Creutzfeldt-
o}E]

dAe BN Y ofuzol
=

L

L

RESEREIEE R
@

1]

=
w

=i
=_

[<)

7 o2 o]

el

ofel o=

=l

, 7F
2~ 9] (Scrapie),

Eg}9-&e]-AF1 A (Gerstmann Straussler-Scheinker) &3,

B (Huntington) Z3F, = (Pick)

o

=
=3

= o

Al
=
2~z o}

s1de] ¥

A

T
WA opuRe|EF, FEe]

4 9 gre) AxE 0%

Al
=

Aol A UER

P AER oA

pal

ke]
o] o}, o

gl

]

R

e AoR oA, a9y, F
Bz WE-Q(Muckle-Well) =3

2 opfEA e 9

(Lewy Body) 2

RS

o

[0552]
[0554]

o

)

B

. B

o

g

il

B

el

~

)

il

A

it

[e)

L

Bc1-X1/Bak
p53 2 MDM2<]
- 59 -

=i}
=

, <A p53/MDM2

B RRAS

3|

°f ¢



4

s
<!

kil

10-2016-0061439

5

=

=

|

i
=)

1997, 4, 791] &z, A7)

=¥, p53e] Al

=]

5

HA} (3 [Shair Chem. & Biol.

o ~EH A7}

M 3E

i
o

o
olo
jant

)
o

. o
mjp

—~—
o

2 p539|
o], p539]
g ga-u

]

MDM2 o
ds =

= et
2 eIE A

]

=
=

W73

MDM2ol] 4 o] s}l o] af

o

.

obujz}, p53

EdQlow Ry §o8 108 opvlest fE=

o

g4

p53 §Azpel Al
1

B
My
2l

[0556]

o

o
o

A7) el Al

=l

3}

=

= A =F2(Xenopus)
=

=

)

=
Foll MDM2

°

2

=
g

MDM2 =2}

BRUSRECIL

3Z
=

oF Aok 80%, 8%, 90%, T 95% 57 o]T).

Fol p53e] ol
8} 3ol

°

=

bet

pZs

=

=

vl ps3

o5 &S MDM2
A gy Ay HE

7}=, MDM2-p53

=
T

T Ut

]

XN

)
bl

ﬂa
Yy
el

~

o B}
24E AT

z};ﬂl—

R

3]
°r

T8

A A o2

)}
=

o, o]ZX

B

™

=l
JJJ
~
i
o]

=

oy

[0559]

o
0

X
wjr

JJ)

i
o

el

JJ)

JJ)

WO

FH,
)

i

k)
o

=
€]

st ol

S

587k

o
[e})] 94 2

1o A

ATt

i ol8d

|

9

=

=

we] @1

=

=

N
& wi

Ak =

[0560]
[0561]

JJ

i
o

il
i

el
B

N

or

JJ
o
;OD
23|
el
oy

0

~

N
o
BO

putl

23|

Y
el

A= Feol et &) 2

1

]

2, A9, 5/

o
1, -

o3} ok
o}

Al

=
T

X
s

1.
H

A €]

o,

E
S|
&

[e]

710

°

3= aL,

lol Alee Al

o
sl
°|

oA o

=

s

2k

[0562]

%

R

0y

=
ujy
R

2A Hger Az, ¥

=
=

JEE olel e W we ol

=

=i}
7] Fol®e] 1/2 B 1/30|t

)(\)]—

Tl v Fojaro A
01

oo
=

3

o) Aok =

v

2

[0564]

h

7
N

2

[0565]

Aol wel gepd Aol

1
.

7t 2AdEo] Foly

=
-

A
_60_

Efjell e},



[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

SIHS31 10-2016-0061439

wowne) Aok AP Rk Ak H8lsd RYAE XI5 gom, B Aed
= 3| A C
E

3 of 3
= 54E Fol Pulol A% Qo] W mE g, BA WA, H4A, £
5

o2 A H] 8] =4
e BzA, 39 44, A, A BE FIA, BEA, 1A ATA, &84 5& et 23
[Remington's The Science and Practice of Pharmacy, 21st Edition, A. R. Gennaro, (Lippincott, Williams
& Wilkins, Baltimore, MD, 2006)]dl= AleF 2AES] A3t AL&5HE tdst &4 2 19 AXE {3 &+
A8 1ol AAsel e sl B Hﬂo] oA Hof ool muHs e YBIH wAE
Uehgoms EE Ak 2R gelel T AR(E)% fad WAoR FEAsFons B4 Ex 19

Al el vdEAd Be-E Alelstae, 01%91 ARgol 2 g o] e ol Sl Aowm et

W AA koA, AR FHEIIeI BEAY £EE FHoR 95%, 96%, 97%, 98%, 9%, TE
100%o]tt., w4 *W%kﬂl |4, FdAE A A 2 o8y gxo s $dE Aojrt. EE AAGE
oA, BgA= ul= 2o 93] +A¥ Aotk HYE AAFE A, FPA = At FFol Pyl 2A]
q

Feell A, F@A = = %Rd (USP), ¥ oFd (EP), g= okxd B/&Ex= =4 o 45 %—./‘]ﬂﬁk

Ao} AT Azl AEHE AR S8 T TPARE wdy A, B W/mE BPsAl, %
WAl 9/EE GEA, BHA, ARA, BEA, $FA, 3, W/EE odo] glon, oS dRH:
AL ot oleld REAL Qe B wdel Adel TEd 4 itk R@A, o Zzol wE 2 =
oFg oo, AAA, =HA, BEA, FuA, R FFAE A 3

AAIAQ AR B LE, BRI ER, Qibdg Qibelzg, sk, A7, XU ER, gE
2, FHARA AZRA nNARAY AERA, IS, HE, A220E, ouAE, AIJUERE, Ax AL,
SEe AR, B8 9F 5, 2 o5 2¢E] oy, oER dAHHA= EE

A A1ZQl HEsiA H/EE BasAZs 2 A, S5 AR, g AR, YEF JdE ¥ EHolE
AE, 4704, ol A, Fdai 22, 4, HEYo|E, dE2 2 9 HA *M“ HA 2EA, ol 2-13}
FA, B, AACE, vV EER, 7laE Z(RE-IEEE) (A2AFHE), YER JEEAHE
A (JEF H& %rﬂgﬂlOlE), Ft2EAHE Ag2 7}ﬂ% UrE% FleEAY AZF2s (ZR2ATHY

A A1 Al W BG4 H/Ee= FIARE JA 73A (AE 5o, oFkAle}, dd, &3k, JYEF &7
EAN, FEHA, FH2dHE, A, A9, AR |3, 7Ml , FEA, FYzEHE, g2, 9
d), FRol=A HE (& 5o, MEUCE [¢Frw HAAolE] 3174 [Pt gFvE A
D, A olvx=at FEA, 2EAF 43E (dF 5], ZHold %‘i%, Ad d3E, 299 ¢32E,
obA®l Ri-golgo]E, ded FEF vixHoolHolE, SYAME R HolHoE, 9 xa2dd FEF
zgotgolE, EFeHld &3E), 7t2RM (& 5o, 7t25A Zevgdl, Egotadlt, o adlt ¥
A, 2 FZIEAED FFAD), PG, AEE2S FEA (AE B, FFEEANEAEES YER, &Y
AFZ 3| EFAWE AR, JEFAZEY AER A JEEAZZY HgdEZ A~ fEYgdERZ ), 4
ZHE At A 22 (E B0, EYSAEN L2HE Rt 9-HolE [E(Tween) 20], | SAldd
18 [E9 60], ZSAANEA A28 BegydolE [E¢ 80], *Eﬂlﬂ Eif—iﬂlﬂlolE #
(Span) 40], A=Zwn]Ek E&_Z:Eﬂo}i'ﬂ olE [2% 60], AZH|E EgjxEHolyolE [2% 65], SPAE =
oolE, AZHE EaxSHdolE [~® 80]), ESFANEHA o =HE (dF 59, %FA%*]OH%E*_ LSk
oo E [M =X (Myrj) 45], ZSAldd ‘I‘J—:Ql’% el EE|o A3 FAupAf, EESAHE
olglolE, W £FE), Tﬂii Ak o2, 2 ZEE AWt o 2HE (dE 591, ELEHEE
(Cremophor)), Z]ZAdEA AHZ (& 5o, ZSFAANEA 254 old|2 [HA(Brij) 30]), E(H]

—

@
B
it
T

d-vE58=), dodgd SEE RredbrdolE, Egdutsolyl SydolE, YEF ZdolE, 7‘% <@l
OlE, dE ZHoE, ifﬂ’\} g Z-dolE, YERF #e-d €dolE, EF2Y (Pluronic) F 68, &5A}
™ (Poloxamer) 188, MEZREF HFIE, AdIry S2gol=, W=2day SR, EFAE YE
B, & Y/EE olE9 5—@% | o, o]ER IAHAE &+

AANA ] AFAZ= AR (dF B9, S5 A 2 dE do|=E); A ;g (°4]E 5o, AR~ F
F3~, YrERA OB G FEX FEHE, THHE); HA ¢ ?a"é A (s , oFFkAlo}, YE
F 47MolE, A58 FE5E, WY (panwar) A, 7FE A, ©lAFE 3 2=Z(isapol husk)/] o 2 EAmE



[0573]

[0574]

[0575]

[0576]

[0577]

SIHS31 10-2016-0061439

SR, MUASE, QUASES, SESAUAREs, JSSATRN ASEs, JSSATEY vy
WER2, MAZYY AR5, A oblHolE, Fel(Md-w =
(M7, 2 G oletugeh; delE; Fegu SAE;

e ag o= g B

.

A& T H olEe =FE0

ANH BEARE FAHA, BeolPA, FUIAE nEA, FAF B
OE BEAZ k. dAHe FASAZE U EadE, ofrmeEn

R = ) ©
FAoll&, FY3l JEFSAEFA, ZREIHNE, ZF WEH|EYolE, T2yl Lzd ZAYolE,
HEF ofxF2Ho]E, UEF HEIoE, UYEF WEHEIoE, 9@ YEF E3olEV} goy, oz 3
AEA = gErh. A2 AYeolgAZE dEdAtollg EgolH EAL (EDTA), AEEZAF A58tE, o|UEF

17
ddEelE, o]ZF dHEelE, ouEA, FulEal wal <4k, UEF ddEHelE, g2eEs, 2 Efy
B REARE H2daE F2doln, HRAER FRelol=, WA
| 2%, 222

o
o
ot
=)
o,

)
)
fiio
i
¢l
ic)
iuj
ofr
(U
fr
)
o
Iy
it
fr
il
)
N
fXL
(U
fr
fr
.
[ F
fo

8=, 9, o
o

B
i
ld
i)
|

2
o -
=)

L
i
o,

o,
o
2
>,

L

[l
=
E
T
[
fusil

fr
e,
1=
i
=
=
BN
>,
ol
r
S
>
T, X

i -

ui

2

>,

)

o

u2

2

fiio

f

i

Y

oo B o2 o N & &

=k
to
<
[t
SE,
[
[l

ot 2 <=#|o]E (SLES), YEF Hl=dolE, YERF e &0
E, ZFYUE Z2(Glydant Plus), %= (Phenonip), weilat
(Germaben) II, Wl&&(Neolone), 7F=(Kathon), % S (Euxyl)e] o}, o= IAHHA= gy, EA
AN GE A, BEAE FASAloltt. T2 AAYE A, BREAE o]’ Ao

. ZE =velE, ZF dei el

. AZ2(Germall) 115, A=Znjdl

Z |m

qAHQ GSARE ANELHCE g5 &, oMAHCIE g5 &, EAFCE o5 &), AGEE, SE
&, g FRdols, g AEHCE, Zg SFHVE, Zd SFAHCIE, Zg FFIUCIE, D-FF
Tk, 2 SEAREATE, Z gHolE, 2Ry, Zg dEgdlelE, e, o] i, A
b, AR RIS, FAsEEE EASCIE, olELEE, dsbAs, SFEsEE, 28§ %=, o197
4 bR, A9V NEE, JAEE E9E, oMIEAUER, TEUUER, HSUEEF, AEEANUYE
H, UEF FHlE, o7 MU ER, 4714 MY ER, MU ER E9E, Exden, Fitsita
i, FastdFole, 04, edd-5d+ &, o84 Ads, #7189, dE dms 5, # o159 =%
ol oy, ogr FFHAE Fevt

AAIAQl A EE vtadlg ZHohHolE, Zg ZHohHo]E, AHolEAE, Augh, &4, wof, ZAld
oHAlHIOIE, ASIEF,

HatlelE, a3td A, Zeddd =dE, 4EF HxdolE, YEF

AL vbadlE e edolE, HEF S SdolE 5, R o5 2] oy, os® WA=
0}_‘:_14.

5 - .

AAH QARE o, ATH, obubE, vhulg, WEsR, g
woh, Aeel, ARk, Wuka, AR, maol e, mad, o
AYES, Yol off, ofulel, AehlE, =g, EEA, dolZ
Ewh, FEolul, ehid, e, A, A} T, virbdulel W, Pobs s, s, HAEGE A,
2, KFT, 2N, oA, eAA W, B, B, Bobd, 9T, FANA, BubK, FAK, B4, 22
shel, Ea, Wu, AbaTFohl, Alolme, AU, A, MEGE, A
4737, Fub), WEs, A4, 2 e} odle] glon}, olE® WAHHAL
seleldlolE, Ama Eegedeels, e sdZedeels, AZzuEE, teld A=, o
2360, oaxzd nzdoE, F4, SUuABL, 2 Fne, AT 0o, @ o5 2FTe] Yo

u, oleR A= Eerh

AT R WAT R A AA Fol I
% AN Yot oER FANAE @

Iy
= 7

£
201:(

I |27
=
n
N
hu
(m
i)

fu

iy



uAl, 2l

3

gl

10-2016-0061439

;!

=

=

o

i

sk, A,

=1
=

Al

)

A,

Eay

=]

, e

S|MA, oY &

A

v

7H&EHAl, o A

=
=

Il

*

vie)

wjr

i3

9

ol

H] 73T

ATt

INo=H, dEAd

[e]
H

=

=

=

T 3HA|

A= FE5Ae] )

A Al A

ez ]

i

i
k<)

3]
T
°r

[e)

L

[e)

L

A7t

o] gH=

# FA)
_Z'__

m
=
Eig

:3

=N

%)

A

ZEfo] oA oA,

<
T

3F
=3
o

i

Hl2o}-1

o Wi FA}
11}-

=

K3
CEREE

[e]

.

A

i

w
k)

3 A A, <

A EE= {0

i

k)
o

=
S
A1
A
=
S
S

A7t
3]
A7t

A7t

=
T
[
R
=
T

[0578]
[0579]

2k
=4

& vt

= =

[

M

[0580]

)
Ly

7o

LA

i

k)
o

o] 2]

A Be w2, dd A

[0581]
[0582]

B

il

.
Aols

LAk 87t

shAl,

Eay

A, e 7t

55 7

=

Al el sk, f) 3

A, ol

A=}

5

oAlAY JrEEAH
A, dAAdY SdAE, d)

A,

I3
Eay

A3
C) RS

b)

23]
%

[0583]

5]
T

B

o
I

=3

™
i
o

g
_ﬂ_

go]

ofell gl &
B mzAl, 7Y vladle SEo|o]lE

=

Fol4,
-

’

2
Aok A5

=1]
=

B & ek

=

-

, BE Aol 29
o}

=1]
=

q

A
_63_

of B4 &

[0584]



10—
0-2016-0061439

<!

=

-

M

=
o

% 5
W do ™ do T
ﬂu,ﬂ L,ﬂuﬂrob‘_ﬂu
M U B B X T Q
o o Hfﬂmﬁqi& RRELL S S
w3 kxR e %M%.ﬂoﬂww%ﬂA
ﬁ%é ﬁeowoﬂnJmuw_ ﬂzwzo R X = @
[ x . o oy ﬂ9ﬂ.90, A B o
= Lﬂﬂ@u%% = dr%zwr%% PGS G
Tl B3 = ) 105 ajo F - ! Wy
g, MZ T ® E = EME " ST o 5 B
PTR X V6EE§ el omoli 1z£%_sﬂ%
u:wi% ,olﬁgm.du.ﬂo dﬁ%ﬂ@.&&Mxi Fo o ™ o oF Mﬂo? 1w
B 5 ﬂﬂwadrﬂﬂa ],NTL_‘_}OIJMWHHNO_ ) % N .iﬂNWoi9§ ﬂo»w La
. = b u4,c}V&4,hoama o AF quLLxL.urﬂau G o F W
5 Y CR K ) zo5P.6_ < ~ S ~ 9| 1A7ue ~ N o) zo:}n.rﬂu
g L o E,;%Lutyﬂ?zo _1xn_tuaa1moﬁ%ﬂme% m_xglaaaﬁu o»ﬂat_sz”7WaE _zfaa_a ﬂk%ﬁﬁ e
2y < oo = g ® 1 ToRTe) o o,wru_ﬂ o ﬂnm»] ¢ ,]ﬂ m_xoﬂ\
A A T i & A . FENE T JIE 4 ©To . %5
o= = g %@ﬂ%u%%@m oW guamLTQ o T o T p R
ﬁomﬂq, Elﬁ_ﬂ,xT ﬂcﬁ mwa],ﬂnﬂ AJ&HE% ATo_oEmﬂ ﬂ@-__ui ZMXMUYM ﬂﬁée% Ho&o%hﬁem,m = I
o A R i T = mwmrﬂhﬁ%&WﬂLm Sm %urwmﬂﬂmnﬂrﬁ 5 JHOM_LWOE -
T o @oﬂawr._xﬂim_x %1,%ﬂx9,mm_c$ % Mo% Epoo»gﬂ_o,m_iﬂ EEE weogx}%?dr.&c
. . — ~ L —
C RCI ! w o B g % = Yoo %o U g o oy 0T T _ oo N 3 ®
T b 2R BB o N I 1/11%4)1111 - B X gaequH i
Ko T Y Js&%%u55}o w % =K s BT TRY T g iy
1rn€ n_moi‘_ ME 226111130A1&| 5 1 melio W ow _1&‘_2 o Au ok 2
_ T T Ho <) E J&ﬂ%a&s,w 7 g BT o umezoura B e fc%%i — 0
T wo M S Rl R BN T S i DELE e K E LGS 3 Tl
R o L& = _,%O,ea §3,3W¢{ ﬂ%/w. katurmL%lu Euwﬂdr. " &XEL o
T @i%ogﬁ_ﬂ% ﬁ5ﬂ.ﬂ55,917rﬂ WS B R — — o @E%Qa% )
T Tk my Ltwﬂeﬂrﬂ; o T Mw%ﬂ K%Mﬁﬂ%mgmow %o@o?ﬂ&umﬂ%w =%
=1 — = T O a0} % N NI M ﬂNr_u ]Z — W J —_ ;oﬂ_.
70MWTM %W%%m_xbt ﬂﬂrﬁ@lo»,ﬁﬁwmidueﬁl ﬂu_.wAT E&Ht]ywmaﬂ_.u szﬂqMTnmuwaiurmo] =
G+ — o _ %m%?%&&%%ﬂ T O_Mlowo_a TN W ok o % 25 =
erJ7| i VMS]/ Aﬂ]%u%%T]ﬂnﬂ = 4 ﬁou%u &lim_ﬂ_ ﬂxo oR B AR E]EVUM e
) @.;ﬂ%; S~ ﬂ&,cv 3 x 24 LT s =N T A ﬂodlmﬂ
o oy = e T T o= o & < w S o} 3 Mo tq =
T Efﬂmﬂow’ T m TR E xwkﬂf@ﬂo% 0f11£mﬂm1,0%2
¢ Mo R E Hw.m.o;_xwx ww/%@.ﬂ;faz)é . HRTEh T \ e
R R 5o __Ho‘_oswmym_ m;lmw _,&fﬂufoaaom SEH o m;:_bﬂkf C:
s »  CRwIT L g A e I E e wIT R ;R W T HE sl
7 ».11 —_ T ~ = ~ o o T < N o T
Eaﬂg(awrbcﬂnmmg@ilo &E_Eﬂo_aA%o,ﬂ% g bl cirﬂx_%ug R Fwo;ﬂ KA @r%h_m CINS
N A ® g T og.unzara&%aﬁ Ly EE e @mhgogurw% S wE % x
" il gy o oy i - Vﬂga s W l ‘ ey 0 o AR o T = & O
SN L oMo _1@,4&.4* K = do TH E_.Sﬂ@wroS At 8 M m_{Ju_meoo
Aﬂﬁ.e VQ E/..#dﬂﬂlq‘nrﬁ »A47HTEOLE7.vJIEO ‘_._,\JIE#E I ]O].l.z Odﬂﬂ/u ‘I\I,A‘OI‘WE E.E 7M.l Be =y
oo ¢14ﬁ§u M % cﬂ%07 = W B Bk — X .oo»_}ﬂo, N o= W
W ZCNC % W o O 3 2 g NI @ﬁﬂl}lx TR _— Ez_%ﬂ% w
W %1%?uﬂ o é/%%g,ogi E i oop Qﬂ.ﬂoo@.%mﬁru SR S gl o
mem_ux T L ﬂ5g;om_xﬂ81_%17r o Eoﬂ\wramﬁo T o Lﬂegk% mﬂxw £:3
5 o dﬂmumw%zo o o .Eeﬂ _b,%mﬂ_zf E]/_o 7o 7o o B TR R o o]ﬁ;ouﬁll i o) =~
7 Eéﬂ_ﬁmq o Mo P ol : in_xﬂﬂo e oo X T s B
o o . BB R % <IN 5 X p = T - T v T o no=
oy 9P Bow Th. Zg T Souq wo o RE BT R g I HEy =T E S i G ®
T oo 5o ,@uﬁrﬂ%% oy Smufi u@%%7 @Mimx%lﬁiﬂ o ® mo%nwur,% %
T g = o w 1 o = W « = " 63 e A o T ° R R - T = o T < oo
cy Uy No dﬂieiamgac,ﬁg ﬂﬁro,ﬂumuxhﬂﬂoonw ™ N N E Otﬂu@&l%) e n_rde.Eo KO o T N = 1
- ‘o ) o 4 = ﬁﬂ%A 3,O7Jo€ o] ol gomﬂ uTc\Ji}xoao .hﬁl = - J.LtOtzown N o
by Py 11 = . ned i by T rd B ™ Mo ™ o o) %o 5 1o ~
mﬁ,m.MmW% Ha,ﬁ;ﬁ%iyx = 2 zT:‘__bAL,M\_WM .,oﬁﬂeTLCon Mo#,olﬁoﬂaxT,WﬂleT o_(HEI_,_AI #,Wak@oﬂhgﬂ
X B AT o . _1;;% R T - P 4%Mo1ut_m_xﬂ,11ﬂﬂo
H B K oy = dno,drnanLHOH% luuuiEur L .A%%am6wﬂ e o NG o
e %8%]x;95,mﬂ ﬂﬁ;ﬁiol; o_.nmodriE 8_q5m9.g%_dn ﬂo@o,ﬁiat
°| %M17ﬂ}%6,ﬂ1ﬂw g7 " ﬂqul_ﬁ9iﬁo% o &N aoMEJa;qﬁo g%
oﬂumﬁzﬂﬂwaoﬁ oW A mﬂwﬁv»ﬂo%meemﬁﬂ %ﬂ_zf@ = e 5T o 2
7 S Za k5 iaq&w EN fxxagk ﬂmgzﬁaé = i R
® Sy Jo N 5o %1/mamu sy T ST G : )
0 W 3 gl B T K X | K oy F o ™ —
[ 9 ok T T K g]]% N F o TS e e
3 o H_.Cﬂ;om ToR = LL oLo ‘IﬂZL HT ~ R aru &oz
7 = o el e . xR of N X° o mH ] oF B
= LR EE =i Eﬂ«o?wq %
— Ao R T 4 @}L G =
5 T = 3 B W 5 =
0 = (ﬂATE_.dlﬂ/iAT mﬂ&.
[ 1%} ‘_ﬁuET‘LIL. —
0 A;oarﬂq
s _ 5T
N
= —
= %
)
=2 =
N
'e)
=2

— 64—



o]_\i_

=)

10-2016-0061439
h=13

5

=

=

H
100% (w/w)R+-&

i
=)

=i
=

)

T AVholel

A
N

=

=
d AES ¢ 0.1% (w/w)WE A

olriAE WA ow,

[0592]

ﬂiﬁoﬂr%m@ T W m Mo ® = ﬂ.%%%%iﬂ% OERE O RO OW ORE A %%Mps
= 0 . TO a7 —r —
wﬁmx%_@uﬂksm o W = LM7zowr moa OB W o R e Ko Ko NS xoar 29
— — 0 o_uwi o o ) QHEOT 01r¢l4 X qy1r?| x
T XX g ® T N S = T o Nm® g ="M T EWRT T 2 o
_é.ﬂww. C ﬂ%ﬂoﬂ 2L ﬂihwtnoar ,amﬂﬂ%ﬂWm_x oﬁﬂaﬂ mﬂ%ﬂﬂ_s gnﬂmwzao
) f B o R mo ) ul il s
BT -HT g HIlgx B g BT IR LT R TR EE 5T
° - X o oA o T T L oF T O LT g X o
o o g T SN e 2 I N S S NG A B Mmooy~ = & RO
gy oop 2 %o O S go G = o~ T T om oo M ogr X 2o o =BT
oo o, M .. X o mukR R - IR g =k
Moo T D ) TR T L W IH mg R o ow W
N N N A BT ol BT R G W T BN g o S B
o oo KO OMm_xmﬂjﬂ R TR g 2o Ry T o " R R of L Er
CEICCERS ‘_IQI AL o AT =Zr %0 E/ w m w - ME © you#o OC 3 o = " — i _ﬁa N MM Lt bo = o
o ET W b 2 O X mH S s oy e T = B TR~ s
\e] < 0 _
NN CI G m %" o =~ #owm %Mod.a m W T MT T AR e By
B R A o Tl o T Wukdo g L e A T M KT S g
WS LB mﬁmd%ﬂﬂ, HEyHS © wXE 2 ,m,ﬂ%&wﬂﬁ w 28,
= = S DS ~ 0 . 0 o K T oo S~ !
O S HE 2 HFxmg  TRdwgIes 2% pks o fF T,
ﬂwus%a«% E%%_om T T o moimﬂ%mﬁlwﬂéﬁﬂ W%ﬁ&&ﬂ_%yﬁﬁ.lAT@%
. W orl = = 53 (S T = = R AR ) NP~ e Y m PN o % T
sazzdX% ZZRel TE PET N UMEERTEoE PrmEERT LT e w Ey
I (=] ~ K ~ ~ ! ,mm EE N K Eo mﬁ E =K _ﬁo X~ X oW ,V &o ;&H ‘rlA| T o o#a - _ia = ﬂwwu 7o 3 w
T oﬂa = 1:‘_ p— ﬂ.o : M T E: T 4 3 X _ﬁo 5 5.0 OC o oL ﬁi <M N 17ro iy ,_IIA ll Wi Ga = :i
A T ST = o g T e Tl I 3 ol
B o o M X S o TRCNC R T Ry oop N g Ay e BT OE B Ho T oA W ®
G T R T - B P BT _Fen RPN LPRT w mBEL
W e o =, z]ﬂo_kiua % E mﬁ%ﬂJMJﬂuiiW&mnﬂﬂo uauaém_&&ﬂ%% o &=
o N3 0 0 | ]
i ﬂaﬁﬂmiau :Ml.on/xo_ﬂt,ﬁlow Hoﬂﬁﬂﬁﬂwo Mﬂqywm,mﬂﬂrmAm_xumo ,DFATXuﬂoau,DrWoEMm%% EM@MW
T 2 o BBy Mog M o= gn B oon B 0Ty G R S T
[~ f —_— — [ f . TK X gET
HT_ ~< i 0 3 A O_ - KA —_ = — T - <O oW o X gl . i R Lt ul Ht ~ Ln.v__l =
e LELTL Ew¥ed P2 EZET  Penaiikes tEasHRRSTT 2T ow
dﬂélﬂ 7HOL7WI Hﬂfﬂyﬁob\_ muLW Xﬂ MMM ‘le%uﬁ ydﬂ y‘._,uAﬂﬁJ.W.A QE ym_ym_xﬁl ,ﬂDII‘WM_& ‘_.H-nwl‘moouuf
~ B ol Gl o Ay X ok oo o ook O BN = .Uraﬂ,mﬂﬂoi_/ T o o M wWoH R o Mo
N e X0 il B oo g 3 B Zo W gy M o T o oo - w A& MR o2
FEERLT S A ww S T D T Ha B2 X o
B oo M g N A L= = W oe 2 kg R R W e &Ex
o o it =r Jlo T A =gl 0 0SS — o/ =T S D R ol =
oo Fm T T YR 5 = BT e B b R S o S p P
THe pBROT T ow §S5 g A EXR Ny s ey OTH T w T B oW
_— 0 o~ - TI o — [
Ler/;A)ﬂlX .n@; EToTo‘Em_H " . &oﬂlxowYOtz,#oﬂIQ‘LﬂAﬂoﬂﬁﬂ.umlMﬂwﬁm_xEﬂW%MEmﬂMMMXXHX
e R o e 5] oW s W T W oy L~ S ENSSXNE g T oo
® 2o F W g g i P M E e WL k=8 == Honraomo_y%71zrm T e 2y oy o
e BT N fxe . METTpemde L2 Mg M " rom g
= e B A K 9 o 5 X ™ I = . 0 o WK % PE T - T T & C)
~iR S Ter BELER Dy Rnomg 2w g T AVHTR e L F ¥
- ; 70 T~ o . _ - 3
sTHFIme  [ri e BE 2. i¥ L _daedigwil YA TTAZETST -3g0
- L o e S = WoT o = = rop -0 o o) B T o~
DUERr LR zlese T2 ZTHoux 2l TwEiTonv gldee SUEH Zazd
3 ot 2 = R o L) o 1 = - = = = 1 : .
PPy TEe¥H g P¥org TantaxLEl TERpuar Ay p Sk
ER_B @ g o 9 T T g RE g TR F WS m T T g TS oo B < E O
BpR* Pl Bo®Fepd Tz DLa®0 BaplVzep. P F ¢#xBTz"gR ® g ¥
2w X s w Y = B3 B . ) o X
FEPumna® PPLGT 48 o wxP oy P Teshmug P . T epp¥ oo 2X
R BT MY M TR O KT NMTH OMABFRFTTORS BTN WS ¥
= T & © = = =
[®)) [®)) [@)) [=)) [®)) () N
wv wv wv wv ’e) wv )
S S S = S S S

_65_



10-2016-0061439

5

=

=

b

i
=)

8, 19 23], 191 18], 2900}, 39vbe}, W, 2Fvieh, 3Fvh, A

Fefel

£°], 2, 3, 4, 5, 6, 7, 8,9, 10, 11, 12, 13, 14, 15 =

=
=

Folge tF ol (d

ik
o
N

Hr

[0600]

2]
o
o

v
)

felaN

A
o
ol
w

"’
23]

_,—

I
Dl

ﬂH
™
2l

o
O

)

Fefell A,

22|

23]
o

Ao
ul
By

o
TR
2|

oy
1o

X

=)
N
B

!

Ao
I
bl

ﬁH
™
2l
)
,Ao

o
HO

ul
g

™
o
ToH
2]
el
Mo

N

=}
T
2

ol
%0

I
bl

ﬂH
™
2l

ol

)

BK
BK

23]

FH
o

0
<0

ol

on

2]

=3 A4

[0601]

=K

P o

—

)l

T
F

[N

o
,ZTd

k)
,ZTd
TR
50

o

°f,

Mo

e dAY (=

[0602]

=

o
=
iy
M

o
ol
w

Y

i
o

A AgHES

3}
=

&L/ sk

o] FAlel Fojxlofof

!

SA

A A S, ool B o
WAL, 1o AR

Tor
;OU
2]

el

)

)
=

a1 9

[<)

AWl AR

A

=

[0603]

o

o
R

[N
Hr o

%

T
_~ ,%_.E

=
;AT&
T -
H %
No

=
o1,

Mo
=

A
ads 24 & A (A

3l

3]

w5 Aokl e

A

[0605]

el

N

O,
[}

jmul

do o

~

EEEIEE

AR,

]

[0606]

)

X
o®

of o

g
il

CEARRE RS

AR,

]

<

BK

[0607]

_66_

A Qe §

[e)

7kl oW (elE 5°l, 3

=
-

otk Wb 4

al

A9,
7

N

[0608]



10-2016-0061439

5

=

=

H

i
=)

o

2
o

=K

vie)

ol

I

o

o)
o
=

o))

o, e
e EVA A,

st 7t

S

+

o
el

Al

=

=

2l

|

+

o
el

of o

]

[0609]

W

wjr
N

ST
X

Sk Al

g

L
.

ARl A, ] 2 Al

)
~

ol

2
K

ol @l Hpvel ¢

18 o

05 16 2

i

3, HPV

3]

at7] <l

S

A

=

=

A 3k o
[Harper et al., 2004, Lancet, 364:17571).

FHolA, d QA

[0611]

[0610]

Mo
%

i

k)
o

e, olel

g Al

|

[e]
il

, AR, ShetaR) R

[0612]

W

al

Al

)

P
4 4

=
R

A]

5-HTy SAA] (S B9,
pZS

?%(Zofran®), LEMNER/Y
A L/ EE AAE AE)E)

.
=
g

L

TE
E

%ol

=

=i
(Emend®) Yol <&l

[e]

h=a

SHHER/Z
=

I, w2=7A
oy
o

d I BHE /o

hva

g 5ol of

), aEUAER/AEL Kytril®).

®
(Anzemet

E

2} E 2 /oH A v
2 A (Aloxi ")) B/E= B4 P oJAAl (o

o o] 4]

==
=2

[0613]

o]
Fo
i

ox

¢

ol

uH

et

N
=
oo
o
fro]

ﬂo

SRR

3]
Sf

=48}

/TEE MRIO A}

ol
=

_67_

INE

[0614]



10-2016-006 1439

5

=

=

M

i
=)

WA E u) e
o B X ~ =5 =
m g X LA EwEAT S
=T = B w = o L u I <y
2 =3 107%3@1% DT B
T o ol el W o < Mu o] [N o = Al TS
g M 5 Do N w o) o M S ) %{E
A 2o _wwigewegiz m ulaﬁﬂ(iﬂr B PEE T
n= o s R = X T2 ® g B XU ) A %o
W gy B A T iﬂorﬁuﬁpoﬂwr o| ﬂofm g w & R _ g P o B R
Bl w gﬂﬂovax - = g J FT s wmw .WM%WQ@
B -0 gzzaigﬂ;a? w® mbtﬁmﬁoﬂammwﬂ%g@mg
— = 5 = — !
ﬂrmo w2 E#Eu‘Euea' HE o o o X TSy B R um T g o @Mov
By T A m o T B TE 5 Bow oM TEF —
o T = TSzl 4o s 2 LA IR T xR
=T B <° A - T L =2 = v =275 EREI
N AT _q a}OﬁIOMqEEﬂ@H 0 Ld.ﬂ BE MML — Jﬂ o L9 MMUEH
i 21 ) _LLE%MH = = o o %]104 — 2 BK = E ~ &= OB .
I = = iy on ;Hd| T = . N Hp A oo ® L X M
A S mﬂ#iquﬂdﬂc&%ﬂ LXLWM%O'M L ur ,ma,mEﬂAT‘mM
T o oy B ™ F T o o k£ T 0 11&@9‘%%;4
= oM m oy T gy M T o i : © g W w P2 Sa K
Boow  Ba BT e B N ) To § Cg oo i o & "
A i %Emaw]ozomel T 5oy ® X b p o o M v
B ® ol ,ﬂmlﬁam i 1%N,luw@wtﬂmqﬁ_@ﬂm
pENE 2o N B T _%Az%,simq CRGTR <
o W © —_ ) pjJ = o 0 . ny .&] T = = <l ) ) D11cw ‘LIEL‘HOI
BT W < & e s s A E EC o ¥ o) - B
i Emﬂ_i i o Ltﬂﬂ(.l.\mM o T WS A " RS mnﬂ,mﬂ W oo o
1 — oH dlum E‘wa 1 N il 4 T w £ Tor ,0|;o iz oT\urq_m
w e i THN =T G bl T =B e B CAN R Mo B W
o LI~ TRy N s 2w BN o T a2 = BT gy
ooor o~ w o o R B o - B = o ! T g & do BT
W — — 5 % o= ® B O 9 N oo C % 7o 7o
] T - ﬂodr@ = ~UREY %}aﬂ( ~ = oiuLx =0
wfﬂ#mﬂbf( TR mﬂ%% z@%&hﬂ@mﬁﬁ N :ﬁmﬁmowx
) B .. o o = =l o =) T - % oL 5
~ %° ~ oV Y T | A T = — jy
mﬂwlamat ™ L ,qmuEuTW% xﬂnwu w pE oy e~ * o X ma,w@rhwmh
2o X o - B .= < B g B X ’ & N S o < 8 Wl
5 W W ] P 5 4 om ORI o Wy g H
ox%aﬂwﬁ %o;gwﬂ@% & o w 2w b = T TF i L@mw%ov%
%%%51@ A iﬂﬂxro E;ﬂamﬂw% < g o
i 3 Wl o T ‘W X & ) Ho . B M- | — & = o - o oy =
Fxtw ET ,ﬁ%oﬁ@u,&ﬂ = = mﬁmﬂﬂﬂ),ﬁc " = mﬂdlm_mm%wr
=K A~ iy < —_ o = o o — R = . ' UJ|~
MMquL,%_@J 2 %%%ﬂmﬂ T % n o i@(@@«ﬂihﬁB%%%
o . — . FJ_ )
» P L S Ewmmr%%%%w o PR 5 YT %EE).Eéu
=1 = o R o= \_ume Exﬂﬂdudﬂ T ‘El.l “ﬂ o T = T & N oy = ,o|ﬂ;oL
E‘._‘_.w Lf o X o) #He __out L.ML — X H{ ~ =n k) N L.rom. L,HAF
w W ° Wr = 0w — R~ AT w <] H o CLEN IERNY Ho P <k T
ol il 0 g BN o I N M o ¥ = oF
o W 4ﬂ§_ . Lo o = 2 o T Hp F 9 5 L= o,
B X o e - ~ " | Sl =) M 5 — o
Bag .m % o T T T AT OB B X Lz R do © S = < 8
ol o B ey ,DIWI O# x Mﬂbf N_|1rﬂ o = N iy V ] = Cny _.E_ o Jlnd XK !
BT G ) L = N =2 g S o = o B o #
B A o iy rew x A N B oar W 2 R T e g M
W oW HT © > il 2 pl BT e Mn B 9P LS I T
K- prU —_ = R I 53 T .
el I K ol pronli s B 0 &5 ﬁn% [y nmLMo e g =] HTAL
R B < T < ofu = X el
LT o 50 A or 5 b x oMo
= VT o s G o L7 - B 17r51mn?§
s ) S meﬂwr =T o= T 0¥
= = = N oo T Co R - # e
_|_ S o 1 ok o E‘WSMMHOQ
_|_ S — = Aﬂw,o|ut1om
= RS = = M
\O A —
S & 3 g
£ : & 5 _
) g
=

- 68 -

vlo &
] 0%35]9/4\1:} (E'_]_“%/q 2)
A



[0624]

[0625]

[0626]

[0627]

[0628]

[0629]

ZIHSd 10-2016-0061439

<# 5

A= 7149 AE 2 E&ES whgo] Ut AFE%

714 Ag’ %
Agst
Ad A% us g 2h | +20°
1 | AccEWAETAAAKFLAAHA, 9 Ad 1 _ _
11 | AccEWAETAAB:KFLAAHA BEP a <2 <7
I | AccEWASsTAAAKFLAAHS; A4 3 b <7<
IV | AccEWASsTAARSKFLAAHA EEY c <27 [ <27
V | AccEWAETAASSKFLAAHS; EEE d 48 | -
V1 | AccEWASsTAASsKFLAAHA EEN; e >08 | —
VII | AccEWAETAARSKFLAAHS; Aqd7 7 >08 | —
VIII | Ac-EWASsTAASsKFLAAH#* A48 BAE 6| -
98
IX | Ac-EWA*TAARSsKFLAAHS, AE9 (BHAE 5 -
>08
X | AccEWASsTAABsKFLAAHS, X410 AyE A -
>98
X1 | AccEWASsTAABsKFLRsAHA Aqall Bz 8| -
>98

&

B g2eade F 20 29 1Es Zu) 2 Algste] gds ned FEEZ A mA AAA A

ol&¥E| 24t (Aib)& vhehdch. | ol RO A E.

Al abg b2 FAE HE = T3 Hd3k oo AHES FS5sh=d A9t (FA I, % 5). wahA,
ol A= ath FHA-RMN A=E7F F28HA &S WERY, vUmA] 2719 bt ctd B etfdrt. 2
E|=oA], HkE c= AHsa, de A9 &S AT (44 34 IVE V). dHo=w ) wkg e ¥
f= o)d ATFRHE 3" nket o] adH o2 AYPEHAY (22 A VI 9 VID) (F3 [Schafmeister, C.
E.; Po, J.; Verdine, G. L. J. Am. Chem. Soc. 2000, 122, 5891-5892] Zi1). o]& E|=oA RCMe] A 33k
H -

I

Aye EA VIS Ve vimgomd §us dsuie, v GAQY FH wae A JFHA we
frEstze Asferar.

o3l 7HA RRON W ol A, F A b ERAQ wee vl e L £tk old @ 999 WAl &
g8 Uag B94771 S8l e ole BE LAHd LS ot PESN waEt, et 4%
S OAAE 43 efel Al RS FU% £ Ak o AR, ¥ dEdse @Es 12
FAstel, 47 AR urgEel olg® An FAF xdsel ROl MR ¥, AUES GREAYL, A9ES
Lousel ela) BASTh B A4E WAt A4 EREY 0%E AAaR, YnAe e e &
W BAIh, o YHES AP Biae BN ¥ BAFES ARD (F, 1-2 B 33 oY
). ol=u(Ednan) Ra AT, LeBN-FH obulibviol ROI WHgol WA Aow WA, FA-A%
A 12 A2 SeEe] ROl Jhslel, ¥ wHAEe A4E ATES 8% 2R AL 5 Ak, mw-

ROM whg-o] A AA-RON AARNA 1 58T THA 42 AASLEE, oleld e 2o s
Al

g ~E P AGE 3 849 ASFE BAdl s Stk 22 REEe 4E 40 7P w2 olyA] o
T AF oA 7P A oA 3ol Wi ek 15 keal /molTHE AUAZE o wiokeS vERASITH
ol FuAom WA= 3olA sk Al A syrd® B wiEeold. FrhE, AFH Al 9ld,
i itd Eewo] Al Mg el sl W 2.5 keal/mol®] $AIZE UEREAL, §Li47 LB ol w4
Aol glov, weh Eds 2uds AYse Hrje] afo) Aesh oprti 915 A9

AF o] (CD) FA4& FAste], fE=e] e Ao 5 dF bl dt ~E ] asE FA33
o 2EFE PEHE 45 Eu-ade] SA4HR1 D 715 AR, dd-suEYE JEE 5 8 6RTh >
8 Mo RA B 4FE YT (E 2a, 2b, B 3c). HAR, 5% 57CAAN FEH &8 dolg HL
A, 4= AlA0] 95TeME o] dubpado] 50% EA fFASAT (F7he] &5 wloletel] tidME = 4 3
). FEE 5ol W 49 B} Fag A MRS ERA astel W@ F2E WAl o8 FukEda, A
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Aol wojdh & kel Efle] EAstl R AEHE FEE 4= 719] 323 wbVIE dEhY (1723,

adlE AgE EHEgIERF

gurdel 4. AwEE g L Ake 9
i dorh. HEEzdg (0L e A

& (THF)& 1z AA4s}

i

ol

B

°

Ir

o

jincs

o|\ ¥
EES

2 Azl FAHPFORVE SHAYUG. SRR Aokt @
= =

atoll =ast

(i
i
w (Z
oo
o
A
N
o
it
I
(o]
=
T et
ox
o -
Ho
N

0,
=
2

Ag ~HAEHL &3t
=39k, HE=+= 9.4 x 250 mm O}ZJ_Ei]E(AgHent) 1100 A& = HPLCE /\]—9“ }‘“ 0]—7‘—:3@'11‘5 Cs 94 A€
T3 G4 HPLColl 98l FAsHt. FAE HE =9 B4L 3.5 x 150 mm oA HE Cy 9 AHE o] &3}

o] o}lAdE 1100 Al2]Z LC/MSD HAHETE E=H Ao A Faatglt).

Fmoc-R35 ¥ ulA-ddd Z24 Bso §4

Ph Ph

KHMDS, THF \[r *HsN. CO,EL
Pthh N CO,Et BN HCI \/\BL/Z\/
| a2, 107
NCOE o~ W ELOIN;0, 4%, 141 | N ~
10 -78°C, THF 1

Fmoc-Osu FmocHN CO,EL AlBrs, Me,S FmocHN CO,H
——————— —
NapCOg/ oFA1 8 -H,0 \/\L\/ CHClp, A&, 24713k \/\LV

12 Bs
10227 68% 8%

dd 2-(de g goln x)-2-(HAEA4-d ) AE-F- = o] E (11)

N-(dedmgd ) 222l o g o282 109 tjddste] dis] o] del 7IAg 4 Wdste] o] &ttt (&3
[Denmark, S. E.; Stavenger R. A.; Faucher, A.uM.; Edwards, J. P. J. Org. Chem. 1997, 62, 3375-3389]
) THF (250 mL) & N-(duiddgal) 22l ol" o] ~HZ 10 (13.63 g, 51 mmol)e] W+ &-ollo] THF
(56 mL) % KHMDS (11.2 g, 56.1 mmol, 1.1 Z&F)e] s —78°C°ﬂ"1 15l Ax Amets 3 A7kt
-78Col A 1A)7F B¢k nuksl & *gﬂ_ QAAA gMS 5-00%-1-dd (12 g, 61.2 mmol, 1.2 GH)OZE

At WhE E}ES Ao HEF o, 243F b wuksgltt. A E FEAS -40CTE ¥4A7
I, THF (77 mL) % KHMDS (15.3 g, 76.5 mmol 1.5 &) o] a2 gas 1584 A MeEds Zi Hrst
I, WA Fek wwsidt. 1 % 5-29%-1-3E (16 g, 81.6 mmol, 1.6 WS AHILLEFAM EIE
A& Hrbsta, e ES Ao ¥ (16 h) 7FEAIFT. & % 23) NHCL 89 (100 mL)S H7bsked db

= AWAART.  H7IES odE oMAHCIE (2 x 150 nl)E FEFFFL, NaS0;5 &fo o]0 =
AHABAT. F715ES NgS0s BellA AxA71a, o3fstar, zststel sFAZG. A" dFas ekl

B AzA7IAL, v Wkl F7E AgAlglel AREskeltt.
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'H-NMR

(400MHz, CDCls) 8 7.83-7.12 (m, 10H), 5.80 (m, 2H), 5.02 (dd, J = 17.2, 1.6 Hz, 2H), 4.96

(dd, J = 10.4, 1.6 Hz, 2H), 3.74 (q, J = 6.8 Hz, 2H), 2.05 (dd, J = 14.0, 7.2 Hz, 4H), 1.92 (m,

4H), 1.45 (m, 4H), 1.13 (t, J = 6.8 Hz, 3H); *C-NMR (100MHz, CDCl3) § 174.8, 166.0,

141.3, 138.9, 128.5, 128.2, 127.9, 115.0, 69.2, 60.5, 37.5, 34.4, 23.3, 14.2; HRMS (ESI) m/z
Cy7H34NO; [M+H] 9l tl g AR 404.2589,2 %X 404.2577.

dg 2-(((H-EF L2 A-9-A)HEA) FF2 B d o] 12 )-2-(ME-4- L) FE-6-o = o] E (12)

old oElZ (200 mL) F F °lE 2-(duHdrEo}nn)-2-(HAE-4-o| ) P E-6-0]| o] o

45.1 mmol)®] Wk flof] drko]l 6N &M (45 mL)S 0TolA 458 ZAx H7lsta, AR _?;6%% F7} 15
st etk HU1ES CE oHE (2 x 100 mb)E FE3ta, Fe dHE F %

S olAlE (75 mL)ol &&A7IL, 7)o obAE (75 ml) F N-(9-EF U dHEAT
(16g, 47.5 mmol, 1.05 F&E)e] € 2L & (150 mL) 5 BAYEF (19.1g, 180.4 mmol, 4.
ALEA HrFstTt. CHES A2 16 A7F FF HH‘S}‘”E} ARES g obA
150 mL) & FZ&3skal, 3 =

Pr

0
~

Sl

o,
o)

2
& NgSOy ol M Hz=Al71aL, ofststar, gtetel 5213 *Ji*é% KISy
b5 7% oAlg obAH O ER &])d| o3l AHAlste], WA aA A 12

ooz o

ofj

71

>,
AL
X
X
N
W
Hu
il
=
f
I
)
=)
5
|

'H-NMR (400MHz, CDCl3) § 7.77 (d, J =
7.2 Hz, 2H), 7.62 (d, J = 8.0 Hz, 2H), 7.40 (t, J = 7.2 Hz, 2H), 7.32 (dt, J = 7.2, 0.8 Hz, 2H),
5.90 (br s, 1H), 5.75 (m, 2H), 4.99 (d, J = 17.6 Hz, 2H), 4.95 (d, J = 11.2 Hz, 2H), 4.39 (d, J
= 6.8 Hz, 2H), 4.25 (m, 3H), 2.35 (dt, J = 12.8, 4.0 Hz, 2H), 2.02 (m, 4H), 1.76 (dt, J = 12.8,
4.0 Hz, 2H) 1.39 (m, 2H), 1.30 (t, J = 7.2 Hz, 3H), 1.06 (m, 2H); "C-NMR (100MHz,
CDCls) § 174.2, 154.0, 144.2, 141.6, 138.5, 127.9, 127.3, 125.3, 120.2, 115.1, 66.3, 64.2,
62.1,47.6, 35.3, 33.6, 23.6, 14.5; HRMS (ESI) m/z CyH3NO, [M+H]" o] tl@ A413]
4622644, A2 462.2637.

2-((H-SF L2 A-9-) W FA) 7= H J opr] =) -2- (AN E-4- d) I E-6-N4t (B;)

e 2ol gdAsle 3] olHd 7As HAE WHYst o] &3t (FH [Node et al., J. Org. Chenm.
1981, 46, 1991] #*=). WY 3}3}F (90 mL) & &FrlE BEIE (22.4 g, 84.0 mmol, 3.0 BF)e] unk
gl fEFz2dE (90 mL) F olg 2-(((H-ZSF 9. U-9-A)H|EA]) 72 R Jolr] ) -2- (AN E-A4-o| ) FE-

3 H7bskdd. A4dE Ees A

, e HCIE AstAzie. BAES
AIF SR, NgS0; AellA AzA71a, 2heratel
FEART. AR FA nAE A A9 aRvEady (dERRde F 7% Wee2 &)l & A
Algte], WA DA A BsE F5IFUTE

6-oll=olo]E 12 (12.7 g, 27.5 mmol)e &AS 0TColA 155 Az H
2o] HEE 3lar, 24 AZF Fob wwedyh. Wb EEES B R
[e] o i

gEF22de (2 x 100 nL) o2 F&31, 3 7158 A5

pud

'H-NMR (400MHz, CDCl;) § 9.94 (bs, 1H),
7.78 (d,J = 7.6 Hz, 2H), 7.61 (d, J = 7.6 Hz, 2H), 7.41 (t, J = 7.6 Hz, 2H), 7.33 (dt, J = 7.6,
0.8 Hz, 2H), 5.75 (m, 2H), 5.00 (d, / = 18.8 Hz, 2H), 4.96 (d, J = 11.6 Hz, 2H), 4.42 (d, J =
6.8 Hz, 2H), 4.23 (t,J = 6.8 Hz, 1H), 2.34 (dt, J = 12.8, 3.6 Hz, 2H), 2.04 (m, 4H), 1.82 (dt, J
= 12.8, 3.6 Hz, 2H) 1.40 (m, 2H), 1.17 (m, 2H); *C-NMR (100MHz, CDCls) § 179.2, 154.2,
144.1, 141.6, 1383, 128.0, 127.3, 1252, 120.3, 1152, 66.5, 64.1, 47.5, 35.2, 33.6, 23.5;
HRMS (EST) m/z CyH3NOs [M+H]" o ol A|41x] 434.2331,85X434.2334.
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< 2>

Fmoc-E & g H|=-dHd 224l dE d2H2 129 BE3

FmocHNi jcc»‘,t;t

13
FmochN o ~COsEt /:%Ii: mol%) FmocHN COpt
x DCE (0.005M) Et0,C NHFmac
A, HA
" 15
2%
FmocHN._COEt  FmocHN.__COEt

S SN G

14

Fmoc-¥.3 ¥ H|A-#Hed Al JdE Jgrg= 129 735 EE3

1,2-vZz2oet (&7]8, 50 nL, 0.005M) % Fmoc-R & ¥ H|2-mEd ZFil old o2 12 (116 ng,
0.25 mmol)¢] &ML Al 1EF2A Zuf (41 mg, 0.05 mmol, 20 E%)e EA3te] Ao|A myralgich. 19

Al &, Rbg ERERFE] LC/MS dlolehs Rbgahx] &2 8 &4 5%%ke] "ol glal

9

) H
= 169] 5714 ol/de] ol o ddATE PN HEhh Y. dEA &9 AdE 139 EA= 4%Qxl
A, T 4= AESHA Fokon, o= A2 HE& (ZAhH RADZF A& Ad@E 5 e vEd
. EriE Asdstel AAR ¥, Ades A7 dd AZvtEY] (-8t T 12.5% e obAlHelE

2 gl s Alste] WA wEA 2N FE,

'H-NMR (400MHz, CDCls) § 7.78-7.75 (m, 4H), 7.65-7.61 (m, 4H), 7.42-7.37
(m, 4H), 7.34-7.29 (m, 4H), 6.01 (br s, 0.6H), 5.95 (br s, 0.3H), 5.92 (br s, 1.1H), 5.19-5.11
(m, 4H), 4.39 (d, J = 7.2 Hz, 4H), 2.47-2.41 (m, 2H), 2.26-2.20 (m, 4H), 2.06-1.66 (m,
10H), 1.54-1.31 (m, 10H), 1.04-0.76 (m, 4H); HRMS (ESI) m/z Cs;HesN30g [M+NH,]"
o t@ A=) 884.4850, A=) 884.4857.

HE = 3FA]

o Fol2Fo] 0.66 mmol/gel A ol =(Rink Amide) MBHA <=%] (:=n}n}o] @ #l(NovaBiochem)) A+e] Fmoc 3}
g5 ol &3l FEI=E AFT. AFR FAE AFE A 158 <t 1-WdE-2-9FZtE (WP g4 3
FAZT. Fmoc 3715 NP £ 25% HHgd (3 x 5 B)o & Agste] AAsGT. AFAEA 2-(6-F
2E-1-I-HlRETolE-1-9)-1,1,3, 3-HEdWdolnm FIANEFLEIAHOE (HCTU), WP + 10 @9
Fmoc-H5 ¥ opr]=at B 20 F3Fo] tjo]az 2 ofdolyl (DIPEA)S o]&3le] < ofbn=Aiks 308 5 #A
ZHAZT. HHdA SHA-BA obv kY] ALEHE Adl, 4 FFY ofviAil B 8 @] DIPEAE ARE-3)e]
2AIZE SoF WS AT, ZH7he] AEY EE BHIS 9SS 98, FXE NP (3 x 3 &), CHCl, (5 x 3 &),

2 NP (3 x 3 )2 AHEFT. HE Fmoc BRE o]F, o] N-2ohS NP 5 30 G oA EX F4E
9 60 ko] DIPEAR 2417+ SoF A5l ol E A ALt

HEF 9 Al

FA-AZE N-Td AEY HE=] H3 RRdE 271" 1,2-tF 22w (DE) FollA 20 B%e 1w~
Zu| & A}gste] Ao A 2417 Fet 403

gettt. HEsr Egdsigled, 9 &S v A, FAE
2 wES (3x 3 B)E A
o}, HAEY=E EYEFoRC MIE*P/EEl 1 AX2IAA/E (95/2.5/2.5)2)

X%BM, R A RS 5,
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[0652]

[0653]
[0654]

[0655]

[0656]

[0657]

[0658]

[0659]

SIHS3 10-2016-0061439

AAETE o]23 Az FEAW (ESI-MS)

HEIE 9. ESIMS C7sH11N2»0 [M+H] o 9l A4A] 1627.8, AE]1627.6.
HE = 4, ESIMS CoiH;37Ny019 [M + HT™ o tl@t A4A] 1814.0, 1= x]1814.0.
HME = 6. ESIMS CyHi23N019 [M + H]" ol dl& AIXER] 1691.9, 224 1691.6.
HAE = 5. ESIMS CssHi20N2010 [M + H]' ol W@ AIRER] 1734.0, 254 1734.0.
A= 8. ESIMS CssHi31N2050 [M +H]" o] A& AR 1772.0, A& 1772.0.

2] 3 3 o] A A]
=S 7AQ" w22 B &5 HES ] g &%
ARgBte] &% Ao} 717 A

A2~F(Jasco) J-710 #3FHFA AolA F=35EATH: 0.5 nm WA SiAE, 20 nm/F &, 103 73, 1%

S, 1om EE, 0.1 ecm A2 o], RE ~FEHS MO Fo] #U3 FR & &R ME

Ak, ZF ME = (94-100 p) e L5-9FA (D 2FEHDS gk L5 (4T, 2 10ToA 90C7HA =) 10

Tuieh)stel 260 WA 185 mmellAl 71538130tk thgst = 118 plhe] HEE= 45 o] &3t
(e}

O B B o
AR, eag = 5690 em ). PHFG oM AHEYL &7 TF =4 JEEHES

o
N
off
1
rlr
ol
e
Mo
ol
i)
=
1o
:Cg,‘
NI\
ol
ol
- 32
i)
i

S 2> T

oz
—~

-

oo

S

oo

~

o

T oyg

(D 42 20CAA Fhatgict. 4o ofg A& FH4E ZF HEI= (94-100 p)el th3k 222
ol A9 EFAES 4ColA 95C7HA i 1TwHith 3C/29 2% AALE ol&std FAat. 1,8 F537
98, B AHASS 959 A POz ool JAE 2-4E RES Algate] dol o ATY FAHL BA
sttt (23 [Favrin, G.; Irback, A.; Samuelsson, B.; Wallin, S. Biophysic. J. 2003, 85, 1457-1465]
Z). 2=HAE JgH= 4 3 82 o] 2k WHedA T &8 dolidS A @skow, wetA olE59 T, o
el os) 49 = A, 2y, FEE 45 AA o 95TCAAAME 259 dup-tbde] 50% FAl A E
ATt

Hegle A3 AA

o=

o7t 22~ (o] A (Pierce), V2R WE 20230) Aol mAE 0.4 mLe] EHAS 0.8 mLe 43 &= (0.1
M NHHCO; €59, pH 8.00°= AMAS AT, ARl o8 4 Az & dFdoziy A&

ENATG. AHE EAF 1.6 alol &3 gFolel AT, 23k 959 F 350 wel WEI= o (24

pM)S 150 o] &4 dgaz sty PAE EFELS AL35 AgA7|HA AL 10, 30, 90, 135

180+ F<t Atuloldstltt.  &4E ofFfel] ol QlitHloldE TEstaL, odt= $o AF 71EES 280 nnol
il

Al HPLC-71A o132 A&l s A=ssialnt. 438t A4 13 95tz AAIHAT. Rt ZEolth
(Kaleida) Z2#8=Z (ANUYA AZE o] (Synergy Software)) S AF&3te] In[S] th A7k (F)9 ZTZo2XRE A
& 87 2o oa] ZAFAT (1, = 1n2/7197], 71€7]: 4.0440.16x10 52 (4); 7.1140.66x10 % (5)).

Bz meg o

=H 7HE=Monte Carlo) FE| ZAME Faste], Wdd AdedA ZF 979 RE w2 oduyA] e g 9
A& stk MC FH 2AME 9 2 s AAdsr] 9, 15-37] Eded FEHESE 1= 315'—%1
(MacroModel) 2] wloll~E & (Maestro) GUI(PIEZ2ZEH, v.9.1, F72Y A, ALK (Schrodinger, LLC), 7&F
SA], 2005)F AH&Ste] & W UAE FuE AZelgivt. ®slei VluE feoR Hrista, EE M-
7haz] 9A7F YEE A2 FAEE S o]E ¢hds] HASAZT. 7 ol AA—AY AN, 7 A E

5
10,000 €A #8H 722 e 2ALE ST, BE ARtA, U e nlEard (mEarRd v.9,
F2EA, AN, FEF FEA, 2005)00A4 FFE vFeF Zo] O0PLS2005 FFES AM&ste] BUbskith. B
Hi3bo| A, Z-gulo 2 H3 8] (Polak-Ribiere Conjugate Gradient; PRCG) WH & o]&3}% L, »
9 FHastE % £E 7IE2 0.05 kI/mol-A W R MAIGY. B IHEzES BE HE
1,2-" S22 gt FoA #3307 vio SulE S22y Eo =2 FUHI = GB/SA &vlst HEE o] &3}
o} (&3¢ [Still, W. C.; Tempczyk, A.; Hawlely, R. C.; Hendrickson, T. A., A General Treatment of
Solvation for Molecular Mechanics. J. Am. Chem. Soc. 1990, 112, 6127-6129]). ZA% X=A} HLIXZE ol &
sto] A7) 2 B HE A, AFEA @S A= thgd grk jF "2 daoA 8 A, H-H3)t
o4 99999.0 A (& FEU), Aa-AFAA 207 A (89.4 A), B AFA-AIR A 20 A, B
EAF Eoh HAY FHE FAsES Zb 4 2w axak #5100 kI/mol)= FA. 2H ER =

M
o -

I ofo =
32 dlo fd = rr

O
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[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

[0669]

[0670]

[0671]

ZIHSd 10-2016-0061439

A ek, o5 ;& 0 WA 1800 & A 7z

o] g#¥e] JHT -2 -C AFS 4 b dAHow g v (lar]e wet 2ud Adee §l
%), 297 WU ool vA] FEAZG. Zh @A o5 500 SANA S HaskE Fdsta (o]By E
Al A FRlo] BAEA e ), 50 kIO HAl HAagk velA dEE etk A o F, EE Hokdd
© TxE 448 Haskstar, 15 kIO AA Hagh oA BE FHE FAA R, SEE= 2 (RUSD <
0.25 A)E AASAT. A2 FAJeziy £53% FHes B2 F Ao AR 729 s Al Ade
EHE F53 Ao nls FolshA] @kgker, ol dH wiko]l €xds 2AMEMNES AAMG

1,044, i+447 A 280 B2} welle] o7 (FE|= 4 o 3)

A BEEs S, e 49 P W2 olgA] ol ZAF o] dA

15 keal/mol T+ olUx7} o o] AAHUL (F 6). o=

o s AvE %‘1&% L I i B R e e I A
+

syn—3g Fo 2§ wjol I
Jge (= 11, C 3 D). A8= 4004, & 2EAES £ i,i+4 2EZolA Al o5 ZAjtel digh i=f
2.5 keal/mol®] MZrs SQASQITt. 1,47 ZElE0lAM 2 o5 Ash el 13 =7} guskxl

Ho

AT, o] o] AA HE R oluA AEsh EAe] W], Az o]F
7 2k (31 9 18, X 6).

<3} 6>
oA (kcal/mol)* PN
ii+d,i+d4+7 A= 4 A =3 A =4 AH=3
RNESAES 0.1 (-466.4) 15.3 (-451.2) 31 25
AN2/EWAX 0.0 (-466.5) 15.8 (-450.7) 18 61
EWAIN 2 2.5 (-464.0) 14.9 (-451.6) 16 32
EWXA/EAA 2.4 (-464.1) 15.0 (-451.5) 9 45

A= 7HE w2 oA o] @A e Al Haghel oid Al HAgke] oldAol, Al oluA= ZEch
b

of Z15akltt.  ZF o] A A 9] 15 kJ/mol (3.59 keal) o] AA gk Wl AXg Fefe] 5.

i,it4,i+4+4 A =He] £2 2dy A7 (PEHE 8 9 16)

wA BARE S, AE 89 P e AuA ol A oldAATE 7P MR o] A 160 wiel] oi=f
14 keal/mol R olqA|7F B whgo] AAHAT (£ 7). ol FRHoR AE 16004 dAdsH: vl 714
syn-dek A5 wiwolt: F 7= AR el %’4‘16} WL g 7R e Sl qig shae
A 89 Al=/AZ o] AT oA 9] e
olF Aol H7he tEF 2 kealthd EER Wb,

6 keal7} 22T FHFAE, B4% 169

= N-eh Alxa A3t —‘?‘7}“ 2 0.5 kcals 25
Sk ubd | - o 01]/‘1/] ]3@]’0 EHE)F 1.5 kcal W B}
<3 7>
o A (keal/mol)* gH°
iyi+4,i+4+4 HE|= § HAE = 16 HE = § HANE = 16
RESAPS 0.0 (462.0)  15.6 (-446.3) 4 16
A E/ERA 6.1 (-455.9) 14.1 (-447.9) 12 8
EdA/AA 23(-459.7) 150 (-446.9) 8 17
EdA/EWX 8.0 (-453.9) 13.5 (-448.5) 19 8

ANUx= 7 W2 olyx] ol Ao A Haghel digk AA FHAgke] olyA|oln, Ao oyA= &<t
of N=aaet. " 2 o) dAA 15 kI/mol (3.59 keal)S] AA Hzzk o] 91X Aeje] A4
E]z_—}:E] i-] o] 01]

M HE= 2 ol Jtud s <kAstE FE =9 JeAdS
(E 13)E ioA Ss, i+4 2 i+8oA 27019 B;, @ i+120]4] S& 38l 1Qstar, o

F 30% 1F2 0B LSS d@ BRao] st Ao PES-FH FAS AHR Al W
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[0672]

[0673]

[0674]
[0675]

[0676]
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Z|Z5E FHekal (= 14), 28 F AAES LS o8] 24s8kaitt. LS 23}, @d- 9 o] F-AHEd
SAHAS] @Al Wuls] ERlEglal, ol tiFEe Ax ARHSY. dd A= das GHE £
%E AABAIL, ol A 7t AAE (FEE 24)9 o BAES 7T 1 9 oA BE

29 FHE (E 1544 FHE 25)F olF ~HEHYE 3= 272 A &1, e 2=HEHd
S XS T3, QoA Ry 2 it4 fACA S5 SHeke BY HMEIE (FE= 28)E ROME

T 295 AASHA &gt (&= 15).
AEo ugt 71 st 729
[e]

-‘?ﬂE]E /\]Z\_E‘ﬂoﬂ zolgl ,/;: o) o

z7be] 2548 Wel=

T
btk ol Avks 47 mE ol b wd FeHel @

AR 2.

< &

F7to] 28139 A= 1 : t}E RNase A A

HEE Ja: | Ac-ReWAETAABsKFLRsAHA-NH, (4 & 12)

[ESIMS Co;Hi3sNpoOuo [M/2 + H] o] t@ A= 907.5,45%]907.6]
HAEE Ib: | Ac-RgWAETAABsKFLAAHSs-NH, (4 413)

[ESIMS CoqH14aNpx0 10 [M/2 + H]' o] dlgt AR 928.5,425%]928.4]
HAEE Je: | AccEWARSTAABSKFLSsAHA-NH, (49 14)

[ESIMS CgsH13:Np0019 [M/2 + H] ol o8t A 2% 886.5,2 5] 886.4]
HAEE Id: | Ac-SsSEWABsTAABSsKFLSsAHA-NH, (A € 15)

[ESIMS CosH 47N 050 [M/2 + H]+ of didk AR 969.1,41 53] 968.8]
HAE = le: | Ac- B 7 1-EWASsTAABsKFLAAHSs-NH, (4 416)

[ESIMS Ci01H156N22023 [M/2 + H]* o gig AR 1022.6,4 %3] 1022.4]
A= If: Ac- 87 1-RsWAETAAB;KFLAAHS;-NH; (A€ 17)

[ESIMS Ci04H;62N22023 [M/2 + H]+ of di& ALA 1043.6,"3‘%‘21 1043.2]
AHE Ig: | Ac- 37 1-EWASsTAABKFLRsAHA-NH, (X 4 18)

[ESIMS CysHisoN2,053 [M/2 + H]" o] B & Al4EA 1001.6,2 5] 1001.2]
S E|= Th: | FITC- ¥ 7 1-RyWAETAABsKFLAAHSs-NH, (41 E19)

[ESIMS Ci23Hi175N230,S [M/3 + H]' o tf & A3 811.7,25X811.6]
HAEE li: | FITC- 7 1-EWASsTAABsKFLRsAHA-NH, (4 € 20)

[ESIMS Ci17H160N230,58 [M/3 + HI" o] it ARk 783.7,2 5% 783.6]

<3 9>

F719] 26139 JE= 11 : FITC-%A € RNase A A

A= Ma: | FITC- A 1-EWAETAAAKFLAAHA-NH, (A 4 21)

[ESIMS C)0aH;30N»30508 [M/2 + H]" o gl g A2E=) 1102.5,4252]1102.8]
A= b | FITC- ¥4 1-EWARsTAARKFLAAHAIb-NH, (A & 22)

[ESIMS Ci11H15iN23028 [M/2 + H] o]l dl g+ A4Ex] 1135.0,45X1134.8]
HAE = Ile: | FITC- 37 1-EWASsTAASsKFLAAHAB-NH, (4 4 23)

[ESIMS C111H;51N23028 [M/2 + H]' o] gj gk Al4EA] 1135.0, 25X 1134.8]
HAE= Md: | FITC- B4 1-EWA4hTAARKFLAAHS:-NH, (X € 24)

[ESIMS C,14H)57N23058 [M/2 + H] o dl & A4X] 1156.1,2 52 1155.6]
HAEE [le: | FITC- 37 1-EWASsTAABsKFLAAHS:-NH, (4] € 25)

[ESIMS Ci2oHi6sN23027S [M/2 + H' o] o ¢t AXER] 1196.1,2 5% 1195.6]
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[0677]

[0678]
[0679]

[0680]
[0681]

[0682]
[0683]

[0684]

<#% 10>

719 2849 PEE 1 A5 28 E FEE {ALA

AEE [Mla: | Ac-EWSAibTDNABKQEADRAiB-NH, (X & 26)
[ESIMS C74H,17N23005 [M/2 + H]™ ol dl & AIRER] 887.4, 45 %888.0]
AE = MIb: | Ac-EWSSsTDNBsKQEADRSs-NH, (A& 27)
[ESIMS CgoHi30N2305¢ [M/2 + H]' ol Bl @ A)14FA] 989.0,2 54 989.2]
HMES Mle: | Ac-EWSSsTDNBsKQERsDRA-NH, (A @ 28)
[ESIMS CsH133N2300¢ [M/2 + H]' o] & A5EA] 968.0,2 =X 968.4]
<3 11>

%7}9] 214 AL IV : HIV-RRE E ¥ 286} Rev-7]4] RE=

AE|= IVa: | Ac-TRQSsRRNBsRRRWRES;QR-NH, (4] & 29)

ESIMS Ci11Hi03N4sOps [M/3 + H]' ol & AIXEA] 851.5, A4 852.0]
A= IVb: | Ac-TRQSsRRNBsWRRRsRERQR-NH; (A4 30)

[ESIMS CiosHi57N4sO24 [M/3 + H]" ol i g A= 837.5, 25X 837.9]
#AE = IVe: | FITC- 37 2-TRQSsRRNBsRRRWRES;QR-NH, (44 31)

[ESIMS Ci33Ha07N4gQs0 [M/3 + H]" ol ti & A4 990.9, A5H) 991.2]
HAE)= IVd: | FITC- 3 A 2-TRQSsRRNBsWRRRsRERQR-NH, (A1 € 32)

[ESIMS Ci30H201N430z0 [M/3 + H]" o t] & A41X] 976.8, =X 977.2]

<3 12>

F71¢] 2613 € WE= V: HIF-102 X338 6= ARNT-7] A AE=

HAEE Va: | Ac-ILSsMAVBsHMKSLRSsT-NH; (A 2 33)
[ESIMS CooH,5sN2,01587 [M/2 + H]' o ?l 8t A143] 949.6,4 =X]950.0]
HEE Vb: | Ac-ILRMAVSsHMKBSLRGRs-NH, (X 2 34)
[ESIMS CssH5sNs016S, [M/2 + HT' ol Blgt Al4r=] 941.1, 5 %941.6]
HE= Ve | FITC- 34 2-ILSsMAVBsHMKSLRS;T-NH; (A2 35)
FE= Vd: | FITC- 37 2- ILRMAVS;HMKBsLRGR-NH, (42 36)
<3 13>

%71¢] 2813 ¥ A= VI: hDM-2 2 hDMxZ %383l ps3-714 Ag=

HAE = VIa: | Ac-LSSsETFBsDLWKLLSGEN-NH, (A4 37)

[ESIMS Ci4H;6N2gOs6 [M/2 + H]" o t] & AINEA 1053.6,2 54 1054.0]
AL = VIb: | Ac-LSSsETABsDLWKLLS;EN-NH, (A4 38)

[ESIMS CosHissNaoOzs [M/2 + H]" o ti&t AREA 1015.6,4 = 1016.0]
HAEI= Vie: | FITC- §7 2-LSSsETFBsDLWKLLS;EN-NH, (4 4 39)

[ESIMS Ci26H6N3;031S [M/2 + H] o] di gt A4EX] 1262.6,2 53] 1262.8]
#E)l= VId: | FITC- 84 2-LSSsETABsDLWKLLS;EN-NH, (X 4 40)

[ESIMS CiH17N205S [M/2 + H]* o] dl§ A14x] 1224.6,2 5 %] 1224.8]
HAE|= VIe: | Biotin- 37 1-LSSsETFBsDLWKLLS;EN-NH, (A4 4Q 41)

[ESIMS Ci120H50N240318 [M/2 + H]' o] g A4S 1260.7,8 % 5] 1261.2]
HE|= VIf: | Biotin- @7 1-LSSsSETABsDLWKLLS;EN-NH, ( A4 42)

[ESIMS C116H188N24031S [M/2 + H] 9l ti @ AR 1222.7, 45X 1222.8]
HAE = VIg: | FITC- 87 2-S:DFSBsYWKRsL-NH; (A2 43)

[ESIMS CosHi1oN1502S [M/2 + H] o ti g A4=] 916.9,45%)917.2]
HE|= VIh: | FITC- A 2-RsDFSBsYWKSsL-NH, (A & 44)

[ESIMS CosH110N150508 [M/2 + H]" o] dj g A%X] 916.9,2%%]917.6]
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[0685] <E 14>

F719] 28|14 € AE = VII: BCL- X1, 335l BID-BH3- 7|4 A=
HAE = VIla: | Ac-EDITIRNIASsHLABsVGDWN; DS3SI-NH, (A € 45)

[ESIMS C;17H,8sN2g032 [M/2 + H]" o tj g AAER] 1324,7, 25 X)1325.2]
HE| = VIIb: | Ac-NIASsHLABsVGDWNDSsSI-NH; (41 € 46)

[ESIMS CyoHj39N;, 053 [M/2 + H]" o] th @& Al4kA] 1011.58,21 5% 1012.0]
g = VIc: | Ac-NIASsHLABsVGDWN DSs-NH, (A 4 47)

[ESIMS Cs1Hi121N19020 [M/2 + H]" o i AAA] 911.5, 42 5912.0]
FAE = VIId: | FITC- ¥ 7 2-EDIIRNIASsHLABsVGDWN_DSsSI-NH; (A1 € 48)

[ESIMS Ci30H100N31 0378 [M/2 + H]" o tj & AAEA] 1533.8, 2 %]1534.4]
= VIle: | FITC- 87 2-NIASsHLABsVGDWN_DSsSI-NH; (414 49)

[ESIMS Ci1oH153N230558 [M/2 + H]" o g g A4 1220.6, 254 1221.2]
SE|= VIIf: | FITC- 97 2-NIASsHLABsVGDWN.DSs-NH, (414 50)

[ESIMS Ci03Hi137N210,5S [M/2 + H]' ol "l @ AXR] 1120.6,215%1120.8]

Np= =254

[0686]
[0687] <% 15>
F7he] 21449 AE = VL 1d @92d-S %23} 31 - hEA7-7]4] FE=
HME = VIIa: | Ac-LSSILQBsAVQRSILGLEQQVRER-NH; (4 ¥ 51)
[ESIMS Ci16H190N3102 [M/3 + H] ol W& Al4tx] 854.9,4 2% 855.2]
HME = VIb: | Ac-LSSILQBsAVQVILS;LEQQVRER-NH, (X4 52)
[ESIMS Ci22Hz11N31020 [M/3 + HI" o ti gt A5kA] 882.9,41 % %] 883.2]
g = Vie: | Ac-LLILQQAVSsVILBsLEQRsVRER-NH, (44 53)
[ESIMS Cip0H211N30028 [M/3 + HT' ol tig AlXEA 863.9,2 521 864.0]
HE = VIIId: | Ac-LLILQQAVSsVILBsLEQQVRSsR-NH; (4 & 54)
[ESIMS Ci23H21sN31027 [M/3 + H]' ol Bt AR 877.6,2 5% 877.6]
HAE = VIle: |Ac-LLILS;QAVBsVILRSLEQQVRER-NH, (A4 ¥ 55)
[ESIMS Ciz0H211N30028 [M/3 + H]' 9l ti & AL 863.9, 253 864.4
HME = VII: | Ac-LLILSsQAVBsVILGLES:QVRER-NH; (A4 56)
[ESIMS Ci20H21i1N26027 [M/3 + H]' o] ol Al4tA] 854.2,4 5% 854.4]
[0688]
HAE = VIg: | Ac-LLILS;QAVBsVILBsLEQSsVRER-NH, (A€ 57)
[ESIMS Ci25sH215N20027 [M/3 + H]" ol i@ AXA 8762, =X]876.4]
Mg = VIh: |FITC- 87 2-LSsILQBsAVQRSILGLEQQVRER-NH, (A& 58)
[ESIMS C13sH216N330348 [M/3 + H]" o] ti gt ASER] 994.2, 8 23] 994.5]
A= VIIi: | FITC- FA 2-LS5ILQBsAVQVILSsLEQQVRER-NH, (A & 59)
[ESIMS Ci44H55N330348 [M/3 + H]" o] o g+ A41] 022.2, 2 5311022.4]
HME)= VIIj: |FITC-3A 2-LLILQQAVSsVILBsLEQRsVRER-NH, (4 € 60)
[ESIMS Ci4pH355N3,033S [M/3 + H]' ol gl g A4 003.2, 85 211003.6]
e = VINk: |FITC- %A 2-LLILQQAVSsVILBSLEQQVRSsR-NH, (X1 € 61)
[ESIMS C)4sH3N3303,8 [M/3 + H] o] Ul g A4t
1016.9,45%1017.2]
g = VIN: | FITC- Y7 2-LLILSsQAVBsVILRSLEQQVRER-NH,; ( A€ 62)
[ESIMS Ci4H2,5N3,053S [M/3 + H]+ o gig AR 003.2,45% 1003.6]
#AE]= VIIm: |FITC-3A 2-LLILSsQAVBsVILGLESsQVRER-NH, (SE(X 4 63)
[ESIMS Ci42H226N3103,8 [M/3 + H]' ol di & AlXEX] 993.6, 2 22]994.0]
FE= VIn: |FITC- ¥+ 2-LLILSsQAVBsVILBsLEQSsVRER-NH, (X< 64)
[ESIMS Ci47H23;N3,03,S [M/3 + HT o g AALX
1024.9,2%31015.6]
[0689]
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[0690]

[0691]

[0692]

[0693]

[0694]

<% 16>

F719 28144 A= IX: GLP-1 $8A15 ¥4 5= GLP-1- 714l WEI=

AL = IXa: HAEGTFTSDVSSYSsEGQBsAKEBsIAWSsVKGR-NH, (A4 65)
[ESIMS Cis0H245Ns0Oas [M/3 + H]' ol it A4EA] 144.94, 25 %]1145.1]
Ae]= IXb: HAEGTFTSDVSSYS;EGQBsAKEFIAS;LVKGR-NH, (M€ 66)
[ESIMS Cis6HaasN3904s [M/3 + H]" o]l tl & AlIXEX] 128.6, 2 5411128.8)
AL = IXc: HAEGTFTSDVSSYLEGQSsAKEBSIAWLVKSsR-NH,; (A€ 67)
[ESIMS Ci6H255NagO4s [M/3 + H]' ol W& AIREA 160.3,2152]1160.8]
AL = IXd: HAEGTFTSDVSSYLEGSsAAKBSsFIABsLVKSsR-NH, (%< 68)
[ESIMS Ci60H253N33042 [M/3 + H] ol @ A4EX] 126.3,4152]1126.4]
HAE = IXe: HAEGTFTSDVSSYLEGQAAKS:FIABsLVKRsR-NH, (1€ 69)
[ESIMS CissHz6N390a3 [M/3 + H]" ol g8 A13EA] 113.9,25X1114.4]
A= IXf: HAEGTFTSDRsSSYLEGBsAAKEFISsWLVKGR-NH, (A€ 70)
[ESIMS Ci6H256N30044 [M/3 + H]' 9l B8 AXER] 166.6, 2 5 2]1166.4]
AL E IXg: HAEGTFTSDVSSYLESsQAABSEFIAWLS;KGR-NH, (A& 71)
[ESIMS Ci63H24sN39045 [M/3 + H] o]l st AXER] 1157.2, A5 X1156.8]
HNE = IXh: HAEGTFTSDVSSR;LEGQAABSEFIAWLSsK GR-NH; (A & 72)
[ESIMS CisoHz48N30044 [M/3 + HI' ol th& A4S 1359, A2 X]1135.6]
AE = IXi: HAEGTFTSDVSSsYLEBsQAAKEFS;AWLVKGR-NH, (A€ 73)
[ESIMS C)65Hys53N4g04q [M/3 + H] ol Tl A2 1166.3, 2 21166.0]
AL = IXj: HAEGTFTSDSsSSYBsEGQAAKSsFIAWLVKGR-NH, (M4 74)
[ESIMS Ci60H245NaoOa3 [M/3 + H]' o] d] 3t Al4kx] 1138.3,2151138.0]
A= IXk: HAEGTFTSsDVSBsYLEGQAS;KEFIAWLVKGR-NH, (A € 75)
[ESIMS Ci67Hz5:NagOqs [M/3 + H] o] ti gt A4 1170.3,25%]1170.0]
e = IXI: HAEGTFTSsDVSBsYLERsQAAKEFIAWLVKGR-NH, (42 76)
[ESIMS C165H253N40043 [M/3 + H]+°“ q]'t:ﬂ_‘ Zﬂﬂ'ﬂ 11610, )é]é‘i]11608]
HE= IXm: | HAEGTFTSsDVSBsYLEBsQAASSsEFIAWLVKGR-NH, (A€ 77)
[ESIMS CisoH256N30043 [M/3 + H] o] it AAER] 1173.3, 25 2]1173.2]
A= IXn: HAEGTFTSDVSSsYLEBsQAARSEFIAWLVKGR-NH, ( A @ 78)
[ESIMS Ci62H246N30044 [M/3 + H] ol W& Z14H3) 1147.3, A& 2]1146.8]
<& 17>

719 26139 REE X: CY 7HQ wpol g2 & A5l NS5A- 7] A A=

HE = Xa: SGSWLRDSsWDWBsCTVLTDSsKTWLQSKL-NH, (4 & 79)

[ESIMS Ci61H245N33040S [M/3 + H]' o] I AL 127.6, 25 X]1127.6]
A= Xb: SGSWLRDVWDWISsTVLBsDFKBsWLQSsKL-NH; (A2 80)

[ESIMS C74HasoN33037 [M/3 + H' o] ti g AxEx] 1157.7, A5 A1157.6]
A = Xe: SGSWLSsDVWBsWICTVLSsDFKTWLQSKL-NH; (114 81)

[ESIMS Ci6:Hp50N350378 [M/3 + H]" o] Wl g AAER] 123.3, A5 4]1123.6]
Mg = Xd: SGSWLSsDVWBsWICRsVLTDFKTWLQSKL-NH, (414 82)

[ESIMS C164H24aN350578 [M/3 + H]' of 18k AALx] 109.3, 4= x]1109.2]
HAE = Xe: SGSWLSsDVWBsWICBsVLTSsFKTWLQSKL-NH, (A& 83)

[ESIMS C70H;5:N35035S [M/3 + H]' o]l dl gt Al4kx] 126.0,2=%]1126.0]
HAE = Xf: SGSWLRDVWSsWICBsVLTDFKSsWLQSKL-NH; (A& 84)

[ESIMS CioH255N35036S [M/3 + H]" o tf ¢t Axtx] 141.7, 45 1141.6]
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[0695]

A= Xg: SGSWLRDVWSsWICBsVLTRsFKTWLQSKL-NH, (A ¥ 85)

[ESIMS C66H245N330358 [M/3 + H] ol th & A4EA] 123.0, A5 ]1122.8]
e = Xh: SGSWLRR;VWDWICB;sVLTDFKS;WLQSKL-NH, (X2 86)

[ESIMS Cj7;Ha61N3:036S [M/3 + H] ol Bl & AXER] 155.7, 2 21155.6]
A= Xi: Ac-SGSWLRDSsWDWBsCTVLTDSsKTWLQSKL-NH, (4 & 87)

[ESIMS Ci63H247N3304:S [M/3 + H]' ol Wl & ARER] 141.6, 23 211141.6]
HAE = Xj: Ac-SGSWLRDVWDWISsTVLBsDFKBsWLQSsKL-NH, (A4 88)

[ESIMS Ci76H261N33038 [M/3 + H]' ol Wl @ AIXER] 1171.7,4 5 1171.6]
A= Xk: Ac-SGSWLSsDVWBsWICTVLS;DFK TWLQSKL-NH, (A€ 89)

[ESIMS CigHp52N35038S [M/3 + H] ol o8 A4Ex1137.3, 45 %]1137.2)
Ag= X Ac-SGSWLSsDVWBsWICRsVLTDFK TWLQSKL-NH, (42 90)

[ESIMS CigsH46N35036S [M/3 + H]* ol dlgh A4FA1123.3, 25 %]1123.2]
Ag= Xm: Ac-SGSWLSsDVWBsWICBsVLTSsSFKTWLQSKL-NH, (A€ 91)

[ESIMS Ci75Has6N35036S [M/3 + HJ' o] th gt A4Ex]1140.0, 2 =]1140.0]
HE = Xn: Ac-SGSWLRDVWSsWICBsVLTDFKSsWLQSKL-NH, (M € 92)

[ESIMS C71H,57N330378 [M/3 + H]" ol gl g AA1155.7, 25 41155.6]
A= Xo: Ac-SGSWLRDVWSsWICBsVLTRsFK TWLQSKL-NH; (A& 93)

[ESIMS CiesHp53N35036S [M/3 + H]' ol ti & AXk11137.0, 25 %]1136.8]
e = Xp: Ac-SGSWLRR;VWDWICBsVLTDFKS;WLQSKL-NH, (1 & 94)

[ESIMS C;74H263N350378 [M/3 + H]" ol i g AA1169.7, 22 21169.6]
A= Xq: Ac- B7] 1-SGSWLRDSsWDWBsCTVLTDS;KTWLQSKL-NH,

(A4 95)

[ESIMS Ci73H,65N4004sS [M/3 + H]' o] di & A4E)1218.7, 21 % %]1218.6]
Ag = Xr: Ac- @A 1-SGSWLRDVWDWISsTVLBsDFK BsWLQSsKL-NH,

(A48 96)

[ESIMS Cis6H;79N40042 [M/3 + H]' o ti gt ARER] 1248.7, A5 ]1248.9]
AE = Xs: Ac- @7 1-SGSWLSsDVWBsWICTVLS;sDFK TWLQSKL-NH,

A4 97

[ESIMS Ci70Hp7N3704,8 [M/3 + H]' ol o @ AR A1214.4, 2 =5 1214.4]
A= Xt Ac- 37 1-SGSWLSsDVWBsWICRsVLTDFKTWLQSKL-NH,

(414 98)

[ESIMS Ci76Hz6aN37042S [M/3 + H] ol Bl @ AXEA11200.3,2 2 1200.3]
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[0696]

A = Xu:

Ac- 37 1-SGSWLSsDVWBsWICBsVLTSsFKTWLQSKL-NH,
(X4 99)

A= Xv:

Ac-37 1-SGSWLRDVWSsWICBsVLTDFKSsWLQSKL-NH,
(A€ 100)

[ESIMS Cig1Ha7sNugOurS [M/3 + H] o] & AlAE%]1232.7, 4 5A1232.7]

A= Xw:

Ac-37# 1-SGSWLRDVWSsWICBsVLTR;FKTWLQSKL-NH,
(A4 101)

[ESIMS Ci75Hy7NagOuoS [M/3 + H] ol & ARFA1214.0, 45 %]1214.1]

Ac- 37 1-SGSWLRRsVWDWICB;VLTDFKSsWLQSKL-NH;
(A€ 102)

[ESIMS CiasHp51NaoOa1S [M/3 + H]" o] g 3 A|4H]1246.7, 2 = ]1246.5]

FITC- 37 1-SGSWLRDSsWDWBsCTVLTDSsK TWLQSKL-NH,
(A4 103)

[ESIMS Ci9pHz74N4104sS; [M/3 + H]" o] tj g A)3+%]1334.4, 15 11334.1]

FITC-3# 1-SGSWLRDVWDWISsTVLBsDFKBsWLQSsKL-NH,
(414 104)

[ESIMS CyosHpssNayO46S [M/3 + H]" o] &t Al %]1364.4, 25 %] 1364.4]

el = Xaa:

FITC- 37 1-SGSWLSsDVWBsWICTVLSsDFKTWLQSKL-NH,
(14 105)

[ESIMS C)osH270N35046S; [M/3 + H]' o i & A4Ex]1330.0, 22x]1330.2]

#AE = Xab:

FITC- 37 1-SGSWLSsDVWBsWICRs VLTDFKTWLQSKL-NH,
(X4 106)

[ESIMS Cio5Hp73Naa04sS; [M/3 + H]'o) ] @ A4FA1316.0, 215 ]1316.1]

#HAE = Xae:

FITC- 37 1-SGSWLSsDVWBsWICBsVLTSsFK TWLQSKL-NH,
(X4 107)

HAE] = Xad:

FITC- 97 1-SGSWLRDVWSsWICBsVLTDFKSsWLQSKL-NH,
(X8 108)

[ESIMS CpooHpsNaiOusS, [M/3 + H] "o o & #A|41%] 1348.4, 2 53]1348.2]

AL = Xae:

FITC- 37| 1-SGSWLRDVWSsWICBsVLTRsFK TWLQSKL-NH,
(A€ 109)

[ESIMS Cj97Hp60Na10asSy [M/3 + H]' o g A4211329.7, 2 5 %]1330.0]

HAE = Xaf:

FITC- 97 1-SGSWLRRsVWDWICBsVLTDFKSsWLQSKL-NH,
(A4 110)

[ESIMS Cj03Hp00N4; 0458, [M/3 + H]* o] th &t Al31=]362.4, 25 2]1362.4]
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[0697]
[0698]

[0699]
[0700]

[0701]

PE = Xag:

Blo] 2 81- 37 1-SGSWLRDSsWDWBsCTVLTDS;KTWLQSKL-NH,
(A4 111)

[ESIMS Ci51H277N42046S; [M/3 + H] ol & A3x11279.7, 25 2]1280.1]

FE = Xah:

o] . }- 7 1-SGSWLRDVWDWISsTVLBsDFKBsWLQSsKL-NH,
(A€ 112)

[ESIMS Ci04H276NapO43S [M/3 + H]' ol ti & Al4A11309.7, 2 5X1310.1]

FE = Xai:

Mho] @ ®-A 1-SGSWLSsDVWBsWICTVLS;DFKTWLQSKL-NH,
(A4113)

[ESIMS Cis7Hp8N30043S, [M/3 -+ H] ol 8t A3 1275.4, 2 52 1275.6]

e = Xaj:

Blo] 2 H-37 1-SGSWLSsDVWBsWICRsVLTDFKTWLQSKL-NH,
(A¥ 114)

[ESIMS Cy84H;76N30043S, [M/3 + H] ol tl & A43X 1261.4,45 % 1261.8]

AL = Xak:

o] £ E- 37 1-SGSWLS;DVWBsWICBsVLTSsFKTWLQSKL-NH,
(A4 115)

AE = Xal:

vho] 2 ®9-F7 1-SGSWLRDVWSsWICBsVLTDFKSsWLQSKL-NH,
(A ¥ 116)

[ESIMS Ci80H287Na20428; [M/3 + H]" ol th & A4 1293.7, 15X 1294.2]

HFE= Xam:

o] S E-F 7 1-SGSWLRDVWSsWICBsVLTRsFKTWLQSKL-NH,
A€ 117

[ESIMS Cis6H283N42041S; [M/3 + H] ol gt AAER1275.1,2 5% 1275.3]

HAE]= Xan:

Hlo] @ ¥l- & A 1-SGSWLRRsVWDWICBsVLTDFKSsWLQSKI-NH,
(M4 118)

[ESIMS Ci97H3203N42042S2 [M/3 + H]" ol dj & A4+X1307.7,4 2 %] 1308.3]

<#% 18>

719 2814 d FE = XI: Myc S X235l Max- 7| A E=

FAH= Xla: Ac-KATEYIQYN; SsRKNBsTHQQDIS,DL-NH,(X & 119)
[ESIMS Cja3H,1,N35035 [M/3 + HT' ol tl & AXER 992.6, 2 = x]992.6]
A= XIb: Ac-KATEYIRsYN RRKNBsTHQQDISsDL-NH, (4 € 120)
[ESIMS Cy37Hz2N37057 [M/3 + H]" o] ti g A4+ 1015.9, 22x]1016.3]
<3 19>

F719] 2814 € AE = XII: MITF & X33}l MITF- 7|4 Ag=

HAE = XIa: | Ac-TILKASVDYSsRKLBsREQQRASSEL-NH, (A€ 121)

[ESIMS CipsHoN35033 [M/3 + H]" o] T &k ALER] 972.6,2 5] 972.8]
FE]= XIIb: | Ac-TILKASRDYIRKLBsREQQRASSEL-NH, (A1 ¥ 122)

[ESIMS Ci3,HgN3s033 [M/3 + H]" o] T & AlAEA] 991.3,2 5] 991.4]
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[0702]

[0703]

[0704]

[0705]

[0706]

[0707]
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[=)

EWI6

BID-BH3 =v¢1¢] ¢+ 34 a-} Al

°kA1y (WT) 2 BAX/BAK °|F Ho}% (DKO) FIEEEZ o} ] 400 nM FAFNA ANEAE c FEB

60

eWT FAHEE
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50 I
40 4
®
il
w©
En_m 30 4
i
S}
3
20 4
10 +
0 i ; _ L I L__
SAHBa 23-mer (1) SAHBa 18-mer (2) SAHBa A ¥ 3] @ 22-mer (3) SAHBa ZE A E 17-mer (4) SAHBa A E] A9 15-mer (5)
Re = -
- 3]
82 87 90 94 98 101 BCL-X, 4% Ko
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E=H25D

[

(B) i+7 2H1=3 9 HAE = (lId)
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60
40
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FITC-A

Ade=
SEQUENCE LISTING
<110> Verdine, Gregory L

Kim, Young-Woo
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<120>
<130>
<140>
<141>
<150>
<151>
<160>
<170>
<210>
<211>
<212>

<213>

<220><223>

<400>

Glu Trp Ala Glu Thr Ala Ala Ala Lys Phe Leu Ala Ala His Ala

1

<210>

<211>

<212>

<213>

<220><223>

STITCHED POLYPEPTIDES
H0824.70040W000
PCT/US 08/058575
2008-03-28

US 60/908,566
2007-03-28

128

PatentIn version 3.5
1

15

PRT

Artificial Sequence

synthesis

1

2
15
PRT

Artificial Sequence

synthesis

<220><221> MISC_FEATURE

<222>

<223> Xaa represents 2-amino—2-(pent-4-enyl)hept-6-enoic acid or a

<400>

Glu Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Ala

1

<210>

<211>

(8)..(8)

stapled derivative

2

5

3

15

synthetic peptide synthesized by Fmoc-based solid phase peptide

synthetic peptide synthesized by Fmoc—based solid phase peptide

SIHS31 10-2016-0061439
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<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 3

Glu Trp Ala Xaa Thr Ala Ala Ala Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 4

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 4

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Ala

1 5 10 15

<210> 5

- 113 -
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<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 5

Glu Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 6

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 6
Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Ala

1 5 10 15

- 114 -
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<210> 7

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<400> 7

Glu Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 8

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<220><221> misc_feature

<222> (15)..(15)

- 115 -
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<223> Xaa represents alpha—methyl-Alanine

<400> 8

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 9

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents alpha—methyl-Alanine

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 9

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15
<210> 10

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis
<220><221> misc_feature
<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

- 116 -
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derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 10

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15
<210> 11

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220

><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 11

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15

- 117 -
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<210> 12
<211> 15
<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(D)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 12

Xaa Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15
<210> 13

<211> 15

<212> PRT

<213> Artificial Sequence

<220>

<223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(1)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

- 118 -
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<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<400> 13

Xaa Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15
<210> 14

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 14

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15
<210> 15

<211> 16

<212> PRT

- 119 -
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<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(1D)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<400> 15

Xaa Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15
<210> 16

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

-120 -
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<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 16

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15
<210> 17

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (1)..(1)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 17

Xaa Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 18

-121 -
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<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 18

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15
<210> 19

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(1)

<223> Xaa represents (R)-2-amino—-2-methyldec-9-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

- 122 -
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stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 19

Xaa Trp Ala Glu Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 20

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 20

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Xaa Ala His Ala

1 5 10 15

<210> 21
<211> 15
<212> PRT

<213> Artificial Sequence

- 123 -
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<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<400> 21

Glu Trp Ala Glu Thr Ala Ala Ala Lys Phe Leu Ala Ala His Ala

1 5 10 15

<210> 22

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223>

Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents alpha—methyl-Alanine

<400> 22

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 23

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature

<222> (4)..(4)
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derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents alpha—methyl-Alanine

<400> 23

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 24

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents alpha—methyl-Alanine

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 24
Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa
1 5 10 15

<210> 25
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<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 25

Glu Trp Ala Xaa Thr Ala Ala Xaa Lys Phe Leu Ala Ala His Xaa

1 5 10 15

<210> 26

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents alpha—methyl-Alanine
<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents alpha—methyl-Alanine

<220><221> misc_feature
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<222> (15)..(15)

<223> Xaa represents alpha—methyl-Alanine

<400> 26

Glu Trp Ser Xaa Thr Asp Asn Xaa Lys Gln Glu Ala Asp Arg Xaa

1 5 10 15

<210> 27

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 27

Glu Trp Ser Xaa Thr Asp Asn Xaa Lys GIn Glu Ala Asp Arg Xaa

1 5 10 15

<210> 28

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature
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<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<400> 28

Glu Trp Ser Xaa Thr Asp Asn Xaa Lys Gln Glu Xaa Asp Arg Ala

1 5 10 15

<210> 29

<11> 17

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 29
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Thr Arg Gln Xaa Arg Arg Asn Xaa Arg Arg Arg Trp Arg Glu Xaa Gln
1 5 10 15

Arg

<210> 30

<11> 17

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 30

Thr Arg Gln Xaa Arg Arg Asn Xaa Trp Arg Arg Xaa Arg Glu Arg Gln

1 5 10 15

Arg

<210> 31

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis
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<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 31
Thr Arg Gln Xaa Arg Arg Asn Xaa Arg Arg Arg Trp Arg Glu Xaa Gln
1 5 10 15

Arg

<210> 32

<211> 17

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature
<222>

(8)..(8)
<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative
<220><221> misc_feature

<222> (12)..(12)
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<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 32

Thr Arg Gln Xaa Arg Arg Asn Xaa Trp Arg Arg Xaa Arg Glu Arg Gln

1 5 10 15

Arg

<210> 33

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 33

Ile Leu Xaa Met Ala Val Xaa His Met Lys Ser Leu Arg Xaa Thr

1 5 10 15
<210> 34

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (11)..(11)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220

><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 34

Ile Leu Arg Met Ala Val Xaa His Met Lys Xaa Leu Arg Gly Xaa

1 5 10 15

<210> 35

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
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derivative
<400> 35
[le Leu Xaa Met Ala Val Xaa His Met Lys Ser Leu Arg Xaa Thr
1 5 10 15
<210> 36
<211> 15
<212> PRT

<213> Artificial Sequence
<220><

223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (11)..(11)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<400> 36

Ile Leu Arg Met Ala Val Xaa His Met Lys Xaa Leu Arg Gly Arg

1 5 10 15

<210> 37

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)
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<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<400> 37

Leu Ser Xaa Glu Thr Phe Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 38

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 38

Leu Ser Xaa Glu Thr Ala Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 39

<211> 16

<212> PRT
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<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 39

Leu Ser Xaa Glu Thr Phe Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 40

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative
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<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 40

Leu Ser Xaa Glu Thr Ala Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 41

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 41

Leu Ser Xaa Glu Thr Phe Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 42

<211> 16

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis

<220><221> misc_feature

<222> (3)..(3)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (7)..(7)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<400> 42

Leu Ser Xaa Glu Thr Ala Xaa Asp Leu Trp Lys Leu Leu Xaa Glu Asn

1 5 10 15

<210> 43

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(1)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative
<220><221> misc_feature
<222> (9)..(9)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
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derivative
<400> 43
Xaa Asp Phe Ser Xaa Tyr Trp Lys Xaa Leu
1 5 10
<210> 44
<211> 10
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (1)..(D)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 44

Xaa Asp Phe Ser Xaa Tyr Trp Lys Xaa Leu

1 5 10

<210> 45

<211> 22

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis
<220><221> misc_feature

<222> (9)..(9)
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<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 45
Glu Asp Ile Ile Arg Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp
1 5 10 15
Trp Xaa Asp Xaa Ser Ile
20
<210> 46
<211> 17
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (4)..(4)
<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature
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<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 46

Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Trp Xaa Asp Xaa Ser

1 5 10 15

<210> 47

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 47
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Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Trp Xaa Asp Xaa

1 5 10 15

<210> 48

<211> 22

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 48

Glu Asp Ile Ile Arg Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp

1 5 10 15

Trp Xaa Asp Xaa Ser Ile
20
<210> 49
<211> 17
<212> PRT
<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 49

Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Trp Xaa Asp Xaa Ser

1 5 10 15

Ile

<210> 50

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)
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<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<

400> 50

Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Trp Xaa Asp Xaa

1 5 10 15

<210> 51

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 51

Leu Xaa Ile Leu Gln Xaa Ala Val Gln Xaa Ile Leu Gly Leu Glu Gln

1 5 10 15
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Gln Val Arg Glu Arg
20
<210> 52
<211> 21
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 52

Leu Xaa Ile Leu Gln Xaa Ala Val Gln Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

GIn Val Arg Glu Arg
20
<210> 53
<211> 21
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature

<222> (9)..(9)

~ 144 -

10-2016-0061439



SIHEdl

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 53

Leu Leu Ile Leu Gln Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

Xaa Val Arg Glu Arg

20

<210> 54

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino—2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
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<400> 54
Leu Leu Ile Leu Gln Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

GIn Val Arg Xaa Arg
20

<210> 55

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)
<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative
<400> 55
Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln
1 5 10 15
Gln Val Arg Glu Arg
20
<210> 56
<211> 21
<212> PRT
<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis
<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino—-2-(pent—-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 56

Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Gly Leu Glu Xaa

1 5 10 15

GIn Val Arg Glu Arg
20

<210> 57

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative
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<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 57

Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

Xaa Val Arg Glu Arg

20

<210> 58

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<400> 58
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Leu Xaa Ile Leu Gln Xaa Ala Val Gln Xaa Ile Leu Gly Leu Glu Gln

1 5 10 15

Gln Val Arg Glu Arg

20

<210> 59

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 59

Leu Xaa Ile Leu Gln Xaa Ala Val Gln Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

Gln Val Arg Glu Arg

20

<210> 60

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis
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<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<400> 60

Leu Leu Ile Leu Gln Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

Xaa Val Arg Glu Arg

20

<210> 61

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino—2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (20)..(20)
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<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative
<400> 61
Leu Leu Ile Leu GIn Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln
1 5 10 15
Gln Val Arg Xaa Arg
20
<210> 62
<211> 21
<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<400> 62
Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln
1 5 10 15
Gln Val Arg Glu Arg
20
<210> 63
<211> 21

<212> PRT
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<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 63

Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Gly Leu Glu Xaa

1 5 10 15

Gln Val Arg Glu Arg

20

<210> 64

<211> 21

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
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stapled derivative
<220><221> misc_feature
<222> (13)..(13)
<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 64

Leu Leu Ile Leu Xaa Gln Ala Val Xaa Val Ile Leu Xaa Leu Glu Gln

1 5 10 15

Xaa Val Arg Glu Arg

20

<210> 65

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (22)..(22)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature
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<222> (26)..(26)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 65
His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Xaa Glu Gly
1 5 10 15
Gln Xaa Ala Lys Glu Xaa Ile Ala Trp Xaa Val Lys Gly Arg
20 25 30
<210> 66
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (14)..(14)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 66

His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Xaa Glu Gly

1 5 10 15

GIn Xaa Ala Lys Glu Phe Ile Ala Xaa Leu Val Lys Gly Arg

20 25 30

<210> 67
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<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (22)..(22)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (29)..(29)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 67
His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Glu Gly
1 5 10 15
GIn Xaa Ala Lys Glu Xaa Ile Ala Trp Leu Val Lys Xaa Arg
20 25 30
<210> 68
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature
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<222> (21)..(21)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (29)..(29)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 68

His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Glu Gly

1 5 10 15
Xaa Ala Ala Lys Xaa Phe Ile Ala Xaa Leu Val Lys Xaa Arg
20 25 30

<210> 69

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (29)..(29)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
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derivative
<400> 69
His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Glu Gly
1 5 10 15
GIn Ala Ala Lys Xaa Phe Ile Ala Xaa Leu Val Lys Xaa Arg

20 25 30

<210> 70

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (24)..(24)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 70
His Ala Glu Gly Thr Phe Thr Ser Asp Xaa Ser Ser Tyr Leu Glu Gly
1 5 10 15
Xaa Ala Ala Lys Glu Phe Ile Xaa Trp Leu Val Lys Gly Arg

20 25 30

<210> 71
<211> 30
<212> PRT

<213> Artificial Sequence
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<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (27)..(27)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 71

His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Tyr Leu Glu Xaa

1 5 10 15

GIn Ala Ala Xaa Glu Phe Ile Ala Trp Leu Xaa Lys Gly Arg

20 25 30

<210> 72

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative
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<220><221> misc_feature
<222> (27)..(27)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 72
His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Ser Xaa Leu Glu Gly
1 5 10 15
GIn Ala Ala Xaa Glu Phe Ile Ala Trp Leu Xaa Lys Gly Arg
20 25 30
<210> 73
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (12)..(12)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (23)..(23)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 73

His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Xaa Tyr Leu Glu Xaa

1 5 10 15

GIn Ala Ala Lys Glu Phe Xaa Ala Trp Leu Val Lys Gly Arg

20 25 30
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<210> 74

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(2D)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 74
His Ala Glu Gly Thr Phe Thr Ser Asp Xaa Ser Ser Tyr Xaa Glu Gly
1 5 10 15
GIn Ala Ala Lys Xaa Phe Ile Ala Trp Leu Val Lys Gly Arg
20 25 30
<210> 75
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
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<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 75

His Ala Glu Gly Thr Phe Thr Xaa Asp Val Ser Xaa Tyr Leu Glu Gly

1 5 10 15

GIn Ala Xaa Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Arg

20 25 30

<210> 76

<211> 30

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 76

His Ala Glu Gly Thr Phe Thr Xaa Asp Val Ser Xaa Tyr Leu Glu Xaa
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1 5 10 15
GIn Ala Ala Lys Glu Phe Ile Ala Trp Leu Val Lys Gly Arg
20 25 30
<210> 77
<211> 30
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 77

His Ala Glu Gly Thr Phe Thr Xaa Asp Val Ser Xaa Tyr Leu Glu Xaa

1 5 10 15
GIn Ala Ala Xaa Glu Phe Ile Ala Trp Leu Val Lys Gly Arg

20 25 30
<210> 78
<211> 30

<212> PRT
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<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (16)..(16)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (20)..(20)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 78

His Ala Glu Gly Thr Phe Thr Ser Asp Val Ser Xaa Tyr Leu Glu Xaa

1 5 10 15

GIn Ala Ala Xaa Glu Phe Ile Ala Trp Leu Val Lys Gly Arg

20 25 30

<210> 79

<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
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stapled derivative
<220><221> misc_feature
<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 79
Ser Gly Ser Trp Leu Arg Asp Xaa Trp Asp Trp Xaa Cys Thr Val Leu
1 5 10 15
Thr Asp Xaa Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 80
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 80
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Ser Gly Ser Trp Leu Arg Asp Val Trp Asp Trp Ile Xaa Thr Val Leu

1 5 10 15
Xaa Asp Phe Lys Xaa Trp Leu Gln Xaa Lys Leu
20 25
<210> 81
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (6)..(6)
<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative
<220><221> misc_feature
<222> (10)..(10)
<223
> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative
<220><221> misc_feature
<222> (17)..(17)
<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative
<400> 81
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Thr Val Leu
1 5 10 15
Xaa Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 82
<211> 27

<212> PRT
<213

> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 82
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 83
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature
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<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 83

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25

<210> 84

11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<

223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 84

Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
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Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu
20 25

<210> 85

<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 85
Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 86
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature

<222> (7)..(7)

- 168 -

10-2016-0061439



=T

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent—-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 86

Ser Gly Ser Trp Leu Arg Xaa Val Trp Asp Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25

<210> 87

<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
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derivative
<400> 87
Ser Gly Ser Trp Leu Arg Asp Xaa Trp Asp Trp Xaa Cys Thr Val Leu
1 5 10 15
Thr Asp Xaa Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 88
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 88

Ser Gly Ser Trp Leu Arg Asp Val Trp Asp Trp Ile Xaa Thr Val Leu

1 5 10 15
Xaa Asp Phe Lys Xaa Trp Leu Gln Xaa Lys Leu

20 25

- 170 -

10-2016-0061439



SIHS3 10-2016-0061439

<210> 89

211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223

> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 89

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Thr Val Leu

1 5 10 15

Xaa Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu

20 25
<210> 90
<211> 27

<212> PRT
<213

> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
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<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 90
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 91
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)
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<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative
<400> 91

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25

<210> 92

<11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<

223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 92

Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25
<210> 93

<211> 27
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<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 93
Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 94
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (7)..(7)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature
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<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 94

Ser Gly Ser Trp Leu Arg Xaa Val Trp Asp Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25

<210> 95

11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 95
Ser Gly Ser Trp Leu Arg Asp Xaa Trp Asp Trp Xaa Cys Thr Val Leu

1 5 10 15
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Thr Asp Xaa Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 96
211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl
<220><221> misc_feature
<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 96

Ser Gly Ser Trp Leu Arg Asp Val Trp Asp Trp Ile Xaa Thr Val Leu

1 5 10 15
Xaa Asp Phe Lys Xaa Trp Leu Gln Xaa Lys Leu
20 25
<210> 97
<211> 27
<212> PRT

<213> Artificial Sequence
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<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 97

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Thr Val Leu

1 5 10 15

Xaa Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu

20 25
<210> 98
<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative
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<220><221> misc_feature
<222> (14)..(14)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 98
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 99
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl
<220><221> misc_feature
<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 99

- 178 -

10-2016-0061439



=T

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25

<210> 100

<11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 100

Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25
<210> 101
<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis —linkerl

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 101
Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 102
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis —linkerl
<220><221> misc_feature
<222> (7)..(7)

<223> Xaa represents (R)-2-amino—-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature
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<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 102

Ser Gly Ser Trp Leu Arg Xaa Val Trp Asp Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25

<210> 103

<11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 103
Ser Gly Ser Trp Leu Arg Asp Xaa Trp Asp Trp Xaa Cys Thr Val Leu
1 5 10 15
Thr Asp Xaa Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 104

<211> 27
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<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(2D)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 104

Ser Gly Ser Trp Leu Arg Asp Val Trp Asp Trp Ile Xaa Thr Val Leu

1 5 10 15
Xaa Asp Phe Lys Xaa Trp Leu Gln Xaa Lys Leu
20 25
<210> 105
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature

<222> (6)..(6)
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<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223

> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 105

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Thr Val Leu

1 5 10 15

Xaa Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu

20 25
<210> 106
<211> 27

<212> PRT
<

213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled
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derivative
<400> 106
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 107
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent—4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 107

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu

20 25
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<210> 108

211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent—-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(2D)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 108

Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25
<210> 109
<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
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<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 109
Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 110
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (7)..(7)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 110

Ser Gly Ser Trp Leu Arg Xaa Val Trp Asp Trp Ile Cys Xaa Val Leu
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1 5 10 15
Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25

<210> 111

<11> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (12)..(12)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (19)..(19)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 111
Ser Gly Ser Trp Leu Arg Asp Xaa Trp Asp Trp Xaa Cys Thr Val Leu
1 5 10 15
Thr Asp Xaa Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 112
<211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

- 187 -

10-2016-0061439



SIHEdl

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (25)..(25)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 112

Ser Gly Ser Trp Leu Arg Asp Val Trp Asp Trp Ile Xaa Thr Val Leu

1 5 10 15
Xaa Asp Phe Lys Xaa Trp Leu Gln Xaa Lys Leu
20 25

<210> 113

<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223
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> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (17)..(17)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 113

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Thr Val Leu

1 5 10 15

Xaa Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu

20 25
<210> 114
<211> 27

<212> PRT
<

213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 114
Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15

Thr Asp Phe Lys Thr Trp Leu Gln Ser Lys Leu
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20 25
<210> 115
211> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (6)..(6)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (18)..(18)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 115

Ser Gly Ser Trp Leu Xaa Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 116
<211> 27
<212> PRT
<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
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synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent—-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(2D)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 116

Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25
<210> 117
<211> 27

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature
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<222> (18)..(18)

<223> Xaa represents (R)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<400> 117
Ser Gly Ser Trp Leu Arg Asp Val Trp Xaa Trp Ile Cys Xaa Val Leu
1 5 10 15
Thr Xaa Phe Lys Thr Trp Leu Gln Ser Lys Leu
20 25
<210> 118
<11> 27
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (7)..(7)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 118

Ser Gly Ser Trp Leu Arg Xaa Val Trp Asp Trp Ile Cys Xaa Val Leu

1 5 10 15

Thr Asp Phe Lys Xaa Trp Leu Gln Ser Lys Leu

20 25

<210> 119
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<211> 24

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (11)..(11)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (22)..(22)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 119
Lys Ala Thr Glu Tyr Ile Gln Tyr Asn Leu Xaa Arg Lys Asn Xaa Thr
1 5 10 15
His Gln Gln Asp Ile Xaa Asp Leu
20
<210> 120
<211> 24
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (7)..(7)

<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature
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<222> (15)..(15)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (22)..(22)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 120

Lys Ala Thr Glu Tyr Ile Xaa Tyr Asn Leu Arg Arg Lys Asn Xaa Thr

1 5 10 15

His Gln Gln Asp Ile Xaa Asp Leu

20

<210> 121

<211> 23

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (10)..(10)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative
<400> 121
Thr Ile Leu Lys Ala Ser Val Asp Tyr Xaa Arg Lys Leu Xaa Arg Glu

1 5 10 15
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Gln Gln Arg Ala Xaa Glu Leu
20
<210> 122
<211> 23
<212> PRT
<213> Artificial Sequence
<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis
<220><221> misc_feature
<222> (7)..(7)
<223> Xaa represents (R)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<220><221> misc_feature

<222> (14)..(14)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (21)..(21)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 122

Thr Ile Leu Lys Ala Ser Xaa Asp Tyr Ile Arg Lys Leu Xaa Arg Glu

1 5 10 15

GIn Gln Arg Ala Xaa Glu Leu

20
<210> 123
<211> 13
<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (1)..(1)
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<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (5)..(5)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a

stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<400> 123

Xaa Ala Ala Ala Xaa Ala Ala Ala Xaa Ala Ala Ala Xaa

1 5 10

<210> 124

<211> 23

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<220><221> misc_feature
<222> (18)..(18)
<223> Xaa represents Nle (Norleucine)
<400> 124
Glu Asp Ile Ile Arg Asn Ile Ala Arg His Leu Ala Xaa Val Gly Asp

1 5 10 15
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Ser Xaa Asp Arg Ser Ile Trp

20
<210> 125
<211> 18
<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<400> 125

Asn Ile Ala Arg His Leu Ala Xaa Val Gly Asp Ser Xaa Asp Arg Ser

1 5 10 15

Ile Trp

<210> 126

<211> 22

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide

synthesis

<220><221> misc_feature

<222> (9)..(9)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
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stapled derivative
<220><221> misc_feature
<222> (18)..(18)
<223> Xaa represents Nle (Norleucine)
<220><221> misc_feature
<222> (20)..(20)
<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled

derivative

<400> 126
Glu Asp Ile Ile Arg Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp
1 5 10 15

Ser Xaa Asp Xaa Ser Ile

20
<210> 127
<11> 17
<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled

derivative
<220><221>

misc_feature
<222> (8)..(8)
<223> Xaa represents 2-amino-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative
<220><221> misc_feature
<222> (13)..(13)
<223> Xaa represents Nle (Norleucine)
<220><221> misc_feature
<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
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derivative
<400> 127

Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Ser Xaa Asp Xaa Ser

1 5 10 15
Ile

<210> 128

<211> 15

<212> PRT

<213> Artificial Sequence

<220><223> synthetic peptide synthesized by Fmoc-based solid phase peptide
synthesis

<220><221> misc_feature

<222> (4)..(4)

<223> Xaa represents (S)-2-amino-2-methylhept-6-enoic acid or a stapled
derivative

<220><221> misc_feature

<222> (8)..(8)

<223> Xaa represents 2-amino—-2-(pent-4-enyl)hept-6-enoic acid or a
stapled derivative

<220><221> misc_feature

<222> (13)..(13)

<223> Xaa represents Nle (Norleucine)

<220><221> misc_feature

<222> (15)..(15)

<223> Xaa represents (S)-2-amino-2-methyldec-9-enoic acid or a stapled
derivative

<400> 128

Asn Ile Ala Xaa His Leu Ala Xaa Val Gly Asp Ser Xaa Asp Xaa

1 5 10 15
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