Claims

1. A compound or stereoisomer thereof having the structure of Formuia (1)

Formula (1)

wherein:

R is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a C;-
Cqalkylene bridge or R' is a C-linked 5-8 membered fused bicyclic heterocycloalkyl
containing 1-2 N heteroatoms,
wherein

said C-linked 6 membered heterocycloalkyl or said C-linked 5-8 membered
fused bicyclic heterocycloalkyl is unsubstituted,

or said C-linked 6 membered heterocycloalkyl or said C-linked 5-8
membered fused bicyclic heterocycloalkyl is substituted with an R” and 0
to 3 substituents independently selected from R,

or said C-linked 6 membered heterocycloalkyl or said C-linked 5-8
membered fused bicyclic heterocycloalky! is substituted with 1 to 3
substituents independently selected from R;

R?is -C4-Cgalkyl:

A TS
Ao " y@

R is -OH, C;- Cea1k0xy, LRQ -'NHS O)2R11, -NHS( )g(CHz)mej, -NHS(=O)2LRQ,

(CHz)m—rf_R LRg
s siar S s
£, "

é';z

,or R% ;

R® is, C4-Csalkyl -C(=0)R"", ~(CHy)nOH, ~C(=0)(CHg)mOH, -C(=0)(CH2)n0)R", or
Cy-Csalkyl substituted with ~CN, or -C(=0)NH;
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R’ is LR%;
R®is Hor LR%
each L is independently selected from -L;L,- and -L4,
wherein
L, is selected from:
“(CHa)m=, ~C(=0)(CHz)m~, ~(CH2)mC(=0)-, -C(=0)X1XC(=0)(CHz)m-, -
(CH2)mC(=0)X2X1C(=0)-, -C(=0)((CH2)mO)n(CHz)m=, (CH2)m(O(CH2)m)oC(=0)-, -
(CH2)mS(=0)2((CH2)mO)n{ CH2)m=, ~(CH2)m(O(CH2)m)nS(=0)2 CH2)rri, -
C(=0)(CH2)mNR(CHy)m=, -(CH2)mNR™(CH;)nC(=0)-, -
C(=O)CHz)mX5((CH2)mO)n-, ~C(=O)CHz)mXa(CHa)m-, -(CH2)mX3(CH2)mC(=0)-, -
C(=0)(CH2)mO)n(CH2)mX3(CHz)m=, ~(CH2)mX3(CH2)m(O(CH2)m)aC(=0)-, -
C(=0)(CH2)mNR"2C(=0)(CH2)m-, ~(CH2)nC(=O)NR'?(CH,)nC(=0)-, -
C(=0)(CH2)nNR"C(=0)O(CHy)m-, -(CH2)mOC(=0)NR'™(CH,)mC(=0)-, -
NR™((CH2)mO)n(CHz)mXs(CHz)m=, -(CH2)mXs(CHz)m(O(CH2)m)aNR -,
-NR™C(=0)CHg)m-, ~(CH2)mC(EO)NR'%-, ~(CHo)mXa(CHo), -
C(=OINR™*(CHy)m=, (CH2)mNR"2C(=0)-, -NR?((CH)mO)n( CHz2)r-, -
(CH)m(O(CH2)m)aNR™-, «(CH)nS(=0)z-, -S(=0)o(CHz)rr, =S-, -

0

NR12S(=0)2( CH2)mXs(CH2)m-, -(CH2)mX3(CH2)nS(=0),NR2-, ©O

o) 0 o]
J:i $~(CHoIm~ ;T”z Q _

N§- N Neramd- Q C "
% o | g , % o) T, ,

0 o
\ 0 N-3- N
OVt RO
N, S o) and SILHL
0%
Xqis ;‘ﬁ ;
s LR
Wy 1§
NH
X, is O)\NHZ
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and L, is independently selected from a bond and L;;
Q 0
R10
o | (o]
ﬁ\ﬂ/"‘
'Y

NR12C(=0)CHjzl, -NHC(=0)CH_Br, -NHC(=0)CHoal, -ONH,, 0 .

,-N3, SH, -S(=0),(CH=CH,), -NR;,C(=0)CH,Br, -

R12

NN

lI H
0 N—N /\,N W\ PC AP /=N
I #s D %P aaow YA
i
/\ o} HO-P\ OH
5 ~, Ho' ©

QH 9 O
n 1

H H
,/\/N N PPl O,
SO AN A oot s \
o} (o] \ 2 )L
HO\O":_‘ OH /N :’77’
HO" O
H,N o;aa
~

H H OH o 0
:r'i /\/N\[(\/NW/\ Py P o /=N
s 01 ‘\ - l\ N
5 o OI-P 01.9/012, Wm—b
10 . HO‘I"co OH N\’N
R™is HO ;

each R is independently selected from C;-Cgalkyl;
10 each R'? is independently selected from H and C;-Cealkyl;

R™ is tetrazolyl, imidazolyl substituted with phenyl, oxadiazolyl substituted with phenyl,
I -§—1§==')—0H ‘ém(lF?’«OR” -§—§—0LR9

pyrazolyl, pyrimidinyl, L T b , ~CHzS(=0);NH,,
-CHzS(=0),NHLR?, or -LR%;

each R is H or C,-Cgalkyl;

15 each m is independently selected from 1, 2, 3, 4, 5, and 6;
each n is independently selected from 1, 2, 3, 4, 5,6, 7, 8, 9, 10, 11, and 12,
or a pharmaceutically acceptable salt thereof.
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2. The compound of claim 1, wherein R® is 1)\©

R R19
Fo
is H.
3. The compound of claim 1 or claim 2, wherein the compound is a compound having

and R"
the structure of Formula (Ia):
H 0] H 0]
1 N
R\“/ \\)L%%N%R"
0 R? o_ O 0_ O Ph
Formula (la).

4. The compound of any one of claims 1 to 3, wherein the compound is a compound

having the structure of Formula (Ib):
\A j\éw%NJLR“

/ I

Formuia (Ib).

10
5. The compound of any one of claims 1 to 4, wherein each L is LyL,- or L is -L;-

6. The compound of any one of claims 1 to 5, wherein

R'is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a C;-

C.alkylene bridge, wherein the C-linked 6 membered heterocycloalkyl is
substituted with an R” and 0 to 3 substituents independently selected from R®

15 i
7. The compound any one of claims 1 to 6, wherein
R is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a C;-
C.alkylene bridge, wherein the C-linked 6 membered heterocycloalkyl is
substituted with an R”and 0 to 3 substituents independently selected from R®

and
e

/@/(CHZ)m
. R12
ES

20
R4 is -OH C1—Cealkoxy, -NHS(O)z(CHz) Ng, -NHS(O)2R11 or

R12
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8. The compound any one of claims 1 to 7, wherein:
R? is -C;-Csalkyl;
R® is Ci-Cgalkyl, -C(=0)R", <(CH2)mOH, -C(=O)(CH2)mOH, or -C(=0)((CH2)mO)R'%
R is LiRY;
5 R®is H;
N

i

NR;C(=0)CHjl, -NHC(=O)CHzBr NHC(=O)CH,l, -ONH,, O |

N /=N
R \n/\/ W OH OPP/IZ’NmNHZ / JOL ;’@

HO-p, OH Nz %
Ho O O, or
HzN o;;
~
o
A~N
#s YVYY o OH“;\K A v

Hoﬁp\
10 R" s .

, N3, -SH, -S(=0),(CH=CH,), -NR;,C(=0)CH,Br, -
R12

each R" is independently selected from C;-Csalkyl;

each R" is independently selected from H and C;-Cgalkyl; and

O (Ijl it
T - P 1"
" 4P -0H =F-oH —P-OR
R is tetrazolyl, < H , OH or OH

Gt

\
9. The compound of any one of claims 1 to 8, wherein R' is LiR®,

Ot

\
15  10. The compound of any one of claims 1 to 8, wherein R is LiR?

Dy

N
11. The compound of any one of claims 1 to 8, wherein R'is '-1R9.
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N
12. The compound of any one of claims 1 to 8, wherein R'is  LiR®.

13. The compound of any one of claims 1 to 5, wherein:
R'is a C-linked 6 membered heterocycloalky! containing 1-2 N heteroatoms and a
Ci-Caalkylene bridge, or R' is a C-linked 5-8 membered fused bicyclic
5 heterocycloalkyl containing 1-2 N heteroatoms,
wherein
said C-linked 6 membered heterocycloalkyl or said C-linked 5-8 membered fused
bicyclic heterocycloalkyl is unsubstituted,
or said C-linked 6 membered heterocycloalkyl or said C-linked 5-8 membered
10 fused bicyclic heterocycloalkyl is substituted with 1 to 3 substituents
independently selected from R®.
14. The compound of any one of claims 1 to 5, wherein:
R'is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a
C4-Cpalkylene bridge, wherein the C-linked 6 membered heterocycloalkyl is
15 unsubstituted or is substituted with 1 to 3 substituents independently selected
from R® and R®.

15. The compound of any one of claims 1 to 5, wherein:
R"is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a
C4-Caalkylene bridge, wherein the C-linked 6 membered heterocycloalkyl is
20 unsubstituted or is substituted with 1 to 3 substituents independently selected

from R® and R®:

@]
;)3 » ?J R13
R%is or I©

and

(CHz)n—N-R® (CHz)mRg
2 T e s O
k) b
R12

R*is -L4R% -NHS(=O),L4R°,  R™ ,

/@/ (CH2)m = X3(CHz2)mRg
e{“ﬂ
or R )
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15

16. The compound of any one of claims 1 to 5, or 15, wherein:
R? is -Cy-Cgalky!;
R® is C4-Cgalkyl, ~C(=0)R", -(CHy)OH, -C(=0O)(CH,)OH, or -
C(=0)((CHz)mO) R™;
8is LiR;

ke

, -N3, -SH, -S(=0),(CH=CHy), -NR1,C(=0)CH;Br, -

R12
I
S
NR12C(=O)CH,l, -NHC(=0)CH,Br, -NHC(=0)CH,l, -ONH,, O ,
f H H OH 9 O
Fea~N N\(HX\ Pua B /=N
S \[O]/\/ I (0} OI‘P FP/IZ" WNHz o O
HOC‘) OH N _N }{U\O’N
HO' © , 0, or

HoN 0}:‘
~
/\/N /=N
¥ \“/\/ W\ NN /\L?’“W/S,NHZ
/
OH N _N
o S0

HO-b_
R"is HO' :

each R" is independently selected from C;-Calky!;

each R" is independently selected from H and C;-Cgalkyl;

9
-$~P-OLR®
R®is OH  or-LR%
each R" is independently selected from H and C-Cgalkyl;

N fa
N7 j;{ N,
\N )4[ ,,N
Xszis "  or N

each m is independently selected from 1, 2, 3, 4, 5, and 6;
each n is independently selected from 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11, and 12.
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17. The compound of any one of claims 1 to 5, or 15 to 16, wherein R* is -L4R?®, -

/@/ (CH2)mRg /@/(CHz)m’Xa(CHz)ng
gé \ \;\ '
or R™

|
NHS(=0),L.R®, R™

4-P-OLR®
18. The compound of any one of claims 1 to 5, or 15 to 17 wherein R®®is  OH |
o
+—P=0(CH)R®
QX , or -LR®.
o 0
R10
—%—N | ~§-N§:j/
5  19. The compound of any one of claims 1 to 18, whereinR®is © , O ,
s’\/N \n)>(\o ~oro
7]/\/ OH® OH /Ie’ \ NHz

HO\P\
-S(=0),(CH=CH,), -

O %r”f\
NHC(=0)CH,Br, -NHC(=0)CHl, <ONHy, N, -
Oﬁ ;\_

0 QA g
zij %;j
20. The compound of any one of claims 1 to 19, whereinR®is © , © .
JJ:‘ri /\/N \h(\
s \ﬂ/\/ 508 /12' V)\/NHZ
10 , -S(=0),(CH=CHy), -

RGNS L
NHC(=0)CH,Br, -NHC(=0)CH,l, -ONH,, N, r O

21. The compound of any one of claims 1 to 20, wherein L is —L;- and —L+- is selected

from:
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(CH2)mC(=0)-, -C(=0)(CHz)m, -(CH2)ar, -(CH2)mC(=0)XX,C(=0)-, -
C(=0)X1XzC(=0)(CHz)m~, -(CHz)m( O(CH2)m)aC(=0)-, -C(=0)((CH2)mO)n(CH2)um,

-$- (CHz)m"‘N)/—B/ &/QN (CHa)m
» <(CH2)m(O(CH2))nS(=0)2( CHz)n-, -

(CH2)mS(=O)2((CH2)mO)n(CH2)m“v +(CH2)nNH(CH)mC(=0)-, -C(=0)(CH2)mNH(CHz)m~,
“(CH2)mNR'A(CH3)mC(=0)-, -C(=0) CH2)mNR"*(CHz)m-, {CH2)mS(=0)z-, -
S(=0)2(CHz)m=, ~(CH2)mX3(CH2)m-, (CH2)mX3(CHz)mC(=0)-, -C(=0) CH2)mXs(CH2)m~, -
(CHa)mNHC(=0)-, ~C(=O)NH(CH2)m~, ~(CH2)uXa(CH2)m( O(CH2)m)aC(=0)-, -
C(=0)((CH2)mO)n(CH2)mX3(CHz2)m-, ~(CH2)mC(=O)NH(CH2)mC(=0)-, -
C(=0)(CH2)mNHC(=0O)(CHz)m-, “NR125(=0)2(CH2)nX3(CHz)n-, and -
(CH2)mX3(CH2)mS(=0)2NR 2~

22. The compound of any one of claims 1 to 21, wherein L is —L4- and —L- is selected

from:
~(CH2)mC(=0)-, -C(=O)}(CHg)m-, -(CH2)m~, -(CH2)mC(=0)XoX;C(=0)-, -
C(=0)X1X2C(=0)(CHz)m~, -(CH2)m(O(CH2)m)nC(=0)-, -C(=0)}((CH2)mO)n(CH2)m-,

(CHz)m“ )5’2 ﬁls/éN"(CHz)m‘
+ “(CH2)m(O(CH2)i)nS(=0)2( CH) - -

(CH2)mS(=0)( CHz)mo)n(CHz)mr ~(CH2)mNH(CHZ)mC(=0)-, -C(=0)(CH2)mNH(CHz)m-,
~(CH2)mNR'%(CH2)nC(=0)-, -C(=0)(CH2)nNR'"*(CHz)m-, -(CH)mS(=0),-, and -
S(=0)(CHz)m.

23. The compound of any one of claims 1 to 4, wherein:

R'is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a C-
C,alkylene bridge, or R' is a C-linked 5-8 membered fused bicyclic
heterocycloalkyl containing 1-2 N heteroatoms,
wherein

said C-linked 6 membered heterocycloalkyl or said C-linked 5-8 membered
fused bicyclic heterocycloalkyl is unsubstituted,
or said C-linked 6 membered heterocycloalkyl or said C-linked 5-8 membered
fused bicyclic heterocycloalkyl is substituted with 1 to 3 substituents
independently selected from R;
R? is -C-Csalkyl;
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;53 /Rig
(6] . _R'®
;ré - R13 on :;é o R19 1:@ f 0]
b 0
R , , NHZ or NH2
/@/(CHz)m—N—RS
N R'2
S

R*is -OH, Ci-Cgalkoxy, -NHS(O),R44, or R12 ;

R® is Cy-Cealkyl, -C(=0)R"", (CHy)nOH, -C(=0)(CH2)mOH, -C(=0)((CH2)mO).R"™, or
C,-Csalkyl substituted with —CN, or -C(=O)NH,;

R%is H;

each R" is independently selected from C-Cgalkyl;

each R is independently selected from H and C,-Cgalky!;

R™ is tetrazolyl, imidazolyl substituted with phenyl, oxadiazolyl substituted with phenyl,

2 ~§-]§|—OH -§—§—OR”
~$—P—OH
pyrazolyl, pyrimidinyl, % H , OH , OH , or -CH,S(=0),NHy;

R is H or C{-Cgalkyl;
each m is independently selected from 1, 2, 3, 4, 5, and 6;
each n is independently selected from 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11, and 12.

. The compound of claim 23, wherein:

R’ is a C-linked 6 membered heterocycloalkyl containing 1-2 N heteroatoms and a C;-
Cralkylene bridge, wherein the C-linked 6 membered heterocycloalkyl is
unsubstituted or the C-linked 6 membered heterocycloalkyl is substituted with 1 to
3 substituents independently selected from R®.

. The compound of any one of claims 1 to 14, or 23 to 24, wherein R* is ~OH, ~OCH, -

NHS(O)2R11, -NHS(O)(CHz)wNz or -~ H

N:N
i 13 -§_<\ NH
. The compound of any one of claims 1, 5 to 16, or 19 to 24, wherein R™ is N7,
0 g
4-P-OH  -P-OR"
OH ,or OH

o
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27.

28.

29.

30.

31.
32.

33.

Cat

The compound of any one of claims 1 to 5 or claims 13 to 26, wherein R’ is

is H or RS
The compound of any one of claims 1 to 5, 13, 23, or 25 to 26, wherein R' is
E \ e ﬁ}%
N \
H or R |
The compound of any one of claims 1 to 30, wherein R® is —-CH; or —C(=0)CHs.

The compound of any one of claims 1 to 31, wherein R is H, -CH; or ~CH,CHs.

The compound of any one of claims 1 to 32, wherein R? is methyl, ethyl, isopropyl or

sec-butyl.

34. The compound of any one of claims 1 to 5, wherein:

(e

\ g
R'is L4R*.

R? is methyl, ethyl, isopropyl or sec-butyl;
(0]
A ke

R®is :
R*is —OH:
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R%is O

L is L4, wherein Ly is selected from -(CHy)nC(=0)-, -C(=O}CHy)m-, -

(CH2)m(O(CHz)m)nC(=0)-, and -C(=0)((CHz)mO)n( CHz)m;

each m is independently selected from 1, 2, 3, 4, 5, and 6;

5 each n is independently selected from 1, 2, 3,4, 5,6, 7, 8, 9, 10, 11, and 12.

35. The compound of claim 1 selected from,

NVC02M6
A I omeo OMe O E\Ph ,
o) o )
) N"\*&)LN N .o
H Al omeo omeo i
N\ o} y  OH
NH
) \)LN N N
H A omeo omeo
H
0 000
H H W
4GS ROV SU NN
+ £ | : H
10 H O A~ OMe O OMe O ~ph ’
o]
H
H o o N N‘)qu
H H Q.0 o A
fNS\ﬂ/N\:)L“ N N\:)I\N,S\
H o A_ ! omeo omeo "

H 9 H 9
Ny N My ion
H 6 2.1 oOmeo OMe O =

o)
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0
AN\ 0 H
NH

0 A ! omMeo  oOmeo
q 0
! N
e

o}

N
o

e 0
LA)\N':'_/U\N N N._COzH
N /l A. D omeo  omeo i
07 NH /@\o o Ph
HN
[¢]
OxNH
Lo o
Y0
0 N
0
H
H O
N N
H™ °N i :
N/\/o\/\o/\/goo A OMe O OMe O
N\ 1
NH
o 'ieani
N P OMe O OMe O
o L(,\N/\/O\/\O/\/&O
/
N=N
2 0
7 LN N N._COOH
=0 N P £
(S“o ‘) A OMe O OMeO <.,
O/\/O\/‘“’?\\o
o
] 0
. “'{)LN N N._COOH
Al omeo oMeO X
© o\"/
NS

OMe O

“Ph

N._COH

~

Ph
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0 o ]
! N N
' OMed  OMeO

0

w i
e
Q
Y
0

N._COzH

N
ALl omeo omeo

SH

0
o H
LMN%)L Nj/\:\r%rqvcozﬁ

K/\//;\/
'8
=0

N H
[ OMeO OMe O

OH

~

Ph

~

Ph
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H H 9
N AL N N %

Ph
0 0
H ¥
N N A8
N
OMe O Sph
N y HN-N
OMe O N AN
Me L
I

I OMe o OMeO =
Il

H
N P*—OH

OMe O OMe O -\
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0 AL OMe O OMe O ~Ph
Oy N0
Ry
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N N\-./LLN § N\:)kN
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N
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NH
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P
St s 5,

: |
PR OMe O “Ph

O~ /\/0\/\0/\/0\/\0/\/0\/\0/

Q
Q 0 R o ”
N"\{/lLN N N\)LN
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OMe O ~Ph
OxyN\z0

0

: OMe O
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OMe O OMe O \Ph '
o)
|
H
v 0.0 F(N_O
H N\)I\N \)'I\ S\/\/N"
o A ! omeo  omeo iph

OMe O OMe O

N < N ~""0OH H H
. 7 T I QNj\ ,N\:)LN\,QW@\*WNJLO/
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OMe O
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H
H/@;(N\)LN N No_~g NHz
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OMe O OMe O X
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Ph
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Q :
&/\/0\/\0/\,0\/\0/\/&0 0 _A_ ! OMeo  OMeo =
\

o N
N
o} o]
o]
OYNHz
HN
o] hn @
Sy
3
7o) TN
oﬁ,m-i2
HN
Q H
N/\/\/\er
\ 0 AL
o]
OYNHZ
HN
[¢]

NHz

N

H ©

N

SSULREY

rOLs

rOL.

)%o

.

N

s, BT O

N\/\ NH;

o’ “o

SR WY

I o

AT R

N/\/\/\",N\)LN N /E H
\ o A" o \©\/0 0% A o i TP
] )
OYNHZ
HN
i L r L i
Q H H N N N
N/\/\/\H’N\)LN N NJ\H, H T H N
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Me O A OMe O OMe g %
0
HNWN
0 Y
O k)
? g 9 H
NJ\(N_ N N N\_/\OH
Me 0 _A_ ! Omeo  OMeg 3}
~ Q
ANy o i n - i/\/\/
-On 'y 6]
d
j\J
O i, ,
H
(o] o]
H H H
Hm”%%%"ﬁﬁr”ﬁfv\” y
o AL omeo omeo 00 0 5
” fo) " o Oﬁ
N N\)LN N N\)LN/\/O\/\O/\/O\/\N/S_JN 9
O N \”
PN ol o 0\ 0 \Ph N=y
1
o]
Ho 9 R \
N N\_)J\N N N\_/U\N/\/O\/\O/\/N
H H H
o ALl oo o 0 %, ©  and

Ho 9 PR 0
o AL oo o0 A, 5 %
36. An immunoconjugate of Formula (II):

9
Ab—{—L—r N N N
'
2 | 0.0 0_0

O

Formula (I}
wherein:
Ab represents an antigen binding moiety;
L is selected from -LL»-, and -L4,

wherein
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L, is selected from -(CHy)m-, ~C(EO)(CHa)m=, ~C(=0)X1X2C(=0)(CHa ).
C(=0)(CH2)m0)n(CHz)m=, ~(CH2)mS(=0)2((CH2)mO)n{ CHa ) -
C(=0)(CHy)mNR™(CHz)m=, -C(=0)(CHz)mXa((CH2)mO)n, ~(CH2)mC(=0)-, -
(CH2)mC(=0)XoX1C(=0)-, -(CH2)m(O(CH2)m)sC(=0})-, -
(CH2)m{O(CH2)m)nS(=0)x(CHz)m-, -(CH2)mNR'*(CH2)mC(=0)-, -
(CH2)mX3(CH2)mC(=0)-, -C(=0)(CHz)mXa(CH)m~, -
(CH2)mX3(CH2)m(O(CH2)m)}C(=0)-, -C(=0)(CH2)mO)n( CH2)mX3(CHz)m~, -
(CH)mC(=0INR'{CHy)mC(=0)-, -C{(=0){CH,)mNR?C(=0)(CHy)m-, -
C(=0)(CH2)mNR"?C(=0)O(CHy)m-, (CH)mOC(=0)NR?(CH;)C(=0)-, -
NR'?((CH2)mO)n(CH2)mXa(CHz)m, ~(CH2)mXa(CH2)m(O(CH2)m)aNR -, -
NR'2C(=0)(CHa)m-, ~(CH2)mC(=O)NR%- ~(CHy)mX3(CH2)m-, ~-C(=OINR'{CHy)r,
-(CH)mNR™C(=0)-, -“NR™((CH2)mO)n(CH2)m=, ~(CH2)m(O(CH2)m)nNR'2-, -

S(=0)x(CHz)mm ~(CH2)mS(=0)~, -S-, -NR128(=0)2(CHz)mX3(CHz2), -

4N ﬁ% Q 8~ (CHohm~ )/&E
)

(CH2)mX3(CH2)mS(=0)2NRyz-, O

3 O gl

@] ,O o
ug—Ni:L _ HNI\| r\f,O
ZLLLA b'”“ﬁs S‘:"j, andm :
. @”

X4 is H

e ﬁf
X2 is NHz

X3IS% or}'gl

and L, is independently selected from a bond and Ly;
y is an integer from 1 to 16;
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R'*"is a 6 membered heterocycloalkyl divalent radical containing 1-2 N heteroatoms

and a C;-C,alkylene bridge, wherein the 6 membered heterocycloalkyl divalent
¥

radical is C~linked tothe O group and is N-linked to L4 or is C-linked fo L, and

the 6 membered heterocycloalkyl divalent radical is unsubstituted or the 6

membered heterocycloalkyl divalent radical is substituted with 1 to 3 substituents

independently selected from R®;

or R™ is a 5-8 membered fused bicyclic heterocycloalkyl! divalent radical
containing 1-2 N heteroatoms, wherein the 5-8 membered fused bicyclic

¥

heterocycloalkyl divalent radical is C-linked to the O group and is N-linked
to L4 or is C-linked to L4, and the 5-8 membered fused bicyclic heterocycloalkyl
divalent radical is unsubstituted or the 5-8 membered fused bicyclic
heterocycloalkyl divalent radical is substituted with 1 to 3 substituents
independently selected from R;

R?is -C4-Cgalkyl;

;j R19
o~ 19

13 R R19 ~ R

(é’é R4 R OH 5 O/ % e‘éj 0]

R3j [) @ E) , NHz  or \: “NH,

R*is -OH, C1-Csalkoxy, or -NHS(O),R;;

R% is Ci-Cealkyl, -C(=0)R"", <(CH)OH, ~-C(=0)(CH,)OH, -C(=0)(CH2)m0).R™,
or C4-Cgalkyl substituted with -CN, or -C(=O)NH,;

" is C4-Cealkyl;

each R" is independently selected from H and C;-Csalkyl;
R™ is tetrazolyl, imidazolyl substituted with phenyl, oxadiazolyl substituted with

i § IiI)OH ¢ g-—OR”
~$=P~OH |
phenyl, pyrazolyl, pyrimidinyl, % H ,  OH | OH , -Or =

CH,S(=0),NH,,;
R is H or C,-Csalky;
each m is independently selected from 1, 2, 3, 4, 5, and 6;
and
each n is independently selected from 1, 2, 3,4, 5, 6, 7, 8, 9, 10, 11, and 12.

37. The immunoconjugate of claim 36, wherein the immunoconjugate of Formula (I} is an

immunoconjugate of Formula (llb):
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101 H 0 H
Ab Lz-L1‘“R\n/ W)Lf? N N\R?'
5 R 0.0 0_0

y
Formula (lIb).

38. The immunoconjugate of any one of claims 36 to 37, wherein the immunoconjugate of
Formula (Il), Formula (ila) or Formula (llb) is an immunoconjugate having the

5 structure of Formula (llc):

101 H 7 H
Ab L2—L1—R\n/ \')LI? N AN
o R 0. 0 o_©

y

Formula (llc).

39. The immunoconjugate of any one of claims 36 to 38, wherein:
R is a 6 membered heterocycloalkyl divalent radical containing 1-2 N
10 heteroatoms and a C4-Csalkylene bridge, wherein the 6 membered
R
heterocycloalkyl divalent radical is C-linked tothe O  group and is N-linked
to L4, and the 6 membered heterocycloalkyl divalent radical is unsubstituted or
the 6 membered heterocycloalkyl divalent radical is substituted with 1t0 3
substituents independently selected from R®;
15 or
R'"is a 5-8 membered fused bicyclic heterocycloalkyl divalent radical containing
1-2 N heteroatoms, wherein the 5-8 membered fused bicyclic heterocycloalky!
¥
divalent radical is C-linked tothe O group and is N-linked to L4, and the 5-
8 membered fused bicyclic heterocycloalkyl divalent radical is unsubstituted or
20 the 5-8 membered fused bicyclic heterocycloalkyl divalent radical is substituted

Gt

40. The immunoconjugate of any one of claims 36 to 39, wherein R is ~ ~% .

e

N

with 1 to 3 substituents independently selected from R>.

41. The immunoconjugate of any one of claims 36 to 40, wherein R'" is
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42. The immunoconjugate of any one of claims 36 to 41, wherein R® is

R?Q

OH }‘é o~
8¢
or and R% is H.

43. The immunoconjugate of any one of claims 36 to 42, wherein:
R*is -OH, or C;-Cgalkoxy.

44. The immunoconjugate of any one of claims 36 to 42, wherein:

2 ¢ E OH
13 ; "Em ~OH :
R"™is tetrazolyl, * H ,or OH

45. The immunoconjugate of any one of claims 36 to 43, wherein R* is -OH.

46. The immunoconjugate of any one of claims 36 to 45, wherein R® is ~CH; or —

C(=0)CHs.

47. The immunoconjugate of any one of claims 36 to 46, wherein R'?is H, -CH; or —

CH,CHs.

48. The immunoconjugate of any one of claims 36 to 47, wherein R? is methyl, ethyl,

isopropy!l or sec-butyl.

49. The immunoconjugate of any one of claims 36 to 48, wherein:

L1 is «(CH2)mC(=0)*, «(CHz)m~, -(CH2)mC(=0)XX(C(=0)*-, -
(CH2)m(O(CHz)m)aC(=0)*-, -(CH2)m( O(CH2)m)nS(=0)2 CHz)m*~, -
(CH2)mNR'*(CHo)nC(=0)*-, ((CH2)mO)n(CHz)m™=, -(CH2)mX3(CH2)mC(=0)*-, -
(CH2)mX3(CHz)m-, ~(CH2)mX3(CH2)m( O(CH2)m)aC(=0)-, -

(CH2)mC(=0)NH(CH;)mC(=0)*, -(CHz)mS(=0),*-, or -

(CH2)mOC(=0O)NH(CH.)C(=0)*-, and wherein the * indicates the point of

attachment to R'":

and

*
[

LTV RVY

L, is a bond,

the * indicates the point of attachment to L.
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50. The immunoconjugate of any one of claims 36 to 49, wherein:

L, is selected from -(CH2)nC(=0)*-, -(CH2)mX3(CH2)nC(=0)*-, (CH2)m-, -
(CH2)mXs(CH2)mm, «{(CH2)mC(=0)XX:C(=0)"~, ~(CH2)n( O(CH2)m)nC(=0)*-, -
(CH2)mX3(CH2)m(O(CH2)m)aC(=0)*-, +(CHz)m(O(CH2)m)aS(=0)z(CHz)m*- and -

5 (CH2)mNR'™(CH,)nC(=0)*-, wherein the * indicates the point of attachment to

R101 .

?‘Q /%N_é_ }{ s/q‘é\]_%_

attachment to L.

and

Ly is or -S-, wherein the * indicates the point of

10  51. The immunoconjugate of any one of claims 36 to 50, wherein:

Li is selected from ~(CHy)nC(=0)*-, -(CHy)m-, (CH2)mX3(CH2)mC(=0)*-, -
(CH2)mC(=0)XX1C(=0)*, -(CH2)mXa(CHz)m-, ~(CH2)m(O(CHz)m)}aC(=0)*-, -
(CH2)mX3(CH2)m(O(CHz)mh C(=O)*-, ~(CHz)m(O(CH2)m)aS(=0)2( CHz)m*- and
~(CH2)mNR'(CH,)mC(=0)*-, wherein the * indicates the point of attachment

15 to R™",

and
O 0O
Lot Lt
% s
L, is 0 , or o , wherein the * indicates the point of

attachment to L.
52. A pharmaceutical composition comprising an immunoconjugate of any one of claims
20 36 to 51, and one or more pharmaceutically acceptable carriers.
53. A combination comprising a therapeutically effective amount of an immunoconjugate

of any one of claims 36 to 51, and one or more therapeutically active co-agents.
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