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Peptide | SEQID | pH Sequence
T-001 01 0.574 IDWFKAFYDKVAEKFKEAF (Positive Control)
T-002 02 0.317 |LRKLRKRLLRDWLKAFYDKVAEKLKEAF (Positive Control)
T-003 03 0.537 |[EVRSKLEEWFAAFREFAEEFLARLKS (Positive Control)
T-004 04 0.298 g\é\{]lt_ric()ﬁ\FYDKVAEKLKEAFPDWAKAAYDKAAEKAKEAA (Positive
T-033 33 0.344 g\é\:}lt_r}c()ﬁ\FYDKVAEKLKEAFPDWLKAFYDKVAEKLKEAF (Positive
T-034 34 0.698 |GIKKFLGSIWKFIKAFVG (Positive Control)
T-031 31 0.1 |MKIEHKWFFEETKIEMGK (Negative Control)
T-032 32 0.1 INMDENNKLKAAYVHGEKWEADT (Negative Control)
T-081 81 0.598 KWFKAFYKDVAEDFKEAF (Positive control)
T-082 82 0.636 |IDKFKAFYDKVAEWFKEAF (Positive control)
T-083 83 0.810 JAKAWEKFVKEFAKYFDDF (Positive control)
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Peztid S:EQ pH Sequence

T-005 05 |0.279 [PLRAELQEGARQKLHELQEKLS

1006 6 |o2as 835PPQSPWDRVKDLATVYVDVLKDSGRDYVSOFEGSALGK

T-007 07 |0.389 [EELRVRLASHLRKLRKRLLRDADDLQKRLAVYQA

T-008 08 |0.655 [HLRKLRKRLLR

1009 o |os6o CEEEET\\I/RRELF/?SHLRKLRKRLLRDADDLQKRLAVYQAGAREGAER

T-010 10 |0.309 |RDADDLQKRLAVYQAGAREGAE

T-011 11 |0.290 ]DADDLQKRLAVYQAGAREGAER

T-012 12 |0.397 |QSTEELRVRLASHLRKLRKRLL

T.013 13 | na [TRARLSKELQAAQARLGADMEDVRGRLVQYRGEVOAMLGQS
TEELRVRLASHLRKLRKRLLRDADDLQKRLAVYQA

T-014 14 |0.370 [EQAQQIRLQAEAFQARLKSWFE

T-015 15 |0.597 [LVGRQLEEFL

T-016 16 |0.489 |SLVSQYFQTVTDYGKDLM

T.017 7 o079 IF_’IS_RAELQEGARQKLHELQEKLSPPLRAELQEGARQKLHELQEK

T-018 18 [0.319 |HLRKLRKRLLRPPEQAQQIRLQAEAFQARLKSWFE

T-019 19 |0.450 NMDEINKRLHAYEEGVKKAADE

T-020 20  |0.550 [DGDKLCDRLAEYCARAKEAFDR

T-021 21 |0.304 [HLRKLRKRLLRDWFKAFYDKVAEKFKEAF

T-022 22 |0.406 [DWFKAFYDKVAEKFKEAFPEQAQQIRLQAEAFQARLKSWFE

T-023 23 |0-582 [DWFKAFYDKVAENFKEAF

T-024 24 10581 [FEHWISGIYSECKHLIQE

T-025 25 |0.512 [HLRKLRKRLLRFEHWISGIYSECKHLIQE

T-026 26 |0.602 [GFGDWIDSIEAFSRSLHS

T-027 27  |0.314 [HLRKLRKRLLRSLVSQYFQTVTDYGKDLM

T-028 28  |0.582 [HLRKLRKRLLRLVGRQLEEFL

T-029 29 |0.572 [HLRKLRKRLLRDGDKLCDRLAEYCARAKEAFDR
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Pegtid SEQID | pH Sequence
T-030 30 0.500 |EHLCELIERACRKLVELQEKLSKWLIAELGEGWRQWLHSLKEFLS

35 N/A I XAWERFRXLXKELADYFX

36 N/A |JAWERFRXLXKELADYF

37 N/A |ADALEXALKELKXFIXEWT

38 N/A |JADALEXALKELKXFI

39 N/A |IRXXADALEXALKELKXFIXEWT
T-040 40 0.505 HLRKLRKRLLRDGDKLQDRLAEYQARAKEAFDR
T-041 41 0.507 HLRRLRRRLLRDGDKLQDRLAEYQARAKEAFDR
T-042 42 0.05 |ALRLDRLDLKRKGLALQDRKYEAQARDKEHRRF
T-043 43 0.411 HLRKLRKRLLRDADDLQKRLAVYQAGAREGAER
T-044 44 0.462 |LASHLRKLRKRLLRDADDLQKRLAVYQA
T-045 45 0.451 HLRKLRKRLLRDADDLQKRLAVYQA
T-046 46 0.423 LASHLRKLRKRLLRDADDLQKRLAVYQAGAREGAER
T-047 47 0.456 |LARHLRKLRKRLARDADDLQKRLAVYQAGAREGAER
T-048 48 0.507 LASHLRKLRKRLLRDGDKLQDRLAEYQARAKEAFDR
T-049 49 0.534 LARHLRKLRKRLARDGDKLQDRLAEYQARAKEAFDR
T-050 50 0.514 HLRKLRKRLLRDADKLQDRLAEYQARAKEAFDR
T-051 51 0.501 HLRKLRKRLLRDGDDLQDRLAEYQARAKEAFDR
T-052 52 0.512 HLRKLRKRLLRDGDKLQKRLAEYQARAKEAFDR
T-053 53 0.455 HLRKLRKRLLRDGDKLQDRLAVYQARAKEAFDR
T-054 54 0.494 HLRKLRKRLLRDGDKLQDRLAEYQAGAKEAFDR
T-055 55 0.505 HLRKLRKRLLRDGDKLQDRLAEYQARAREAFDR
T-056 56 0.503 HLRKLRKRLLRDGDKLQDRLAEYQARAKEGFDR
T-057 57 0.465 HLRKLRKRLLRDGDKLQDRLAEYQARAKEAADR
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Peztid SEQID | pH Sequence

T-058 58 0.503 [HLRKLRKRLLRDGDKLQDRLAEYQARAKEAFER

T-059 59 0.555 [HLRKLVKRLFRDGDKLQDRLAEYQARAKEAFDR

T-060 60 0.506 [HLRKLRKRLFRDGDKLQDRLAEYQARAKEAFDR

T-061 61 0.538 [HLRKLRKRLLRDGDKLQDR

T-062 62 0.549 [HLRKLRKRLLRDGDKLYDRLAEYYARAKEAFDR

T-063 63 0.509 [HLRKLRKRLLRDADDLQDRLAEYQARAKEAFDR

T-064 64 0.516 [HLRKLRKRLLRDADDLQKRLAEYQARAKEAFDR

T-065 65 0.298 [LASHLRKLRKRLLRSLVSQYFQTVTDYGKDLM

T-066 66 0.284 |LARHLRKLRKRLARSLVSQYFQTVTDYGKDLM

T-067 67 0.050 [HYKRLRKRQLMDSVLQYFSTDTLLGVRLK

T-068 68 N/A MEDVRGRLVQYRGEVQAMLGQSTEELRVRLASHLRKLRKRLLRD
ADDLQKRLAVYQA

T-069 69 0.088 \L/OR}(?RRLLX\?JSAC\BEVQAMLGQSTEELRVRLASHLRKLRKRLLRDADD

T-070 70 0.311 II:XS\\((ORSEVQAMLGQSTEELRVRLASHLRKLRKRLLRDADDLQKR

T-071 71 0.335 LVQYRGEVQAMLGQSTEELRVRLASHLRKLRKRLLRDADDLQ

T-072 72 0.633 |LASHLRKLRKRLLR

T-073 73 0.545 |LASHLRKLRKRLLRDADD

T-074 74 0.460 |EELRVRLASHLRKLRKRLLR

T-075 75 0.419 |EELRVRLASHLRKLRKRLLRDADD

T-076 76 0.604 |HLRKLRKRLLRDADDL

T-077 77 0.559 [HLRKLRKRLLRDGDKLVDRLAEYVARAKEAFDR

T-078 78 0.512 [HLRKLRKRLLRDGDKLSDRLAEYSARAKEAFDR

T-079 79 0.529 [HLRKLRKRLLRDGDKLVDRLAEYSARAKEAFDR

T-080 80 0.540 [HLRKLRKRLLRDGDKLSDRLAEYVARAKEAFDR
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Peptide | SEQID | pH Sequence
T-084 84 0.709 |REFRALFKELADYFRDAW
T-085 85 0.709 WREFRALFKELADYFRDA
T-086 86 0.693 WERFRALFKELADYFRDA
T-087 87 0.693 |IDAWERFRALFKELADYFR
T-088 88 0.632 |FDDYLSRFYSQLRRAFHE
T-089 89 0.548 |FRDYASRFYSQLRDAFHE
T-090 90 0.625 [HEFDDSLSRFYSQLRRAF
T-091 91 0.590 [FEHWISGIYSELKHLIQE
T-092 92 0.517 [FEHWISGIYSEAKHLIQE
T-093 93 0.417 |LPVLESFKVSFLSALEEYTKKL
T-094 94 0.619 [EKEIRSVLSGATKHFEKILDKL
T-095 95 0.613 [EREIRSVLSGATRHFEDILDKL
T-096 96 0.627 |AKSLSRVLSGATKHFRTILDEL
T-097 97 0.381 JARMEEMGSRTRDRLDEVKEQVA
T-098 98 0.616 [KRMERMLDETRDTLTRFSEQWT
T-099 99 0.700 |RRMKDYLKKFQETLKREFRDWE
T-100 100 0.597 |RRGDKALSDTKDELKRFIEEWT
T-101 101 0.641 |RSGADALESALKELKRFIREWT
T-102 102 0.289 [TVGSLAGQPLQERAQAWGERLR
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Peptide | SEQID | pH Sequence

T-103 103 0.550 [TVGRLAKDHLHELTRGWGKFER

T-104 104 0.540 [TVRGSADALLEHLTRAWDGFNR

T-105 105 0.620 [DALSRGVEGLARAWDTFNRHLT

T-106 106 0.608 [EALSKGVEGLAKAWETFNKHLT

T-107 107 0.666 INHINDVQRDVKKTIERLF

T-108 108 0.621 DHINKVQRKVTHEIERLF

T-109 109 0.355 HLRKLRKRLLRSLVSQYFQTVTDYGKDL

T-110 110 0.406 HLRKLRKRLLRSLVSQYRQTVTDYGKDL

T-111 111 0.431 HLRKLVKRLLRSLVSQYRQTVTDYGEDL

T-112 112 N/A YKDFGERVERALGRQLEMLGQSTEELRVRLASHLRKLRKRLLRDADDL
QKRLAVYQA

T-113 113 N/A WKDFGERVERALREQFEDLGQSTEELRVRLASHLRKLRKRLLRDADDL
QKRLAVYQA

T-114 114 N/A LKDFGERVARALREQFEDLGQSTEELRVRLASHLRKLRKRLLRDADDL
QKRLAVYQA

T-115 115 N/A DHINKVQRKVTHEIERLFLGQSTEELRVRLASHLRKLRKRLLRDADDLQ
KRLAVYQA

T-116 116 N/A DAWERFRALFKELADYFRLGQSTEELRVRLASHLRKLRKRLLRDADDL
QKRLAVYQA

T-117 117 N/A RSGADALESALKELKRFIREWTLGQSTEELRVRLASHLRKLRKRLLRDA
DDLQKRLAVYQA

T-118 118 N/A LVARLLKELTAAMARLGRDAEDIRGNLFQYFDEVWAMLGQSTEELRVR
LASHLRKLRKRLLRDADDLQKRLAVYQA

T-119 119 N/A DVKRLFKEFTAAMARFARKAEDIRGNFDQYFDEVFAMLGQSTEELRVR
LASHLRKLRKRLLRDADDLQKRLAVYQA

T-120 120 N/A DVKRLLKELTEAMAELARKAEDIRGNLDQYFRKVFAMLGQSTEELRVR
LASHLRKLRKRLLRDADDLQKRLAVYQA

T-121 121 0.595 |JASGADALESALKELKRFIREWT

T-122 122 0.634 |RAGADALESALKELKRFIREWT

T-123 123 0.655 |RSAADALESALKELKRFIREWT
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Peptide | SEQID | pH Sequence
T-124 124 0.644 [RSGPDALESALKELKRFIREWT
T-125 125 0.592 [RSGAAALESALKELKRFIREWT
T-126 126 0.646 [RSGADPLESALKELKRFIREWT
T-127 127 0.560 [RSGADAAESAAKELKRFIREWT
T-128 128 0.619 [RSGADALASALKELKRFIREWT
T-129 129 0.630 [RSGADALEAALKELKRFIREWT
T-130 130 0.656 [RSGADALESPLKELKRFIREWT
T-131 131 0.615 [RSGADALESAAKELKRFIREWT
T-132 132 0.585 [RSGADALESALAELKRFIREWT
T-133 133 0.637 |RSGADALESALKALKRFIREWT
T-134 134 0.578 [RSGADALESALKEAKRFIREWT
T-135 135 0.631 [RSGADALESALKELARFIREWT
T-136 136 0.586 [RSGADALESALKELKAFIREWT
T-137 137 0.608 |RSGADALESALKELKRAIREWT
T-138 138 0.593 [RSGADALESALKELKRFAREWT
T-139 139 0.595 [RSGADALESALKELKRFIAEWT
T-140 140 0.623 [RSGADALESALKELKRFIRAWT
T-141 141 0.558 |RSGADALESALKELKRFIREAT
T-142 142 0.642 [RSGADALESALKELKRFIREWA
T-143 143 0.640 [RSGGDALESALKELKRFIREWT
T-144 144 0.638 [RSGADGLESALKELKRFIREWT
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Peptide | SEQID | pH Sequence
T-145 145 0.630 [RSGADALESGLKELKRFIREWT
T-146 146 0.600 JAAAADALESALKELKRFIREWT
T-147 147 0.548 |RSGADAAAAALKELKRFIREWT
T-148 148 0.556 |RSGADALESAAAALKRFIREWT
T-149 149 0.511 |RSGADALESALKEAAAFIREWT
T-150 150 0.510 |RSGADALESALKELKRAAAEWT
T-151 151 0.538 |RSGADALESALKELKRFIRAAA
T-152 152 0.648 |AAWERFRALFKELADYFR
T-153 153 0.711 [DPWERFRALFKELADYFR
T-154 154 0.680 IDGWERFRALFKELADYFR
T-155 155 0.646 |DAAERFRALFKELADYFR
T-156 156 0.644 [DAWARFRALFKELADYFR
T-157 157 0.684 [DAWEAFRALFKELADYFR
T-158 158 0.611 IDAWERARALFKELADYFR
T-159 159 0.684 IDAWERFAALFKELADYFR
T-160 160 0.672 [DAWERFRPLFKELADYFR
T-161 161 0.709 IDAWERFRGLFKELADYFR
T-162 162 0.658 IDAWERFRAAFKELADYFR
T-163 163 0.632 IDAWERFRALAKELADYFR
T-164 164 0.640 [DAWERFRALFAELADYFR
T-165 165 0.668 IDAWERFRALFKALADYFR
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Peptide | SEQID | pH Sequence
T-166 166 0.621 DAWERFRALFKEAADYFR
T-167 167 0.698 [IDAWERFRALFKELPDYFR
T-168 168 0.690 IDAWERFRALFKELGDYFR
T-169 169 0.633 IDAWERFRALFKELAAYFR
T-170 170 0.688 DAWERFRALFKELADAFR
T-171 171 0.617 [DAWERFRALFKELADYAR
T-172 172 0.660 IDAWERFRALFKELADYFA
T-173 173 0.607 JAAAERFRALFKELADYFR
T-174 174 0.551 [DAWAAARALFKELADYFR
T-175 175 0.657 DAWERFAAAFKELADYFR
T-176 176 0.551 IDAWERFRALAAALADYFR
T-177 177 0.561 IDAWERFRALFKEAAAYFR
T-178 178 0.578 DAWERFRALFKELADAAA

FIG. 1l




10/51 PCT/US2023/067012

WO 2023/220756

1
N
O
S

»
NG

N

150

1 I
(=1 Q
o n

~—

ulw G| ‘paiesd %

(l,
O
S

N H e
O O &

FIG. 2A

150

1 1
(=] (=}
(= n

—

ulw G| ‘pates|) %

FIG. 2B



11/51 PCT/US2023/067012

WO 2023/220756

=, H -
— o2 ( [ &
— 5% %y
—— % T X
———— [ ¢
= «Qo H B \u\
— % o &
«o\ ) = x4
! — Q.,\ 2
— 3 : [ %X
o P NS
H . O, 2 X
¢ | m—
 — T X
i &% . C %X
— &% i C %
[ ¢ e
— % — %
; [ ¢ — &
T % — %
— & %
X o
1 H &
9 Q¥
= 4 1 &%,
— % e N
' L N — 2
— &% . %
% = %Y
- <& = S —
— 3 ™ o
1 &
- ,oo..« (R4
H— e &
— 2
S — )
0 — %
— [ X
H— <% = " 6
p ~ T- I\ <
T %% —
H——F 6% M
— 2 e
——F % H— &%
— 5% H " <ox
— M& g —
ﬂl&&&\ THI@%&
% H - &%
—— L - o
— X et &
— % 24
P i e N2)
I T T 0&&« I T T %
38 8 8 ° ¥ 8 8 8 ° Y

ulw G| ‘paJesd %

I G| ‘paJes]d %

FIG. 2D



WO 2023/220756 12/51

100-
£ 754
0
- g §
g 07
- s§
©
Q9 254
&
S

0
25 > , |
05 1.0 1.5 2.0
log[peptide], pM

FIG. 3A

PCT/US2023/067012

- T-001
N T-002
~+ T-004
- T025
-* T027
% T-031 (n=1)



WO 2023/220756

125

100 -

754

50

25+

% Cleared, 15 min

13/51

125

100

75

% Cleared, 15 min
3
1

log[peptide], UM

FIG. 3B

log[peptide], uM

FIG. 3C

PCT/US2023/067012

- T7-001 (EC50: 9.85 uM)
@ T-051 (EC50: 15.6 uM)

(
(
~& T-052 (EC50: 20.6 M)
(
(

£ T-054 (EC50: 122.6 uM)
“5 T-059 (EC50: 34.3 M)

- T-001 (EC50: 9.85 pM)
-8 T-062 (EC50: 213.4 uM)
- T-063 (EC50: 110.6 uM)
L+ T-065 (EC50: 24.4 uM)

“ T-069 (EC50: 38.77 UM)
© T-080 (EC50: 154.8 uM)



WO 2023/220756

125

100 -

% Cleared, 15 min

% Cleared, 15 min

75—

50

25+

14/51 PCT/US2023/067012

- T-001 (EC50: 13.91 uM)
- T-084 (EC50: 16.15 puM)
& T-086 (EC50: 15.81 puM)
L% T-087 (EC50: 17.82 M)
“ T-101 (EC50: 10.50 pM)

125

100 -

75

50

0.5 1.0 15 2.0

log[peptide], uM

FIG. 4A

- T-001 (EC50: 10.91 M)
- T-112 (EC50: 8.26 uM)
& T-113 (EC50: 8.35 uM)
L T-114 (EC50: 12.21 uM)
“ T-116 (EC50: 7.54 M)

log[peptide], uM

FIG. 4B



15/51 PCT/US2023/067012

WO 2023/220756

100+

754

yz ‘siskq %

25+

yz ‘s1sk1 %

FIG. 5B

FIG. 5A

100+

757

yz ‘s1sk1 %

100

75+

1
o
[Te]

25+
0

yz ‘s1sk] %

FIG. 5D

FIG. 5C



% Lysis, 2h

WO 2023/220756 16/51 PCT/US2023/067012

125 -

100 - - T-001
75- -~ T-002
>0 = T-025
25" p 3 e~ T-027

0- S ) § . T_034

-25 =

| 1 | 1
0.5 1.0 1.5 2.0
log[peptide], uM

FIG. 6



17/51 PCT/US2023/067012

WO 2023/220756

150=

yz ‘Auqein %

FIG. 7A

200

1 1
o o
o 0
-

yz ‘Aungein %

150

FIG. 7B



%Viability, 2h

%Viability, 2h

WO 2023/220756 18/51 PCT/US2023/067012

150

100 = [ -1[ =N T }':|"

[4)]
o
1

1 || 1 1 | | 1 || || | 1 || 1 | | 1 1 || || 1 1 1 || 1 || ||
AU IR T T AR IR T S I I IR A IR S AL IR R
PO O N A AP P R DR DR DR O P A A AR R AP Y

FIG. 7C

150

AL

1 1
9?‘%"666\ ‘.\Q’QQ"“'Q’Q b‘b@'\Q '\q"\'b‘\
o AP Y «o\ \ «o o\ o\o«o«o \\o\

2

o

1
=

[£.]
o
1

ﬂ i i

4

FIG. 7D



19/51 PCT/US2023/067012

WO 2023/220756

30+

1
(=}
N

1
(=4 o
-—

yz ‘sisk1 %

|
—1
—_

o

I

H

30

I
[=]
N

1
o o
-

yz ‘sish1%

FIG. 8B

FIG. 8A

30

1 1
o o
AN -

yz ‘sish1 %

30

1
[=]
N

yz ‘sish1 %

1
o
-

0

FIG. 8D

FIG. 8C



20/51 PCT/US2023/067012

WO 2023/220756

%
X!
FIG. 9A

™
A
™

OQ«O

FIG. 9B

0,
I T T T T (2 I T T 1 T
o o o [=} o o .\ o o o o o
P & &« = L ¥ ©®© N =

yz ‘sish1 % ye ‘sish1%



WO 2023/220756 21/51

PCT/US2023/067012

125+ - T-001
100+ 3 - T-002
K RS - a
& 754 - T-004
g = T-025
S, . -e T027
~ 25 — N _
0 . ﬁ“\“\\\::: I __.
-25 -
1 1 1 1
0.5 1.0 1.5 2.0
log[peptide], uM
FIG. 10
150
-®- T-001 (EC50 >100 uM)
‘ b T-034 (EC50: 19.45 uM)
- T-086 (EC50 >100 pM)
°~ 1 00 -
N T-087 (EC50 >100 pM)
2 T-101 (EC50 >100 pM)
2 T-112 (EC50 >100 pM)
& 50 T-114 (EC50 >100 puM)
S T-116 (EC50 >100 uM)
09— . * *
0.5 1 15 2
log[peptide], pM

FIG. 11



22/51 PCT/US2023/067012

WO 2023/220756

Q

b
1

N
|

¢T 'Old

s( s( s( s( s( s( s( s( s( s( s( s( s( s( s( s(

w_m___w_m_r.r_lel

1
==

0

1
0N
N

I
o
Te}

= 001

|
o
Q
(N44) 10491830y Je|n||9oRAU|

-—00¢



Intracellular Cholesterol (RFU)

400

300—

N
(=}
o

]

-t

(=

o
]

()
o
1

n
=
1

e
o
1

WO 2023/220756

ch

23/51

PCT/US2023/067012

3 Peptide
Peptide + Heparin

1 1
T-002 T-013

1
T-021

1
T-025

1
T-027

FIG. 13

T :
T-028

1
T-029

1
T-030



Intracellular Cholesterol (RFU)

Intracellular Cholesterol (RFU)

WO 2023/220756 24/51 PCT/US2023/067012

N

(=3

o
]

150

100

50+

0=

S W2 o A Q V O O o D (O Q2 »* H o D O
S VI I VI S u O * PSS 6 $’p 6 PSS & &L &S 6 L ©
ST TP TS TS «Q ‘Q«Q«Q SU S U S, S S T S S I S SU S SIS

FIG. 14A
200=-
150
100=
50
0= T
EEEASSEIEIEHIHSEAA LRSI

FIG. 14B



WO 2023/220756 25/51 PCT/US2023/067012

1500
S 1250
L= 1000- N - T-001
= 750+ \
S - T-002
© 500 N
% -\ T-004
% & T-025
o o T-027
S 250- ¥ T-032
=
[
(&)
© L
£ =
037 111 3.33 10 30
[Peptide], pM
FIG. 15

1000 =

750 =

500 -

250 - T-001

150 B T-002

100 -

Intracellular Cholesterol (RFU)
3
|

[Peptide], pM
FIG. 16



s(s(s s(s
SOOI IR

PCT/US2023/067012

LT *SOld

RV VR VY VI VRV VI W W
IR RINR NN
NNV NSO S
| | | -F_ | | | | 0

26/51

WO 2023/220756

T T

=0v
JT L

=09
== 0.

T S¢t
=00¢

|
S
<
(n4Y) 10481880y Jejnjj@oeju|

g &
1
=
=]
©

|
(=]
(=]
o



27151 PCT/US2023/067012

WO 2023/220756

[ —

-

—1 -

[ —

-

-

-

-

-

-

Hp—

-

— -
1 1 1 1 1

2 92 9 g9 g o
& & & & o
B * o &« =

(n34) 1042183j0yD JEIN||22EAU|

FIG. 18



6T "Old

s( s( sJ\ sJ‘ s( s( s( s( sJ\ sJ‘ s( s(
© S S S Q Q Q M S M N O
F PP E X XS
1

T TIC BT

PCT/US2023/067012

~001

28/51

(=]

uuedsH + spnded [

epnded ] ~-00t

__l _m_ —-009

-008

WO 2023/220756

(NdY) 10481s8j0YD JEIN||@ORIU|



WO 2023/220756

2500

2000 +

1500 -

1000 -

500

Intracellular Cholesterol (RFU)

1500 =

1250

1000 =

600—

400=-

200=-

Intracellular Cholesterol (RFU)

29/51

.— =

3.33
[Peptide], uM

FIG. 20

3.33
[Peptide], pM
FIG. 21

PCT/US2023/067012

-\ T-001
-\ T-002
-\~ T-004
& T-025
- T-027
-y T-032



¢¢ 'SOld

Q
BV V. VI VI VI VI VI VIS VI VI VI, VI VI VI VI VI VIS VIS VIS VI VILD VIS VI VI VISE it oY
S7S 7S’ S’ A4S’ R'R'R’'R'R’'S'R L' L'L’ LT L0 20
PRI FEN O Ol - Oy O e N g\ NS\ S\ S O N v
_ _ _ _ _ _ _ _

.

PCT/US2023/067012

wpd +
“ pidi -

o
©
d

= 0GL C

—00¢

—-06¢

~-00¢€

-0G¢

WO 2023/220756



WO 2023/220756 31/51 PCT/US2023/067012

Buffer: HBS + 0.05% P20

Peptide KD (pM) Peptide KD (pM) Peptide KD (uM)
T-040 5.54 £0.23 T-057 No Binding T-076 No Binding
T-041 7.49 +0.67 T-058 No Binding T-086 No Binding
T-043 48.6 +0 T-059 7.27 £1.40 T-087 No Binding
T-044 7.97 +£0.47 T-060 149.5+41.7 T-101 No Binding
T-045 71.2+31.8 T-061 No Binding T-109 1.20 £0.09
T-046 3.56 +0.37 T-062 2.23 +0.01 T-110 1.15 £0.04
T-047 3.26 £0.23 T-063 No Binding T-111 1.06 £0
T-048 5.24 +0.46 T-064 6.81 +1.24 T-112 0.72 £ 0.46
T-049 3.26 £0.20 T-065 0.75+0.35 T-113 1.82£1.13
T-050 528.5 +0.71 T-066 2.42 +0.19 T-114 1.27 £0.02
T-051 No binding T-068 1.98 £0.93 T-115 281 +2.78
T-052 1.75 +£0.08 T-069 2.39+£0.42 T-116 1.21 £0.19
T-053 121.5+14.9 T-072 4.85 +0.05 T-117 4.49 +3.18
T-054 No Binding T-073 No Binding T-118 2.72 +1.51
T-055 5.09 £ 0.04 T-074 2.43 £0.52 T-119 No Binding
T-056 No Binding T-075 No Binding T-120 11.8 £ 0.56

FIG. 23
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Buffer: HBS + 0.005% P20

reptias KD,(P:nptide _ko. puee Reﬂ;ggi"s?e’
uM) omplex (M) Peptide
T-040 882 £ 1030 No Binding N/A
T-041 701 +£974 No Binding N/A
T-043 840 £ 1150 No Binding N/A
T-044 11.4 £6.58 1160 £ 709 0.01
T-045 11800 + 1250 No Binding N/A
T-046 6.72+1.36 56.3 £ 56.1 0.12
T-048 11.4+£5.29 666 + 369 0.02
T-050 No Binding No Binding N/A
T-051 No Binding No Binding N/A
T-052 1.18+0.19 202 £ 109 0.01
T-053 43000 + 34000 No Binding N/A
T-054 No Binding No Binding N/A
T-059 7.72 £9.39 No Binding N/A
T-062 9.36 + 4.61 52.9 £ 84.1 0.18
T-065 1.07 £ 0.69 0.18 £0.09 5.88
T-066 2.06 £1.92 0.11 £0.07 18.33
T-068 1.48 £ 0.09 0.66 £ 0.03 2.25
T-069 1.12+£0.48 0.56 £0.36 1.99
T-070 1.38£0.35 0.68 £0.19 2.02
T-071 18.5 +2.69 348 £ 157 0.05

FIG. 24A
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Buffer: HBS + 0.005% P20
repiaa KD,(P:nptide _ko. puee Reﬂ;ggi"s?e’
uM) omplex (M) Peptide

T-072 8.27 £0.55 No Binding N/A
T-073 4.27 +0.19 No Binding N/A
T-074 2.37 £0.98 77.0+118 0.03
T-075 No Binding No Binding N/A
T-076 No Binding No Binding N/A
T-077 33.2+£37.7 189 + 67.8 0.18
T-086 No Binding No Binding N/A
T-087 2.27 £0.06 No Binding N/A
T-101 11.7 +7.54 No Binding N/A
T-109 3.15+0.09 1.05 £ 0.01 3
T-110 2.97 +0.23 1.20£0.13 2.48
T-111 2.98 + 0.01 0.46 £0.04 6.51
T-112 1.14+£0.33 0.17 £0.003 15.5
T-113 1.44 +0.39 0.29 £ 0.01 4.84
T-114 2.70 £ 0.85 0.17 £0.004 16.12
T-115 0.42 £0.11 0.21 £0.15 2
T-116 4.53 £ 2.31 0.28 +0.12 16.24
T-117 0.40 £0.03 0.01 £0.000 36.41
T-118 0.32 +0.39 94.3 £1330 0
T-119 2.31£2.26 No Binding N/A
T-120 0.80+0.23 No Binding N/A

FIG. 24B
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