1/35

WO 2019/094395

FIG. 1

H o
YIS,
o) O 0
\
o

MMAE

’ |T| Y]
R N OH
H HY
0 O

D: R=NH2

SUBSTITUTE SHEET (RULE 26)

PCT/US2018/059495




2/35

PCT/US2018/059495

WO 2019/094395

CHNOOHN HD HOHD =

*Ho =
CHNOOHNHO HO HD =

Mo =
CHNOOHNHO HO HD =
“HNODHNHOPHO HO =
CHNOOHNCHOHO HO =

¢ Ol

32
¥ ‘I = u ‘g = peojAed ‘B mIZzﬂ\m
R ‘0= Ut = peojhed 3 - O H o
¥o=u'g=peoplede [ HOHNG HNGE (2
b , :
ot fer ‘ VI NIvH D O
wm L= U0 = peojhed ‘0
Pm ‘L =u'‘g = peoiied ‘g
Pm ‘L= Uy = peojfed ‘e
az
O
NOH S IOJ.M\_.QZ NHOOLLE 4
VHNA3GE 8 H
WA Y3 NLYH
a0 3 (|
{V A

HHNG3 (2
B ANG Ga0H) i
YA ‘3°0-v speojded (| “ON~-

NH2OW

SUBSTITUTE SHEET (RULE 26)



3/35
PCT/US2018/059495

WO 2019/094395

(‘o) 2 'Oi4

e SRS

HO OH HO OH

e il ‘G9/ ‘gqy ‘eel ‘pey ‘qel ‘b w1 ‘Bee g
\mz/\% 4 ‘Do N ..z,,z

HEO S~~~ 4NA GE0H) ‘vada [ Nt = X 1oy ~N T
I y

O 40
NG 'YAIQ NLYH H = X 40}

OH = m ‘09
zoém\d\ R
xoﬂ%a,&% =, %9
zo)m\@,.\w\% =¥ ‘g9
+ H oy ;
WZ\I/\Zj\@{W\Mm o= m o P
..,.Q HN93 (€
W dING
HO \{zi@&% L2 98 Y3dI0 NivH @:

A

W AING (Breg) mz,mm

R ?&v

HO A NHoow 4
- O

SUBSTITUTE SHEET (RULE 26)



4/35

PCT/US2018/059495

WO 2019/094395

(1L '0D) 2 Ol4

(Z sjqe) ses)
Al "l mwummw mﬁmmm “w”x ‘-8 Pl al
JaNUY ummmgao%ms ‘b w91 ‘B-el

m:z\ ,,z

O
T W\szkﬂfv«{ﬁ\/o%\r

7
o

A
sos1d sjgeAEsD

SUBSTITUTE SHEET (RULE 26)



5135

PCT/US2018/059495

WO 2019/094395

¢ Ol

Mmmmmmwwmmm 1 dNG 'Y3dIQ ‘a8 1k pue Y} i
Fb UL e Wm HONDEHD Gono (2 1 'W0a 'Yadia ‘e (1 ‘b-ul io)
7 H i HOAING N a8 (2 W W0a ‘vl (L ‘Bl iy
HN. N HN.O o m
g o 9'ag

O
Mﬁ@@@%»

o
(@]
=
H*OS HO HO = ¥ ‘0 = U ‘O = peojfed | e
HEQS MO HD =¥ ‘L = u ‘g = peojAed ‘Y =
o/wﬁa /mwn g =U‘D=peoiled ‘s %
O =d’'lL=u’'y=peojied ‘ye L= U ‘s = peojded ‘g %)
Cyor Qp L= Uy = peojAed ‘e =
{ ; ‘e
gy VL UL e —~3 o a'g'eg m
N H*OS*HD HD =4 ‘q =
E . . z i
z m W HNG HNGE (2 &
HN O
e FN W 4ING 180H 1003 99y (1 ur 2
NEXT
N we©
HO NHoow :
3 O




6/35

PCT/US2018/059495

WO 2019/094395

4 Z ‘xnped
mcowmum

©00%sn

WbieAs ‘0, 06

BUOIB0E ‘*NEN

ﬂ,

Woa ‘N4

£

0z 500 Q&.

MUWE\I/\LI

BpIUOIETE BUsjCUIDON]L

Im

SUBSTITUTE SHEET ( RULE 26)



7135

PCT/US2018/059495

WO 2019/094395

e e e N H %6270

gwum M
WoaQ Y4l

S Z-L Do 001

%¥6-18
Wwhiuisao 'y
YO

OSIHA ‘HOng-

%68
Yy "o

°H ‘0/Pd %01

%88-18
wbiuseao 'y
4WNQ v3dId

g agug
“0nbsn

{paisrooal

A 8L
%lGbP
wbieao
“ter O
AHL
‘SOWHIT

_ pise oidiesopod

%86

yzou
sUsNio} ‘HO9N
SNHO-SINL

£
OOH

- wlm un;_a#

SUBSTITUE SHEET ( RULE 26)



8/35

WO 2019/094395 PCT/US2018/059495

™ )
5 T @
.
0O . A :%;»
+
o B MO w ©
<E )
g = -
8&Z b L.
== =3
m«-s"
B (1 'g
- & Llmliolol o
o G.leslenied|oh
O

SUBSTITUTE SHEET (RULE 26)



9/35

WO 2019/094395

1) C or D,

FIG.7

HATU, DIPEA, DMF, rt.
H © 2) Et,NH, rt.
FmocHN N"'HkOH

o}

2b
Product | Payload
3d C
3f D

SUBSTITUTE SHEET (RULE 26)

PCT/US2018/059495




10/35

WO 2019/094395 PCT/US2018/059495

FIG. 8

F

~

1<OH '.jH \

o
0 >
FmocN™ N oH 8 C, HATU, DIPEA, DMF, . ’ o /@’ oS0 R

: iperidine, L .
S o pip HoN \)L”
PN ° N o
2c N~ NR: 1 P} 3e
N~ NH,

SUBSTITUTE SHEET (RULE 26)



11/35

WO 2019/094395 PCT/US2018/059495

FIG. 9

O 0]

H N\/\/\)J\
o 2 OH FmocHN OH

— rle Fmoc
O\)j\oSu Fmoc-(D)-Lys-OH H /@
EtsN, DMF Yo

rt., 30 min. o}

25

SUBSTITUTE SHEET (RULE 26)



12/35

WO 2019/094395 PCT/US2018/059495
FIG. 10
1) HOSu, EDCI,
0 )< DCM, rt. lo) J< fo)
2) taurine, DIPEA, F| HN
FmocHN\io )DMF, > moc ﬁo TFA, DEM, tt FmOCHN§OH
SO3H SOzH
26 27 4b

SUBSTITUTE SHEET (RULE 26)



13/35

WO 2019/094395 PCT/US2018/059495

FIG. 11

0 h o Qﬂo
HNfoQ HzN N N, ANy
H 1 [H
4a O = 0O R
1) 4a, HATU, DIPEA

DMF, t. HN. O
2) E,NH \E Q
07 ==

5a-g

3a-k

Amine 3 | Product 5 | Payload | n R’
3a ba A 1 | (CH2)sNHCONH,
3b 5b B 1 | (CH3)sNHCONH,
3c 5¢ C 1 [ (CH2)sNHCONH,
3d 5d C 0 CHs
3e Se C 0 | (CH2)sNHCONH,
3f 5f D 0 CHs
3g 5g E__ | 0] (CH2)sNHCONH;

SUBSTITUTE SHEET (RULE 26)



14/35

WO 2019/094395 PCT/US2018/059495

FIG. 11A

o NO,
g, 0o L
FmocHN T N
0 :\LH
o} NH
j/\/ OANHZ v

1) DIPEA, HOBt, DMF, rt., 3 hr
2) piperidine, rt., 1 hr

¢
” N i o] OH Q 0 0
v St AEC A SRSV VIEE S 6}

HATU, DIPEA, DMF O
rt., 3 hr

10a 0~ 'NH,

SUBSTITUTE SHEET (RULE 26)



15/35

PCT/US2018/059495

WO 2019/094395

Jy gl U
WA V3dIA NLYH

dll "9l

O H
A
o

qot

T 0y, H o ¢ /
o H o L J
M = ‘0= d ‘g = peojled
ﬁm —
o -

SUBSTITUTE SHEET (RULE 26)



16/35

WO 2019/094395 PCT/US2018/059495

)
O NWOK\)L”/\G/O\%‘:\IOrOH

HATU, DIPEA, DMF

FIG. 11C

O
0 ! 0 40 N
O 10a-d

Amine 3 | Product 10 | Payload | n R
3a 10d A 1 | (CH2):NHCONH
3b 10a B 1 | (CH2)sNHCONH:2
3c 10¢ C |1 (CHz)sNHCONH;
3f 10b D 0 CHs

SUBSTITUTE SHEET (RULE 26)



17/35

WO 2019/094395 PCT/US2018/059495

FIG. 12

o Ho

o]
o] )
taurine
o} 0. N U
Ns/\/ \/\O/\/ \/\O/\)LO? DMF, DIEA Ns/\/o\/\o/\/o\/\o/\)kN/\/S\
H

o]

=7

o)

30 6¢c
CAS: 944251-24-5

SUBSTITUTE SHEET (RULE 26)



18/35

WO 2019/094395 PCT/US2018/059495
FIG. 13
) OH
N:N::N
)( )\/Br H HCI
N~ F 34
4N NH,
N 31 1) 32, NaQCO3 CH3CNHOJK/N\)I\ OH DIC DIPEA. DCM Fjii )J\/N\)L ﬁj{
reflux, 16 h it., overnight
CAS:87156-40-9 2 HCI in dioxane (4 N). 33
rt., overnight
Ney o
NSy
taurine 0 0 R 0

HO ? \_OH
N/l AL
DIPEA, DMF S AN A S,
rt., overnight 0 H H 0

FIG. 13A

o 0
N3/\/O\/\O/\/O\/\O/\)LO’D

| - 30 © N /3\)01\ IL/
H N/\/ S~ 3\/6\0 A NTNEN
2 DIPEA, DMF H
6b-1 rt., overnight 6b
FIG. 13B

9 1}
Br\/\o/\/o\/\o/\/o\/\o/\/?\o/\ w, NS\/\O/\/O\/\O/\/O\/\O/\/F"\O/\

0 80°C, 18 hr o]

6d-1 7 6d-2 7

CAS: 1446282-41-2
1l
TMSBr, DMF Naso~, /\/O\/\ /\/O\/\ A~oP~
_ (] (] 0 OIHOH

0°Ctort., 16 hr
6f

SUBSTITUTE SHEET (RULE 26)



19/35

PCT/US2018/059495

WO 2019/094395

Pl Old

HO., Z £,2
e mm\/m\o/wxwm HNOOHN (‘HO) | 1 v

pes 1% Bg
+ H 7
< £.7
WZ}xzx_m\/m,\o/w\% HNOOHN (“HD) | | v qel a9 eg
O
O H
HOWH z .z
m}{,zio/w\% HNODHN CHO) | 1 v Y] o9 eg
O O
4 FA ¢.Z
O t 3
x@\/m\ /w\wm HNOOHN (HD) | 1 v gL eg eg
. o U | peojihed L 15npoid g epizy g 1LOD
qif ‘aos ‘quy ‘ee/ ‘pel ‘ges
‘bg fwig g 2 T2 12 4 "8l ol el
G-gg

N Ny

O
| ur fv,« NG (Be0) N
. %@\ x\_H

Q MIZI

s

SUBSTITUTE SHEET (RULE 26)



20/35

PCT/US2018/059495

WO 2019/094395

(‘Juod) ¥1 Ol4

O H
HOWR 4 A
m%f\zi\@/w\% HNOOHN (“HO) | © o) % 59 ag
O O
O H
HOWLR S
m\fﬁzigfwxwm HO 0 o) 7 39 pg
O O
O H ¥
HO z £.2
m\);\zd\)m\o/; HNOOHN (HD) | 1 3 1 29 oG
O O
0 0
O SN 4 .z
9 \m ~ 3 HNOOHN (' HO) w 8 73 P9 as
L .\m<\/z 0O
O H
Z ¢,
HNOOHN (THD) L = qas a9 qe
A ¢.Z
HNOOHN (THD) ’ & Ba/ 29 ag
< £.7
HNOQDHN (THD) " v =1-¥) 89 Bg

SUBSTITUTE SHEET (RULE 26)



21/35

PCT/US2018/059495

WO 2019/094395

(1L 'WoD) ¥ O

4 1A
HNOOHN (THD) by 39 bBg
s! s
+ H 17
£
WZ\X\zi\@/W\% HO ais ag T
o
O H ¥
HOWT g
EAANN A O HO wy 29 5
o o
+ H ¥,
< 1A
wzgzio/‘wx% HNODHN (“HD) qoL ag og
s,

SUBSTITUTE SHEET (RULE 26)



22/35

WO 2019/094395 PCT/US2018/059495

FIG. 15

¢}
FmocHN OH
N H/\/803H HoN

0
4b
1) 4b, EDCI, HOBY, DMF, tt.
2) Et,NH, DMF, t.

P

S’O

3be " 0H 7h, 71
b, payload =B,n =1 h, payload =B, n=1
e, payload=C,n=0 I, payload=C,n=0
3 | 7 | Payload | n
3b|7h B 1
3e | 7l C 0
FIG. 15A
HO,
o}
“NHFmoc

o}

0 0 HN X
N o) o0 O s
H,N N ~ 0 Oy 0
i /\Ig \q:"' \ /NH K @
NH
PN

OH

1) HATU, NMM, DMF
rt., ovemnight
2) diethylamine, rt., 1

0% “NH, 3a hr.

XA !
SE SR RYE
HoN N N, N o) o\oo\
0 d N on
HN" 0 HN
HO A

H,N" 0

0
72—0
“ 7ah

0]

£

SUBSTITUTE SHEET (RULE 26)



23/35

WO 2019/094395 PCT/US2018/059495
FIG. 15B
TFA a H
O/\ﬂ/OSu HZN/\/O\/\O/\/O\/\O/\)J\OH O/\H’N\/\O/\/O\/\O/\/O\/\H/OH
0 37 o) 0
/ DIPEA, DMF, t., 30 min. /
36 8c
FIG. 16

: 0 o
N NSO ON
ot g Lo §'s

HATU, DIPEA, DMF

& 0
T A f"“o’l .
(g T
I
W

Ha

O H O“Iv Jl oy,
24N RS RAA
NJLN

HN

160}
O N=

Amine 7 | Product 1 | Payload R?

7a 1a A | Ko

SUBSTITUTE SHEET (RULE 26)



24/35

PCT/US2018/059495

WO 2019/094395

Ll "Old

. Y
SHNOOHNE(PHD) | 1 N,,%\/Lé v eL | ey
) L

¢4 L u A peojABd
13Npoid |euIY

GAL 81T RHE Al -4 R A

bLwg 1p S 1L L ‘UL 3 et oL ‘el

U

O
4Na ‘G80H) 'vadIa ,HMZ;W” X 40}

e d0
AWA 'vYAJIA NLYH H = X Jo4

58-89

O
¥
XQ\m§ Q\w/\ A

G ‘9oL 'qq. 'se/ ‘pel ‘qel
ORI RV VAN VAN VAN VY AN VRS- IR YA -V )

ur

SUBSTITUTE SHEET ( RULE 26)



25/35

PCT/US2018/059495

WO 2019/094395

(L'oD) 2L '©l4

“HNOOHN®*(*HD) | 1 Mﬁ - | eel
O

“HNOOHN®*(*HD) | 1 -0 | aey

SHNOOHN®*(CHD) | 1 pi pe,

“HNOOHNE(*HD) |V =1} 34

CHNOOHNE(CHD) |V a | ges

SUBSTITUTE SHEET ( RULE 26)



26/35

PCT/US2018/059495

WO 2019/094395

(z'oD) 2L 'Ol4

SHNODHNE(CHD) | 4 o) L 1
SHNOOHNTCHD) |1 g Ui Yz
HNODHNECHD) |y g 3 Y]
rd £/l

HNOOHN(“HD) L g ail qqz
CHNOOHNCHD)Y |1 a al 8l

L L
o L2 u peojfed
13ND0IA SUIY

SUBSTITUTE SHEET ( RULE 26)



27/35

PCT/US2018/059495

WO 2019/094395

(€10D) L1 'Oi

O
O 4
\wf\;zg “HNOOHNECHD) |0 P 2
HO H
CLUNOOHNTCHD)Y |1 aif | 992
i Oy z,, SHNOOHN®(CHD) | ) pit | a9
PN VNS
+ H N
O O ), Z €2
X b HNODHN"(“HD) 0 %l HL
Ho Ssn o N
O H N
O
MO 0 M 7

Imxmizﬁ&/@\w\z

SUBSTITUTE SHEET ( RULE 26)



28/35

PCT/US2018/059495

WO 2019/094395

(P 3u0D) L1 Oi4

O o) z ez

n ¥ \ HNOOHN®(“HD) L b bs
o~ S~ oA

o H N
o O N *HO 0 anl | aiz
S0 A N
+ H N

i Dy N “HO 0 wy | wy
oo

O

SUBSTITUTE SHEET ( RULE 26)



29/35

PCT/US2018/059495

WO 2019/094395

CHUNOOHNY(CHO) = |4 ‘g = u oa
SHNOOHNS(HO) = 4 ' = u aYaon
:8031d mmm@mmmw

{05 0 HOHNO O HOINHO HD = g aunggenp

H 08 HO " HOHNC O HO Y CHOO HD)HD = o mg%ﬂ, 534
%€ 0d HO PHO0 MDD = ¥ raleydsoud-Toad

HOPHO (CHOO HOF HO =, ¥pad

Jouipabieyn

“UNOOHN*(CHO) = M D =u oA

*HO = 8 0= U WA

CHNODHNTCHD) = ¥ °) = U 18Ydon

‘30aid 210BAESID

U

gL ©ld

m...mm....vi #Q

=S

N

H

N
H
N

ao01d 2|gRARSD

Jau-pebieys

G

ErnnnnFnnnnnny, Z
o ~N =N
Z
O
OM/ZI

i3 O H

S

&

aoeid 8|geAEReD

O H

O o N
H \\

{iL pue yj 1o}
ple]

ainiondls [BisUsL)

SUBSTITUTE SHEET ( RULE 26)



30/35

PCT/US2018/059495

WO 2019/094395

Y -4l ag
v B as
A peojied|ionpoid | g
Q
o O ~0

%me
Uz R NORHD Cono (2
‘4oL H DA Yadia teg (1

L-Uj 40} 40

Yz HHING hzﬁw ‘ag (z
UL UM AIDG 4L (O

‘B 1oy

e
=

a8

O
Wmm O
O

v8lL ©id

@O/Q

pey:

Oua N°H
Y
NH
H

el

o~
(PSS
H O

HO
HO.,,

HOL Ao

OH
O NH

O

SUBSTITUTE SHEET ( RULE 26)



31/35

PCT/US2018/059495

WO 2019/094395

H

€

HO
IQ;WW»,__O,W\VW = > [9S0)BU

HO OIIQ OH

IQ@
O DM% = 5 asopeeb

A 0s HOPHOHNODTHOINTHO HO = ;u BuLnejenp
08°HI HOHNCO HO (CHOO D) HO = ,u suunelToay
Nxmo%zommxu@wx%zo g ajeydsoud-‘o
HOCHOHCHO O HO)HD = »4 o34

Savui-pabieun

“HNOOHN® Iov 0= U o
HO = 4 0 = U A
SHNOOHNECHO) = | '} = U ‘Gvdon
:808id mﬁm>mm3

d8l old

Jsavui-aniydoipAy

\.EIPEIJZ

Nm ~N =N

@
154
N

O H O

O

ansid s|qeAES|D

NH

H

O O Pan
¢ B
H H O NS

SiNI3NAIE [BiBUSD

SUBSTITUTE SHEET ( RULE 26)



32/35

PCT/US2018/059495

WO 2019/094395

((uoD) 98l oid

HO
HO..,

HO OH

OH
O -NH

O

e
O
Tz

{1-ui pue 81 404}
4G

SHNOOHNE(CHO) = M ‘g = u o
“HNOOHNHCHO) = ;M L = U 1gydon

A4 {iL pue Yy} o}
aooid sigeaABaR JC

SUBSTITUTE SHEET (RULE 26)



33/35

PCT/US2018/059495

WO 2019/094395

61 Old

He0s” Y
HN

».Zhw Z

iﬁ&ﬁ%@

AN

G
O

33U

DL

A

"N-*93d-“HN
1O 8530xe abuipy

SUBSTITUTE SHEET ( RULE 26)



WO 2019/094395

34/35

15
e O
1
.
O ZN
Lo

SUBSTITUTE SHEET ( RULE 26)

PCT/US2018/059495

MFF

AON

ACF

AZF

AHA

ACK

FIG. 20



35/35

WO 2019/094395

BlocLys

TCOK

STCOK

¥ o
8
= %
o Zz,
- T
¢
£
g o)
o

N
TEF

z
i
I

Q
I

SUBTITUTE SHEET ( RULE 26)

PCT/US2018/059495

TZF

CRK

CRTK

ACRK

OAY

FIG. 20 (Cont.)



