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24 Ao-EAEELVVEERVLEDE]LFQLEERNYALRKEIKDLODO-NH:

25 Ac-EAEELVVEEDVLEEEIFQLEEENYALRKELEDL-NH.

26/27 Ac-EARELVVEEDVLEEEI EQLEEKNKALKDEIEDLY -NH,

28/29 Ac-EAEELVVEEDVLEEEIEQLEERNYALRKEIEDLO~NH:

5 RRL=-~T7F FOEH

O Ooo0oooo
O Ooo0oooo
O 0Ooo0oooao
O0Ooo0oooao

ad

0 0DooooooooooooooooooboobobbObODbODbODbODDbODbODOO0OO0an
gooobobooboooboogogobooooboooboobooobooobooboobobooobooboao
booooooooooooooooooooooooboobobbb OoOo0ao
gooboobogogoboogogobooooboobooooboooboobooboobobooboDbao
uyobouobouoobouooboooboooboooboooboobooboooboboao

10

20

30

40

50



OT 0o ooooooooooooogoQgog
OO0 o0oooooooobo oooooogoQgog

OooooooogQodg
OooooooogOodg
OooooooogoQodg
OoOoooooogoQodg
OO0 oooogogdg

O
O
O
O
O

DD oo ooOooooof oocooooooaoQ

OoOoooooooox

Ooooooooood

OOooooooood

O 0Oo0ooo0oao

O
O
O
O

OoOooo0oogo

|

ocooopooYooooooooo
ooooooYooooooooo

ocooooYooooooooo
ocooooYooooooooo
ocooooYooooooooo
ocooooYooooooooo

OooooogQgdg
OoooooogQgdg
OooooooogQgdg
OoOoo0oo0oo0ooao

O
O
O
O
O
O
O

-

I [ |
I |
O Ooo0ooo
I [y
O 0Ooo0oogoo
O O0Oo0ooOoo
Y Y |
Y Y |

O

ODoooooobo
ODoooooobo

Ooooooobd
Oooooooobd

oooooYooooooo 0o

(57)

O

JP 2025-510591 A 2025.4.15

0000000000000 O0
DO0o0DO00oDO00O00oO0OoOooaOo
00000000000 O00O0
DO0o0O00O00O00O0O0O0O0aO
000000000000 O0O0
00000000000 O0O0O0
00000000000 O0O0aO
op00OO00OO0OC0OO0OOO0OO0OO
00000000000 O000
0000000000000 00
0000000000000 O0OO0O
0000000000000 O0O0O00
000000000000 0000
0000000000000 O0O0O0O
000000000 0000000

oo ooOgooogbo

oo
oad
go
g
oo
g
oad
go
o

o

000000000 OQgg 000
0OO0o0O00O0O0O0O0O0O0O00

20

30

40

50



oooo

RTFFF# | Tm(°C) ICs CD {uM) H (%) | FS2r—

3y

1 712414 134406 272 -

2 68.541.1 16.640.5 328 NA10 CA3

3 67.910.9 337428 383 NA17 CA3

4 64115 454436 455 NA20 CA3

5 62.811.0 78.2+4 1 46.7 NA24 CA3

6 55.111.1 129.8413.0 380 NAZ28

7 64.341.3 83.946.2 456 NA24 CA3

8 67.240.8 735152 M2 NA24 CA3

9 621114 046474 430 NA24 CA3

10 68.310.9 6944.1 46.8 NA24 CA3

11 571109 821160 373 NA2( CA7

12 56.511.6 115.04134 387 NA1S CA7

13 585410 92.56+34 401 NA19 CA7

14 57.541.1 1004+39 36.9 NA20 CA7

15 594110 81.115.7 392 NA20 CA7

16 549412 113.6+10.8 372 NA20 CA7

17 64.0+0.8 74.9+4 1 426 NA20 CA7

18 55.541.7 98.945.1 370 NA20Q CA7

19 60.913.6 944445 38.7 NA2( CA7

20 56.2+1.3 120.8417.3 36.0 NA2( CA7

21 589410 94.146.0 385 NA20 CA7

22 556412 100.843.7 350 NA20Q CA7

23 65.0414 527420 434 NA20 CA7

24 63.241.3 44 942 1 471 NA2( CA7

25 44 8412 1212911184 328 NA2Q CA10

26 N.D. 1559.51143.9 30.1 NA20 CA10

27 525+14 118.5+10.9 350 NA20 CA10

28 538453 7251626 312 NA20Q CA9

29 57.2104 140414.3 36.4 NA20 CA9

= 6: MFIRL. HWRERYEIE, BEUANY I RIERROEY
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15PlGR, n

Kp {nM)

AH (kJ mol")

AG (kJ mal)

-TAS (kJ mol7)

1

0.9320.01

0.21+0.03

-129.70+£3.65

-56.27+0.75

73.43+£3.70

4

0.9110.04

91.1124.80

-189.9548.09

-40.50£048

149.548.10

1

0.9510.09

1099.50£181.5

-25.06£3.40

-34.10£0.41

-8.95¢3.42

17

1.2040.02

69.55+7.83

-59.00+1.68

-40.86+0.28

18.14+1.70

23

0.9740.02

86.55+£16.97

-98.74+2.54

40424049

58.37+2.59

24

1.0540.01

9.6913.95

-127.8212.61

-45.8111.01

82.01x2.80

BT TCHLOENENT A—F—CcunRTF FEEMER, N4 —2—(& 200857 L-EROT &

LT&L. T5—#1SD& LTFY,

Oo0ooooooo4oooooooooDooDoDooooogogoooao
Oo0ooooooo4o0ooDoooooooooDoDooooogoQgoooao
Oo0oooooooo0oooooooooooDoDoooooQgogoooao
Oooooooooo0o0ooDoooooooooDoDoooooogogoooao

O0Ooo0oooao

OoOooooooood

Ooooooooogogogoao

OooOooooooOgod
Oo0oooogd
Oooooogd
Oooooogd
OoOooooogd
Oo0oooogd
Oo0oooogd
Oo0oooogd
Oo0oooogdg
Oo0ooooogd
Ooo0ooooogd

Y Y Y e e e s [ s [
Y Y Y e e e s s [
OoooOoOoODoDO0OO0Oo0Oooaog
Y Y Y e e e s s O
Y Y Y e e e s s O
Y Y Y e e e s s O
Y Y Y e e Y e s s [
s Y Y Y e e e s [ s [
Y Y Y O e e s s [
O Y Y Y O e e s [ s [
s s Y Y e Y O e e s [ s [
OO0 OoooOo0O0OO0OO0goQgodaodg
oblopooooooogogo

O
O
O

Do ooooUYoooooooooooobooooooogodao
O

DOoooooDU0oooooooooooogd

O O0Oo0ogooao
O OooOoooao
O Ooo0oooao
O OooOoooao
OOooooao

O0Ooo0oo0oo0ooao
O0Ooo0oo0oo0ooao
O 0O0o0Oo0oooao
OO0Oo0ooooao
O0Oo0ooooao
O0Ooo0ooooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
OOoo0oo0oooao
O0Ooo0oo0oo0ooao
O0Ooo0oo0oo0ooao
O0Ooo0oo0oo0ooao
OO0 oOooogoao
O0Oo0ooOoooao
OO0Oo0ooooao
OOoo0ooooao
OO0Ooo0ooooao
OOoo0ooooao
OO0Ooo0ooooao
OOoo0ooooao

oblopooooooogogo
obloooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
OobDooooooOooOooOodad
oblopooooooogogo

oblopooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oboooooooogogo
oOoboooooooogogo

goobooboooboooooooobooooboooobooobooboooboobooan
oooooouooouooooooooooooooooooooooooao
goobooobogoobogoooooobooobooboobooboboobooboonn
gooboouoboooboooooobooobooobooboobooobooboaoaao
goooobooboooboobogotboooboboooboogobogobobooboobooao
gooboboobooobooooooobooooboooboooboobooobooaaodan
tooooooooooooooooooooooooooooooooao

goooobooboooboobogobboobobooobogoboo
uooboooboooooboboooboobooobooooad
ooooooooooooooooooooooooooan
gbooooboobooobobooobobooboooboooooaoadnn
oooooooooooooooooooano

ooooooad

gooooboobogoobooobobooboobooobooboodnn
ugboboouobouobooobooouoboobooobooooado

10

20

30

40

50



e I s e e s e e e e s s [y s [ |
e ) s e e e e e s s [y [ |

e ) e ) e R e s e B o |

O
O
O
O
O
OJ
(]
O
O
O
O
O

O
O
O
O

e R

) R e sy B o B

oo o0ooooOoooo oo oo oo oo oo o oo ooDoDoooogoogooQgog

OoooooooooOgoogoa-g

oo o0o Oooooooood

OooooooogoOodg
OO0 oooogogdg
OO0 oooogogg
Oooooogogdg
OoooooogQgg
OoooooogoQgg
OooooogoQgdg
OoooooogoQgdg
OooooogoQgg
OooooooogoQgdg
OooooooogQgdg
OooooooogooQodg
OooooooogoQgodg
OoooooooOodg
OO0 oooogoQgdg
OoDooooggdg
OooooogoQgg
OooooogoQgg
OoooooogoQgdg
OooooogoQgdg
OoooooogoQgdg
OooooooogQgdg
OooooooogoQgdg
OooooooogQgdg
Oooo0oooogooQodg
Oooo0oooogoQgdg
OooooooogoOoadg
OO0 oooogogdg
Oooooogogg
Ooooooggdg

Oo0Ooo0oo0oo0ooaoo
OO0Oo0oo0oooao
O0O0Oo0ooooao
OO0oOo0ooooaog
OOoo0ooooaog
OO0oo0ooooao
OOoo0ooooaoo
OoOoo0ooooaoo
OoOoo0ooooaoo
OoOoo0oooaoo
OooOoo0ooooaoo
OoOoo0ooooaoo
O0Ooo0o0oooao
OoO0Ooo0Oo0oo0ooaoo
OO0Oo0oo0oooo
OO0Oo0ooooao
OO0oOo0ooooao
OOoo0ooooaog
Oo0oo0ooooao
OoOoo0ooooaoo
OoOoo0ooooaoo
OOoo0ooooaoo
OoOoo0ooooaoo
OoOoo0oooaoo
OoOoo0ooooaoo
Oo0Ooo0oo0oo0ooao
O0Ooo0Oo0oo0ooao
OO0Oo0ooooao
OO0Oo0ooooao
OOoo0ooooao
OOoo0ooooaog

O 0oo0ooo
O 0OoOooo
O 0OooOooo
O 0Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O 0Ooooo
O 0Ooooo
O 0Ooo0ooao
O 0Oo0ooo
O 0OoOooo
O 0OooOooo
O 0Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O Ooooo
O 0Ooooo
O 0Ooo0ooo
O 0Ooo0ooo
O 0Oo0ooo
O 0OoOooo
O 0OooOooo
O 0Ooooo
O Ooooo
O Ooooo

O 0o o0oogog
Y
OO dgogodg
O 0o ogogodg
O 0o ogogodg
O 0o gogog
I s [ O |
s [ [ |
I s [ [ |
I [y [ |
I [ [y [ |
I [y |
O 0o o0oogog
O 0O o0oog
s Y O
O 0o dgogodg
O 0o ogogog
O Ooogogdg
O oOogogog
I [ O |
I s [ [ |
I [y [ |
I [y |
I [ [ [ |
I [ [ [ |
I [ [y |
I [ [y [ |
s
O 0o dgogodg
O Ooogogodg
O Ooogoogg
O Ooogogoog

oooUobopooooooogg O
oooUobDopooooooogg

O oobo
o oob o

Oooooooogd
Oooooooogd

O

OoOooo
UOooooo

ocooOobUYooo
oooOobU oo

ocooO0oYooD0DO0ooooo

oOoob o
oOoob o
oOoob o
oOoob o
O oOoobo
O oobo
Ooob@o
oOoob@o
oOoob o
oOoob o
ooob o
oOoob o
ooob o

(62)

gooooobogooan
ooooan
goobooboogobnnb

O
O
O
O
O
O
O
O

ooooan
oooonno

ogoogao
oooono
ooooan
OoooQoOO
ooooano
ooooan
ooooan
oooooooooooan

ocobibDooooog
oot bDooooaog
oot bDooooog
ocobbDDoob oo
ocobbDoob oo
ocobiboob oo
ocobibooUboao
ocobbiboot oo
ocobbbDootb oo

JP 2025-510591 A 2025.4.15

oooogoban
oooooonb
oooogobano

ooooan
goooad
ogoooao
ooboo
ooooan
googao
googao
ooooan
goooad

ogooao

oooonO
ooooao

gd
ud

0

Dol ogoobbfboob oo
ocologoobbfbooboao
oCo o pgoobbfbooitoao

O
O

OooOooooooaog
OO0 Ooooooe

O Ooo0oooo

oob oo

ooO0OUooo0oo

oo HUogoob

o ob o

oad
Od
oad
Od
U a
oad
oad

10

20

30

40

50



(63) JP 2025-510591 A 2025.4.15

goobooooobooooo0oooooobootoooDbooo0ooDoooDbooooooboonano
Oo0o0oo0ooooooooooo0o0ooooo0oooooo0ooobo0o0oo0ooooooooonOdao
goooooooooooo0oooooobootooobooo0oooooooooooOoobooanan
pgodoooooboooboooouooobooooobo0ooooooDoooooboondgano
oo0o0ooooao
Ooo0o0oooao
ooooao O oo0ooooooooooodd
Oo0o0o0ooooooooooo0o0ooooooooooboooobo0oooooooooonodao
go0ooooooO0ooooo0oooooobootoooboob0ooooooooooooboonano
Oo0o0o0ooooooooooo0oo0oooooooooooooboooooooooooanodao
godooooooooooo0oooooobootoooboo0ooooooboooooobooanoao
pgoobooooooobo0oooooobooooboOooon
oooooad
Ooooao
RIFERYFU - | &5
oW EAEELVVEEDVLEEEIEQLEERNYALRSEICSLQCQ (Bi5iE=
37)
orthoDBMBW EAEELVVEEDVLEEEIEQLEERNYALRKEICELSCQ (Bi5I&S
37)
metaDBMBW EAEELVVEEDVLEEEIEQLEERNYALRAEICNLSCQ (B35S
39)
paraDBMBW EAEELVVEEDVLEEEIEQLEERNYALRTEICSLMCK (Bc5I&=
40)
tdbbDBMBW EAEELVVEEDVLEEEIEQLEERNYALRAEICSLQCQ (Bi5iIE=
41)

¥ 8-A4 DBMB {2k 5 ER P NALICIFE7L HingeW /U F 2

gooogoao
gooooooooogoobogobooboob oo 0oobOo4oboobobooOoao
N T e e e I e e 6 I O O N O N O VO
N I e e T 1 6 O O N O M AR N O
N T I e e e I I e e 0 O 0 O O O A A O N O N O VA
godoooooobobbbobbbtodoo oo oooDbobbbobbooooao

gooogoao

gooaoad

~FFFYFZ2E | Ca (M)

OWESELK 86.7+4.4

OWERIK 776165

A2 DBMBWESHA | 91.1186

* ZDBMBWIRIR 61.5+1.9

9 FEELT-ARTF B 7o FOWESTEY (Cx CD). T5—I3HRENE (SD)TH 5.

oooogad

oooad
oooooooooooooooooooooboobooboboboDbODbODODbODOOoOOoOOOoDnn
ooooooogoooooooooooooooooooobobDbDbDDbDDbDDODDODDOoODODODO



(64) JP 2025-510591 A 2025.4.15

godoooooooobbbobobboboodooao

Ahn et al., A dominant-negative inhibitor of CREB reveals that it is a g
eneral mediator of stimulus-dependent transcription of c-fos. Mol Cell
Biol 18, 967-977 (1998).

Alani et al., The transactivating domain of the c-Jun proto-oncoprotein
is required for cotransformation of rat embryo cells. Mol Cell Biol 11,
6286-6295 (1991).

de Araujo, et al., Comparative a -helicity of cyclic pentapeptides in wat
er. Angew Chem Int Ed Engl,. 53(27): p. 6965-9. (2014)

Azzarito, V. et al., Inhibition of a -helix-mediated protein-protein inter
actions using designed molecules. Nature chemistry, 5(3), 161-173. (2013)
Baxter et al., Library construction, selection and modification strategie
s to generate therapeutic peptide-based modulators of protein-protein i
nteractions. Future Med Chem 6, 2073-2092 (2014).

Baxter et al., Exploiting Overlapping Advantages of In Vitro and In Cell
ulo Selection Systems to Isolate a Novel High-Affinity cJun Antagonist.
ACS Chem Biol 12, 2579-2588 (2017).

Boysen et al., Role of interfacial hydrophobic residues in the stabilizat
ion of the leucine zipper structures of the transcription factors c-Fos a
nd c-Jun. J Biol Chem 277, 23-31 (2002).

Brennan, et al., Selective antagonism of cJun for cancer therapy. J Exp
Clin Cancer Res 39, 184 (2020).

Cabezas, E.; Satterthwait, A. C. J. Am. Chem. Soc., 121 , 3862. (1999)
Chen et al., Design of peptide inhibitors that bind the bZIP domain of E
pstein-Barr virus protein BZLF1. J Mol Biol 408, 304-320 (2011).

Cody et al., Understanding the role of Leu22 variants in methotrexate r
esistance: comparison of wild-type and Leu22Arg variant mouse and hu
man dihydrofolate reductase ternary crystal complexes with methotrexa
te and NADPH. Acta Crystallogr D Biol Crystallogr 61, 147-155 (2005).R. L.
Dai et al., Novel DNA bis-intercalation by MLN944, a potent clinical bis
phenazine anticancer drug. J Biol Chem 279, 46096-46103 (2004).
Eckertet al., AP1 transcription factors in epidermal differentiation and
skin cancer. J Skin Cancer 2013, 537028 (2013).

Eferl et al., AP-1: a double-edged sword in tumorigenesis. Nat Rev Canc
er 3, 859-868 (2003).

Fanjul et al., A new class of retinoids with selective inhibition of AP-1
inhibits proliferation. Nature 372, 107-111 (1994).

Fairlie, D. P., & Dantas de Araujo, A.. Review stapling peptides using cy
steine crosslinking. Biopolymers, 106(6), 843-852. (2016)

Fujimoto, K. et al. (2008) Development of a series of cross-linking agen
ts that effectively stabilize alpha- helical structures in various short p
eptides. Chemistry 14(3):857-63.

Glover, J.N. and S.C. Harrison, Crystal structure of the heterodimeric b
ZIP transcription factor c-Fos-c-Jun bound to DNA. Nature, 1995. 373(6
511): p. 257-61.

Haney, C.M. et al. Promoting peptide a-helix formation with dynamic co
valent oxime side-chain cross-links. Chem Commun Camb).47(39):10915
-7. (2011)

Heitz et al. Twenty years of cell-penetrating peptides: from molecular
mechanisms to therapeutics. Br J Pharmacol.157(2):195-206. (2009)

20

30

40

50



(65) JP 2025-510591 A 2025.4.15

Holland-Nell, K.; Meldal, M. Maintaining biological activity by using tri
azoles as disulfide bond mimetics. Angew Chem Int Ed Engl. 50(22):520
4-6. (2011)

Jain et al., A-ZIP53, a dominant negative reveals the molecular mechani
sm of heterodimerization between bZIP53, bZIP10 and bZIP25 involved
in Arabidopsis seed maturation. Sci Rep 7, 14343 (2017).

Jo, H et al., Development of a -helical calpain probes by mimicking a n
atural protein-protein interaction. Journal of the American Chemical So
ciety, 134(42), 17704-17713 (2012)

Jochim, A. L., & Arora, P. S. . Systematic analysis of helical protein int
erfaces reveals targets for synthetic inhibitors. ACS chemical biology,
5(10), 919-923. (2010)

John, R. et al., DNA binding of Jun and Fos bZip domains: homodimers a
nd heterodimers induce a DNA conformational change in solution. Nucle
ic Acids Res 24, 4487-4494 (1996).

Kaplan et al., Increasing the affinity of selective bZIP-binding peptides
through surface residue redesign. Protein Sci 23, 940-953 (2014).
Kowalczyk et al., Peptide Lipidation - A Synthetic Strategy to Afford Pe
ptide Based Therapeutics. Peptides and Peptide-based Biomaterials and
their Biomedical Applications. 1030: 185-227.(2017)

Lambert S. A. et al., The Human Transcription Factors. Cell 175, 598-5
99 (2018).

Lathbridge et al., Computational Competitive and Negative Design To D
erive a Specific cJun Antagonist. Biochemistry 57, 6108-6118 (2018).
Leduc, A.M. et al. Helix-stabilized cyclic peptides as selective inhibitor
s of steroid receptor- coactivator interactions. Proc Natl Acad Sci U S
A. 100(20):11273-8 (2003)

Lee T. I., Young R. A., Transcriptional regulation and its misregulation
in disease. Cell 152, 1237-1251 (2013)

Mason et al., Semirational design of Jun-Fos coiled coils with increased
affinity: Universal implications for leucine zipper prediction and desig
n. Proc Natl Acad Sci U S A 103, 8989-8994 (2006).

Mason et al., Improved stability of the Jun-Fos Activator Protein-1 coil
ed coil motif: A stopped-flow circular dichroism kinetic analysis. J Biol
Chem,. 282(32): p. 23015-24. (2007)

Matthews et al., Dihydrofolate reductase. The stereochemistry of inhibi
tor selectivity. J Biol Chem 260, 392-399 (1985).

Muppidi, A. et al. Achieving cell penetration with distance-matching cy
steine cross-linkers: a facile route to cell-permeable peptide dual inhib
itors of Mdm2/Mdmx. Chem Commun (Camb). 47(33):9396-8. (2011)
Munoz et al., Elucidating the folding problem of helical peptides using
empirical parameters. Nat Struct Biol 1, 399-409 (1994).

Olive et al., A dominant negative to activation protein-1 (AP1) that abo
lishes DNA binding and inhibits oncogenesis. J Biol Chem 272, 18586-1
8594 (1997).

Pace et al., A helix propensity scale based on experimental studies of p
eptides and proteins. Biophys J,. 75(1): p. 422-7. (1998)

Perry, Samuel R et al. “Contiguous hydrophobic and charged surface pat
ches in short helix-constrained peptides drive cell permeability.” Organ
ic & biomolecular chemistry vol. 16,3 (2018): 367-371.

10

20

30

40

50



(66) JP 2025-510591 A 2025.4.15

Raj, M., Bullock, B. N., & Arora, P. S. . Plucking the high hanging fruit:
a systematic approach for targeting protein-protein interactions. Bioor
ganic & medicinal chemistry, 21(14), 4051-4057 (2013)

Risse et al., Asymmetrical recognition of the palindromic AP1 binding s
ite (TRE) by Fos protein complexes. EMBO J 8, 3825-3832 (1989).
Robertson, N. S., & Spring, D. R., Using Peptidomimetics and Constraine
d Peptides as Valuable Tools for Inhibiting Protein-Protein Interaction
s. Molecules (Basel, Switzerland), 23(4), 959. (2018)
Rodriguez-Martinez et al., Combinatorial bZIP dimers display complex D
NA-binding specificity landscapes. Elife 6, e19272 (2017).

Ruan, F. et al. Metal ion-enhanced helicity in synthetic peptides contai
ning unnatural, metal- ligating residues J. Am. Chem. Soc., 112 (25): 9
403-9404 (1990)

Sali, D., M. Bycroft, and A.R. Fersht, Stabilization of protein structure
by interaction of alpha-helix dipole with a charged side chain. Nature,.
335(6192): p. 740-3. (1988)

Seldeen et al, Evidence that the bZIP domains of the Jun transcription
factor bind to DNA as monomers prior to folding and homodimerization.
Arch Biochem Biophys480, 75-84 (2008).

Seldeenet al., Energetic coupling along an allosteric communication cha
nnel drives the binding of Jun-Fos heterodimeric transcription factor to
DNA. FEBS J 278, 2090-2104 (2011).

Szaloki et al., Evidence for Homodimerization of the c-Fos Transcription
Factor in Live Cells Revealed by Fluorescence Microscopy and Computer
Modeling. Mol Cell Biol 35, 3785-3798 (2015).

Shaulian et al., AP-1 in cell proliferation and survival. Oncogene 20, 2
390-2400 (2001).

Shiozawa, S. and K. Tsumiyama, Pathogenesis of rheumatoid arthritis an
d c-Fos/AP-1. Cell Cycle, 2009. 8(10): p. 1539-43.

Smith, Betsy A et al. “Minimally cationic cell-permeable miniature prot
eins via alpha-helical arginine display.” Journal of the American Chemi
cal Society vol. 130,10 (2008): 2948-9.

Thillet et al., Site-directed mutagenesis of mouse dihydrofolate reducta
se. Mutants with increased resistance to methotrexate and trimethopri
m. J Biol Chem 263, 12500-12508 (1988).

Timmerman et al., Rapid and quantitative cyclization of multiple peptid
e loops onto synthetic scaffolds for structural mimicry of protein surfa
ces. Chembiochem : a European journal of chemical biology, 6(5), 821-8
24. (2005)

Tsuchidaet al., Design, synthesis, and biological evaluation of new cycl
ic disulfide decapeptides that inhibit the binding of AP-1 to DNA. J Med
Chem 47, 4239-4246 (2004).

Tyndall, et al., Proteases universally recognize beta strands in their ac
tive sites. Chem Rev,. 105(3): p. 973-99 (2005)

Walensky, L.D. et al. Activation of apoptosis in vivo by a hydrocarbon-s
tapled BH3 helix. Science. 305(5689):1466-70. (2004)

Wang, D. et al. Enhanced metabolic stability and protein-binding prope
rties of artificial alpha helices derived from a hydrogen-bond surrogat
e: application to Bcl-xL. Angew Chem Int Ed Engl. 44(40):6525-9. (2005)
Wiseman, T., et al., Rapid measurement of binding constants and heats

10

20

30

40



(67) JP 2025-510591 A 2025.4.15

of binding using a new titration calorimeter. Anal Biochem,. 179(1): p.
131-7. (1989)

Worrall, J. M. Mason, Thermodynamic analysis of Jun-Fos coiled coil pe
ptide antagonists. FEBS J 278, 663-672 (2011).

Yung et al., Role of c-Jun N-terminal Kinase (JNK) in Obesity and Type
2 Diabetes. Cells, 2020. 9(3).

O0oogoano
O00oao O00ooao
cJun
A REZEHK B
cJun FUAIZR b
oq4oy
Twii—(L2)
£ OfEE
DNA#EA
KAL2| Y
(DBD)
5-TGAC/IG TCA-3
TRE DNA
i

10

30

40

50



ATT GGC AAG

Y F Q

TAC TTC CARA

cca

GGA

TTG AAC TGC ATC GTC

D L P W P

GAC CTA CCC TGG CCT

0 N M G

CAG AAT ATG GGG

ABMA CAG AAT CTG

v I M 6 R K T W F § I P E S N R P
GTG ATT ATG GGT AGG AAA ACC TGG TTC TCC ATT CCT GAG TCA AAT CGA CCT
L K D R I N I v L s Q E L K E P P
TTA ARG GAC AGA ATT AAT ATA GIT CTG AGT CAA GAA CIC AAA GAA CCA CCA
R G A H F L A K S L D D A L R L I
CGA GGA GCT CAT TTT CTT GCC AAA AGT TTG GAT GAT GCC TTA AGA CTT ATT
E s P E L A S K v D S v w I v G G
GAG TCA CCG GAA TTG GCG AGC AAA GTT GAC TCA GTT TGG ATC GTC GGA GGC
S s \'2 Y Q E A M T Q P G H L R L F
AGT TCT GTT TAC CAG GAA GCC ATG ACT CAA CCA GGC CAC CTT AGA CTC TTT
v T Q I M Q E F E S D T F F P E I
GTG ACT CAG ATC ATG CAG GAA TTT GAG TCA GAC ACG TTT TTC CCA GAA ATT
D s G K Y K L L P E s P G v L s Q
GAC TCA GGG AAA TAT AAR CTT CTC CCT GAG TCA CCA GGC GTC CTG AGT CAG
v ¢ E E K G I K Y K F E V Y E K K
GTC CAG GAG GAA AAA GGC ATC ARG TAT AAG TTT GAA GTIC TAC GAG AAG AAA

D * A *
GAC TAA GCT TRA
B WT-mDHFR HeiE
.
0.1~ (umol/43img% 21 &)
0.0 +NADPH
0.1
£
S
<7
0.3 0.244 %+ 0.001
NADPH+DHF+TMP
044 '+ NADPH+DHF
0.263 £ 0.002
0.5 T T T T T T
0 2 4 6 8 10
BFfEI(5)

(68) JP 2025-510591 A 2025.4.15

gooaoad

-]——

mDHFRZZEE L.
TREEML ZHEAAL

‘_—

TRE-mDHFR
5

ooooao
TRE-mDHFR
+NA
» +NADPH+DHF+TMP

0006 0002
0.011 20001

+MNADPH+DHF

0 20 £0 & 80 100
BHE(57)

10

20

30

40

50



gooaoao

~180
~130

~100
~70

-

~40

-5
~25

~15

gooaad

~180 {88
~130 (8

~100 §
~70§

~55 i

~40

- 358
~258

~15

(69)

gooaoad

Doo0o0
20000
HEBLU 1300
RS hiz .- w1738
48 10000

i
8000
6000

4000

JP 2025-510591 A 2025.4.15

IMACTE %>
18—

TRE mDHFR¥ 8|5 E:22313.67Da

1860.17
12+

2029.39
11+

1900 2100

BHEEME(mz2)

2232.06
10+

2300

24800.18
9+

2500

30

40

50



gooad

5: TRE-mDHFR + cJun bZIP

2 M TMP

=
*
o w
T I
o o
) ¥
e T
oo o
=} o
<< <
z22 2
T ¥ 3
o
i
T
=)
£
w
4
=
g8 83 882 & 2
© © 9 ¢ ¢ ¢ § g g
WUMW
=
o
w w
£ T
) =]
* F
T =
aa o
g3 g
52 2
¥ +
©
Iy
T
o
£
=
=
= 2 o s =
s © g g ] <
vy

100

80

40

20

B5RE(5)

4 M TVMP

8 M TMP

(70) JP 2025-510591 A 2025.4.15

gooad

M9 M9+TMP M9+TMP+IPTG

3: TRE-mDHFRMD#

gooaoaad

mDHFRZZEE L.
TRE#RL Z#AAA L

cunlFEEEZ IOV 993

FUoAIZX b+
IR

10

20

30

40

50



400

300

a0 =—T B

200

100

=)
FH—TL—+t

F1DRRE

FEo0#RE

JP 2025-510591 A 2025.4.15

0oooad
=%
DBD/EEESH Lz
: & 2 2 4 5 6 Z 8 9
cJun RIARLEEKVKTLKAQNYELASTANMLREQVAQL

cFos ELTDTLQAETDQLEDEKYALQTEIANLLKEKEKL
FosW LDELQAEIEQLEERNYALRKEIEDLQKQLEKL
A-FosW LEQRAEELARENEELEKEAEELEQELDELQAE IEQLEERNYALRKE IEDLOKQLEKL
7" 7)- EEEEDE EEE
17" vay Q00QHQ QAQ
VVWVYW vV V
LLLLLL L L
HingeW LEQRAEELARENEELEKEAEEL] E
ooooodd
A
40000 - e G JUN DZIP (10 pM)
e HingeW (10 uM)
000 e e JUN BZIP (5 pM) + HingeW (5 uM)
o TN e iy
'g 20000
©
£ 10000
o
k=4 [+
w
Z -10000-
20000
30000

90 200 210 220 20 240 250 200
BR(nm)

10

20

30

40

50



(72) JP 2025-510591 A 2025.4.15

gooogoao gooogoao
B O
40000 - ——cJun bZIP (10 uM) _
—— A-FosW (10 uM) % -
30000 4 ——cJun bZIP (5 uM) + A-FosW (5 pM) g .
s §
8 g ~10000 -
5 3
o0 w
S Z 5000 ~——¢Jun bZIP (10 uM)
w e Hing eW (10 yM)
Z ———cJun bZIP (5 M) + HingeW (5 uM)
20000 . -.»u’ s E'ZSJ ‘ '
o 20 40 &0 0o
-30000 T T T T T T ) EE(CE)
190 200 210 220 230 240 250 260
&R (nm)
gooooad gooooad
0- — HingeW (10 pi)
— g Jun bZIP (5 pM) + A-FosW (5 uM)
e Ty
o e — HingeW (5 uM) + cJun bZIP (2.5 pM) + A-FosW (2.5 uM)
g %0000 1
© -
5 -10000 g 20000
5]
Em ........ NE 10000 4
o o
g‘ 15000 cJdun bZIP (10 uM) g
s A-FosW (10 uM) o 0+ /M
——cJun bZIP (5 uM) + A-FosW (5 pM) l&-' .
.......... Ty = -10000 4 4
-20000 T T T T T 1
2 0 20 40 60 80 100 .
iBEE(C) R Z

K (nm)

/

/

W 290 20 20 20 20\ 20

260

10

20

30

40

50



(73) JP 2025-510591 A 2025.4.15

goooaoano gooaoad

— A-FosW (10 pM)
cJdun bZIP (5 uM) + HingeW (5 pM)
g

oy i -~  -5000
e A-FOSW (5 pM) + cJun bZIP (2.5 pM) + HingeW (2.5 pM) 2l
o
_ 30000 %
gt € -10000
g 20000 5
i 3
o o
g 10000 - § -15000
w
3 0 /W- 4
w = cJun bZIP (10 uM)
E 10000 ~20000 - FosW (10 uM)
- cJun bZIP (5 pM) + FosW (5 uM)
-20000 coeseses Y
\ 25000
/ i 0 20 40 60 80 100
-30000 . : . - : - .
190 200/ 210 220 230 240 N\ \250 260 BEE(C)
JE&R(nm) \\
oooaoao ooooodd
H B (5)
%, g 60 90 120 150
£ 0.05 —— . . ; T ; :
2 B
abazm | 0.00 P T
[ g T
H & E il i | il
T
5 |
& -0.05 4
Lg 8
=1
Lo -0.10 -
° 8 5§ & £ w
(lowp w2 Bap) 33y -868 T T T T T T
0.00 o m En N 3
s -8 -y n Vgty T 1
2,00 ~ L
3 s 4,00 . - ]
2 & / ]
. - -6.00 / b
s * T ] / 1
Ze3 L2 S -8.00 / 3
ses £ 1000 » B
EELE o S -14.00 / .
) §= § 1600 ¥ 3
s ﬁ 18004 " m 'i/ HingeW/cJun ]
) 20007 —®om 0 Ky=14.4+3.7nM
g 2200] w m ]
o -24.00 ]
7 s LR L LI L T T L
o o o P o o o o™ 1. i
% g g g g g g 00 05 1.0 5 20 25 30 35

(iowp ;w2 Bep) IuW



(74) JP 2025-510591 A 2025.4.15

goooaoano goooaoano

BEE(53) ——TRE (5 uM)

——cJun (20 yM)

——cJun (20 pyM) + TRE (5 uM)
4- cJun (20 uM) + TRE (5 pM) + HingeW (5 pM)

— cJun (20 pM) + TRE (5 uM) + HingeW (10 uM)
Py Ty ——¢Jun (20 pM) + TRE (5 pM) + HingeW (20 pM)
0.10 H — TRE FI‘JNA ———cJun (20 pM) + TRE (5 pM) + HingeW (50 pM)
4 cJun (20 pM) + TRE (5 pM) + HingeW (100 uM)

NH! ARy N

ik

-30.00 ~

-40.00 —

EAMDkeal/mol!

-50.00 ~

-60.00

e A-FosW/cJun

"% w Kp=88.3+17.6 M|

1

4

gooad

1.2+

T L T ¥ T ¥ T Y T 1

00 05 1.0 1.5 20

E)LLE

od

T T T T T T

0 20 40 80

[RTF FI(uM)

& (mdeg)

[ ot

K& (nm)

gooooobod

c

TRE
cJdun
HingeW
A-FosW

[
o gN m

2
0

2
2

n
n
ol
N
on
(=]

10 15 20 40

10

20

30

40

50



Oo00o0oano
1.0 m
[ s
g 08 'y
& i
DYTY i
% b4 ‘ /
8 “ Xv.«,
ol L
- " HingeW
®  AFosW
o v r
Q 10 0 3N &0
[RTF Fl(uM)
Oooooao

&1 (mdeg)

Bz

—— TRE DNA (5 uM)
-------- HingeW (50 uM)
—— TRE DNA (5 pM) + HingeW (50 uM)
s A-FosW (50 puM)
~——— TRE DNA (5 pM) + A-FosW (50 uM)

T
260

T T 1
280 300 320

BR(hm)

(75)

JP 2025-510591 A 2025.4.15

Oooooao
0.5 -
.
0.4+ =
L
Q 0.3
A .
O
AIER
A
&
m
0.1 &
0.0 m
T T T T T T
0 20 40 60 80 100
[FosW] (M)
oooooao
s 1(5pM) + cdun (5 pM)
12, ® 2 (5 uM) + cJun (5 pM)
) 4 3(5uM)+cdun (5uM)
v 4(5uM) + cdun (5 uM) <ad gha
14 #® 5(5uM)+cdun (5uM) 4 ‘1* Ll
4 6(5pM)+cdun (5pM) << };;v
4 :“' [ ]
R 08 1« ey
=l % 4 o vae um
2 <4 "Vv"‘ [
[ 06+ CE5 11 g oy & u
= AN S5 (ERF
. ¢ T ¥ "
rlOA— « e ““ " N*_jﬁﬁ .
<4 .o:"‘A " rSoh—ay
02- St e gyt
<t ”Q "A‘ I:
4 o0 v Hug 0@
o Jatdgnsegusiin®ses’ | |
50 60 70 80
SREE(C)

10

20

30

40

50



gooogoao
ICs (M)
= 1 1341086
® 2 166205
A 3 337:28
v 4 454336
¢ 5 78241
4 6 1298:13.0
sl
I\
N
a
A
U
&
z
[RFF FI(uM)
gooaoad
1 AG=AH-TAS
50
_ 04
o
£
-
2
-50 4
-100 +
-150 T T T
1/cJun 17/cJun 24/cJun

(76)

JP 2025-510591 A 2025.4.15

Oooooao
160
140 4 +
120 ~ % ] |
ol AL
=
S gals SIS =l
Q
60 -
——
40 - ok
.
20 -
0 T T
50 60 70
T (°C)
Ooo0oooao
1
1001 2% - e 23
] i A 24
I 9
o go 4 pe
M » A
e ® A
g A | : f
b 60 o T
22 7:," AA_
& B
= 40- % 1 I
| I &
b 71 ?1e
# 20- | a i
;,
0 lm EEE n
0 20 40 60 80 100
B f ()

10

20

30

40

50



(77) JP 2025-510591 A 2025.4.15

oo0ooooad oo0oooaod
A ® 15 pM) e clun (5SpM)
s 1 o &{5uM)«cun {5uM)
Sy : '141 12 & 11(SpM)«clun (5 M)
a e o v 22 v 2 (5pMy+cdun (5 pM) &
¥ . 23 3 23 (5uMy « cun (5 pht) &
& a o< « 24 T« 24(5uM) e+ cdun (5pM) .
3 T - 3 X "
oy % am 1,, A o "
E ooy 7 N o U ol -
g A oo S S ‘-
= £l 4‘; 0 - 'vd‘ LR ™
o ve o= - e I
€ e v 3 i ot 10
AT VA §0‘ g ’. -
| ¥ ¥a W0 1 ‘t .
-40000 AY - -
- o
Y - W L ]
£ . : : : ) 5. ’3“ -
190 200 210 220 230 240 250 02+ o . —"
BR(m) ,wz."'
0 L L + L] 3
0 %0 &0 70 83 90
RE(CC)
oooooad oooooad
——TRE (5 uM) .1 20
- - - cJun (20 pM) 12 ® 4
——cJun (20 pM) + TRE (5 pM) & 1
4 ———cJun (20 pM) + TRE (5 pM) + 1 (5 pM) v 2 .
———cJun (20 pM) + TRE (5 pM) + 1 (10 pM) 14 e m il
——cJun (20 pM) + TRE (5 pM) + 1 (20 pM) P /”“‘
——cJun (20 pM) + TRE (5 pM) + 1 (50 pM)
3 " cJun (20 M) + TRE (5 M) + 1 (100 uM) L 08
| S
> o 06+
B )
ﬁl 1 _"!,—"‘Q;J,.n
|
£, #
] 02+
0 0 30
e L o E2 :cs ) 5 0 100
K& (nm) [RTF Fl(uMm)
40

50



(78)

oooaogag
08+ m Lib6mDBMBWES4
e LibBmDBMBWIEIRIL
074 & LibBOWESH
{1 v Lib60WIERIE
0.6
L
N 054
N
{I\ 0.4 4
u
1% 0.3
z
0.2 4
0.1
04 - ' 5
. £ 40 60 80 100
[RTF F]EM)
oooaoga

2025510591000001.xml

JP 2025-510591 A 2025.4.15

10

20

30

40

50



(79)

gooooboag

INTERNATIONAL SEARCH REPORT

JP 2025-510591 A 2025.4.15

International application No

According 1o International Patent Classification {IPC) or to both national classification and IPC

PCT/EP2023/056243
A, CLASSIFICATION OF SUBJECT MATTER
INV. CO07K14/82 A61P3/10 A61P9/00 A61P158/02 A61P25/28
AS1P35/00 AS1P37/00
ADD. A61K38/00 C07K13/00

B. FIELDS SEARCHED

Minimum documentation searched (classification aystam followed by classification symbols)
A6lF A61K CO7K

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

EPO-Internal, BIQSIS, WPI Data, CHEM ABS Data,

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used}

Sequence Search

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Gitation of document, with indication, where apgropriate, of the relevant passages

Relevant to daim No.

A BAXTER DANIEL ET AL: "Expleiting
Overlapping Advantages of In Vitro and In
Cellulo Selection Systems to Isolate a
Novel High-Affinity cJun Antagonist”,

ACS CHEMICAL BIOLOGY,

vol. 12, neo. 10,

20 October 2017 (2017-10-20),
2579-2588, XP033052321,

ISSN: 1554-892%, DOI:
10.1021/acschembio ., 7Th00693
cited in the application
abstract; figures 1-4; table 1

pages

—f—

m Further documents are listed in the continuation of Box C.

m See patent family annex.

* Special categories of cited documents :

"A" document defining the general slate of the art which is not considered
to ba of particular relevance

"E" eardier application or patent but published on ar after the international
filing date

"L" document which may throw doubts on priority claimi{s} or which is
cited ta establish the publication date of another citation or other
special reasen (as specified}

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
tha priority date claimed

wn

e

e

g

later document published after the international filing date or griority
date and not in conflict with the application but cited te understand
the principle or theory underlying the invention

document of particular relevance;; the claimed imention ¢annot be
cansidered novel or cannat be considered to involve an invertive
step when the document is taken alone

document of particular relevance;; the claimed invention cannot be
considered to involve an inventive step when tha document is
combined with one or mere other such decuments, such combination
being obvious to a person skilled in the art

dacument member of the same patent family

Data of the actual complation of the international search

8 June 2023

Date of mailing of the international search raport

16/06/2023

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Patantlaan 2
ML - 2280 HV Rijswijk
Tal. (+31-70) 340-2040,

3 Fax: {(+31-70) 340-3016

Authorized officer

Schmidt-Yodlee, H

Form PCTASA/Z10 (second sheet) (Aprl 2005)

page 1 of 2

10

20

30

40

50



(80)

INTERNATIONAL SEARCH REPORT

JP 2025-510591 A 2025.4.15

International application No

PCT/EP2023/056243

C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory™

Citation of document, with indication, where apprapriate, of the relevant passages

Helevant to claim Ne.

A

—& Baxter D Et Al: "Supporting
Information—- Exploiting Overlapping
Advantages of In Vitro and In Cellulo
Selection Systems to Isolate a Novel
High-Affinity cJun Antagonist”,

20 October 2017 (2017-10-20), XP093052325,
Retrieved from the Internet:
URL:https://pubs.acs.org/doi/fabs/10.1021/a
cschembio. 7Tb00693

[retrieved on 2023-06-06]

figure 81; tables 82, 85

WO 2006/017913 Al (PHYLOGICAR LTD [AU];
WATT PAUL MICHAEL [AU] ET AL.)

23 February 2006 (2006-02-23)

claime 29-82; examples 9-18

NIKOLAEV YAROSLAV ET AL: "The Leucine
Zipper Domains of the Transcription
Factors GCN4 and ¢—Jun Have Ribonuclease
Activity",

PLOS ONE,

vol. 5, no., 5, 21 May 2010 (2010-05-21),
page el0765, XP093051961,

DOI: 10.1371/journal.pone.0010765

the whole document

BRENNAN ANDREW ET AL: "Selective
antageonism of cdJun for cancer therapy”,
JOURNAL OF EXPERIMENTAL AND CLIMNICAT
CANCER RESEARCH,

vol. 3%, no. 1,

1 December 2020 (2020-12-01), XP055802224,
IT

ISSN: 0392-9078, DOI:
10.1186/313046-020-01686-9

the whole document

1-25

Form PGTASA/Z10 (continuation of second shaat) (ApHl 2005)

page 2 of 2

10

20

30

40

50



(81) JP 2025-510591 A 2025.4.15

International application No.

INTERNATIONAL SEARCH REPORT
PCT/EP2023/056243

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

1. With regard to any nucleatide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a |:| forming part of the international application as filed,

b. furmished subsequent 1o the intemational filing date for the purposes of intemational search {Rule 13fer1(a}).

accomparnied by a statement 1o the effect that the sequence listing does nat go beyand the disclosure in the
intemational application as filed.

2. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, this report has been
established 1o the extent that a meaningful search could be camied out without a WIPQ Standard ST.26 compliant
sequence listing.

3. Additional comments:

Farm PCTASA210 (continuation of first sheet (1)) {July 2022)

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(82)

Information on patent family members

JP 2025-510591 A 2025.4.15

International application No

PCT/EP2023/056243
Patent document Publication Patert family Publication
cited in search report dale member(s) date

WO 2006017313 Al 23-02-2006 AU 2005274616 Al 23-02-2006
CA 2577995 Al 23-02-2006
EP 1793841 al 13-06-2007
JP 2008522954 A 03-07-2008
us 20100298552 Al 04-02-2010
WO 2006017913 Al 23-02-2006

Form PCTASA/Z10 (patent famlly annax) (Apri 2005)

10

20

30

40

50



(83)

JP 2025-510591 A 2025.4.15

0000000000
(51)000000

d

OooooooooQgao

(720000

ooooooooo 4B0O65
4C076
4C084

oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo

38/16
47/54
47/56
35700

9/00

3710
19/02
25/00
48/00

31/7088(2006.01)

37/02

(2006.01)
(2017.01)
(2017.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

(2006.01)

oo

goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo
goooo

38/16 gooo
47/54 gooo
47/56 gooo
35/00 gooo

9/00 gooo

3/10 gooo
19/02 gooo
25/00 gooo
48/00 gooo
31/7088 O OOO
37/02 gooo

gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd
gogd

gbooobooooood

,MC,ME,MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW KM,

ML,MR,NE,SN,TD,TG),AE,AG,AL,AM,AO,AT AU,AZ,BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,C
O,CR,CU,CV,CZ,DE,DJ,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IQ,|
R,IS,IT,JM,JO,JP,KE KG,KH,KN,KP,KR,KW KZ,LALC,LKLR,LS,LULY,MAMD MGMKMN,MW,MX
,MY ,MZ,NANG,NI,NO,NZ,0OM,PA,PEPG,PH,PL,PT,QARO,RS,RURW,SA,SC,SC,SD,SE,SG,SK,SL,ST,

SV,SY, THTJTM,TN,TR,TT,TZUAUGUSUZVC VN WS ZAZM,ZW
ubd bobood coobobuobodot ot coobobuobobobooboboboo

gogoogo

ugbgbooooboaboan

oobo0o 000 000 oooodo ooobo bcoboob boobobooooooo oo o
ooboooboooooobooboooooooooon

4C086

4H045

ZB26 ZC35 ZC42

FA74 GA25 GA26

AA9O0X AC14 AC20 BAO2 BCO1 CA24 CA44
AA95 CCO1 CCO7 CCO9 CC11 CC21 CC27 EEO1 EE41 FF70
AA13 BAO1 BA19 BA20 CA53 CA59 NA13 ZA36 ZA96 ZBO7

AAO1 AAO2 EA16 MAO1 MAO4 NA13 ZA36 ZA96 ZBO7 ZB26
ZC35 2C42
AA10 AA30 BAOS5 BA18 BA19 BA20 BA55 BA56 EA20 FA33



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

