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We claim:

1. A compound of formula I:

occurrénce,

N

*B s C,-Cs alkyl, C,-Cs haloalkyl, Cs-Cs carboeyelyl, Ci-Cho heterocyclyl, aryl,

heteroaralkyl, aralkyl or halogen; or
R* and R*® taken together are C-Cs alkylene or C,-Cg heteroalkylene;

i)

R** and R*® are either of the following:
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(D) R* s hydrogen, C;-Cs alkyl, C,-Cg haloalkyl, C:-Cs carbocyelyl, C1-Cyg
heterocyclyl, aryl, heteroaralkyl or aralkyl; and

R is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, C3-Cs carbocyclyl, C1,C1o
heterocyelyl, aryl, heteroaralkyl or aralkyl; or

(i)  R™ and R*" taken together are Cy-Cy alkylenc or C)-Cs heterogikylenc;
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s N
=/ ,» C1-Cst heterocyclyl, Cs-Cg carbocycly and Cg-Ci4 aryl optionally substituted

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C;-Cs alkyl, -C,-
Cs alkyl-N(R "), -C#Cs alkyl-C(O)R’, -C-Cs alkyl-C(O)OR’ -O-(C,-Cs alkyl), -C(O)R',
-OC(O)R', -C(O)OR', -C(O)N(R"),, -NHC(O)R', -S(O);R", -S{(O)R’, -OH, halogen, -Nz, -N(R"),,
-CN, -NHC(NH)NH,, -NHCONHj-, -S(=0);R' and -SR', whercin cach R' is independently
selected frgm the group consisting of hydrogen, C;-Cs alkyl and unsubstituted aryl, or two R’

can, togéther with the nitrogen to which they are attached, form a C;-Cyg heterocyclyl;
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or R’ is , Ry . or
optionally substituted with 1, 2, 3, 4 or 5 groups independently sclected fro
consisting of C;-Cs alkyl, -C;-Cs alkyl-N(R"),, -C;-Cg alkyl-C(O)R’, -C;-Z5 alkyl-C(O)OR’,
-0-(C;-Cs alkyl), -C(O)R', -OC(O)R', -C(O)OR', ~-C(O)N(R"),, -NHC{O)R', -S(O):R’, -S(O)R/,
-OH, halogen, -N3, -N(R");, -CN, -NHC(=NH)NH,, -NHCONH;, -S{=0);R', -SR' and arylene-
R’, wherein each R’ is independently selected from the group copisting of hydrogen, C;-Csg
alkyl, Cy-Cgheterocyclyl, C;-Cipalkylene-Cs-Cgheterocyclyt apd aryl, or two R’ can, together

with the nitrogen to which they are attached, form a C,-C;yheterocyciyl;

RY is hydrogen, -C;-Cs alkyl, -C-Cs alkenyl, -04-Cs alkynyl or -C;-Cg haloalkyl;
R'? is hydrogen, C)-Cy alkyl, C;-Cyo heterogyelyl or Cg-Cia aryl;
R is Cy-Cip heterocyelyl; and

XisOorS;

or a pharmageutically acceptable salt or solvate thereof, wherein, independently for each

occurrenge,
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nsz or -NHa; G is halogen, -OH, -SH or -S-C;-Cg alkyl;
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R is hydrogen, C;-Cs alkyl or C;-Cg haloalkyl;
R* and R*™ are either of the following:

(i)  R™is hydrogen, C,-Cs alkyl, C)-Cs haloalkyl, Cs-Cy carbocyclyl, C£Cro
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

R*® is C,-Cy alkyl, C;-Cy haloalkyl, Cs-Cs carboeyclyl, C1-Cyf heterocyclyl, aryl,

“heteroaralkyl or aralkyl or halogen; or
(i)  R* and R*® taken together are C,-Cy alkylene or C;-C¢ heteroalkylene;
R* and R*8 are either of the following;

i) R* is hydrogen, C,-Cs alkyl, C,-Cs haloalkyl, C3-Cs carboeyelyl, Ci-Cio
heterocyelyl, aryl, heteroaralkyl or aratkyl; Znd

R* is hydrogen, C-Cs alkyl, C)-Cs halglkyl, C;-Cs carbocyclyl, C1-Cio
heterocyclyl, aryl, heteroaralkyl or apalkyl; or

()  R*™ and R*P taken together are C£C; alkylene or C;-Cs heteroalkylene;
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X
S\=/N , C1-Cig heterocyclyl, Cs-Cs carbocycly and Cg-Cha aryl optionally substituted
with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of 5C,-Cg alkyl, -C;-
Cs alkyl-N(R");, -C;-Cs alkyl-C(O)R’, -C;-Cs alkyl-C(O)OR’ -O-(C;-Cs alkyl), -C(O)R’,
-OC(O)R', -C(O)OR', -C(O)N(R"),, -NHC(O)R', -S(O)R’, -S(O)R', -OH, Halogen, -Ni, -N(R"),,
-CN, -NHC(=NH)NH;, -NHCONHj,, -S(=0);R’ and -SR', wherein eac}f R' is independently
sclected from the group consisting of hydrogen, C,-Cg alkyl and ungtibstituted aryl, or two R’

can, together with the nitrogen to which they are attached, form 'Cy-Cyg heterocyclyl;
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orR’is Ria or R1a

optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group
consisting of C,-Cy alkyl, -C,-Cg alkyl-N(R?),, -C,-Cs alkyl-C(O)R’, -C,-Cs alkyl-C(O)OR’,
-0-(Cy-Cs alkyl), -C(O)R', -OC(O)R', -G{O)OR', -C(O)N(R"),, -NHC(O)R!, -S(O);R, -S(O)R’,
-OH, halogen, -N3, -N(R"), -CN, -NHC(=NH)NH,, -NHCONH;, -S(=0);R', -SR' and arylene-
R’, wherein each R' is independently selected from the group consisting of hydrogen, C,-Cs
alkyl, Ci-Cgheterocyclyl, Ci-Cypalkylene-Cs-Cgheterocyclyl and aryl, or two R’ can, together

with the nitrogen to which they are attached, form a C;-C,q heterocyclyl;

R®is hydrogen, -£-Cs alkyl, -C5-Cs alkenyl, -C»-Cs alkynyl or -C;-Cg haloalkyl;

R is indcpendently sclected for cach occurrence from the group consisting of F, Cl, I, Br,

NO;, CN 4nd CF-;

R' is hydrogen, -C-Cyealkyl, -Cs-Cgcarbocyclyl, -aryl, -Cy-Cyoheteroalkyl, -Cs-
Cslteterocycelo, -C-Cpalkylene-aryl, -arylene-Ci-Cpalkyl, -Ci-Croalkylene-(Cs-Cgcarbocyclo), -
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(C5-Cs carboceyclo)-Ci-Cipalkyl, -Ci-Cypalkylene-(Cs-Csheterocyclo), and -(C;-Cg heterocyco)-Ci-
Cualkyl, where aryl on Ry comprising aryl is optionally substituted with [R7],;

his 1, 2,3,4or5; and

XisQorS§;

provided that when R* is hydrogen X is S

3. A compound of formula IlIa:

' :
N N
W/NJf\N ) \'RS
o o o X

Hla

or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each
occurrence,

R3A RIB / F|§1 R3A R3B
R1 N
\N 2 RZ’
I 4h “maB
wWis R* O , 0 , R™ R or
RSA /
gi—N
12 e
0 ;
R' i

ydrogen, C~Cg alkyl or C;-Cg haloalkyl;

is hydrogen, C;-Cs alkyl or C;-Cs haloalkyl;

R** and R™ are cither of the following:
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D R** is hydrogen, C;-Cs alkyl, Cy-Cs haloalkyl, C3-Cs carbocyelyl, Ci-Cio
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

R is C,-Cg alkyl, Ci-Cs haloalkyl, Cs-Cg carbocyclyl, C3-Cio heterodyclyl, aryl,
heteroaralkyl, halogen or aralkyl; or

(ii) R* and R*® taken together are C,-Cg alkylene or C;-Cs heterodlkylene;
R** and R*® are either of the following:

M R* is hydrogen, C;-Cg alkyl, C;-Cs haloalkyl, C3-Cs cAtbocycelyl, C1-Cio
heterocyclyl, aryl, heteroaralkyl or aralkyl; and

R*E is hydrogen, Cy-Cg alkyl, C;-Cyg haloalkyl, (5-Cy carbocyclyl, C1-Cyo
heterocyclyl, aryl, heteroaralkyl or aralkyl; o

(i1) R* and R*® taken together are C,-Cs alk¥lene or C,-Cs heteroalkylene;

5.
R’ is

O 0
R11 0 , o] R11 ,
R o R11
m S"\> ‘[1
oy -—R”
N 11 N r"
R H -
N~ v "o N
/17N , O OI?\% l N

ﬁ-.Rﬂ ’

or O NH-R'!

optiondlly substituted with 1, 2, 3, 4 or 5 groups independently sclected from the group
condisting of Ci-Cs alkyl, -O-(C-Cs alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(O)NH,,
(O)NHR', -C{O)N(R");, -NHC(O)R', -S(O),R’, -S(O)R", -OH, halogen, -Nz, -NH,, -NH(R'),
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-N(R'"), -CN, -NHC(=NH)NH;, -NHCONH3, -S(=0),R" and -SR', wherein each R' is
independently selected from the group consisting of hydrogen, Cy-Cs alkyl and unsubst]
aryl;

Y
R''is or o

Y is -Cy-Cyp alkylene-, -Co-Csyyp heteroalltylene-, C;-Cq carbocyclo-, -arylene-, -Cs-
Csheterocyclo-, -C-Cypalkylenc-arylenc-, -arylenc-(4-Cpalkylenc-, -C-Cigalkylene-(Cs-
Cscarbocyclo)-, -(Cs-Cscarbocyclo)-C-Croalkyle

(C3-Cs heterocycelo)-C-Cyalkylene-;

y

Zis O

e~, -Ci-Cipalkylene-(Cs-Cgheterocyclo)-, or -

s independently selected for each occurrence from the group consisting of F, Ci, I, Br,
and CFx;

R is hydrogen, -C-Cyalkyl, -C;-Cgcarbocycle, aryl, -C-Cygheteroalkyl, -Cs-
sheterocyclo, -Cj-Cypalkylene-aryl, -arylene-Ci-Cypalkyl, -C-Cpalkylene-(C;-Cgcarbocyclo), -
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(C;5-Cs carbocyclo)-C-Cralkyl, -Ci-Crpalkylene-(Cs-Csheterocyclo), and -(Cs-Cs heterocyc)é)-Ci-
Cualkyl, where aryl on Ry comprising aryl is optionally substituted with [R+]y;
his1,2,3,40r5; and

XisOorS.
RS is hydrogen, C;-Cs alky!l or C;-Cs haloalkyl; and

his1,2,3,40r5.

4. A compound of formula Ib:

Iib

or a pharmaceutically acceptable salt or solvatg’thereof, wherein, independently for cach

occurrence,

R3A R3B 1?1 R3A R3B
;
R\l}l o1 R:Z,,N
48 “m4B
Wis R O , o} ) R™ R or
RGA
Ri=—"N /
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R 1s R or

Y is -Cy-Cyp alkylene-, -Co-Cyg heteroalkylene-, -Cs-Cg carbogyclo-, -arylene-, -Cs-
Cgheterocyclo-, -Ci-Cypalkylene-arylene-, -arylene-C-Cipalkylenes, -Ci-Cpalkylene-(Cs-
Cscarboeyclo)-, -(Cs-Cgcarboeyclo)-Ci-Cigalkylene-, -Ci-Cipa

lene-(Cs-Cgheterocyclo)-, or -
{C3-C; heteroeyelo)-C-Cpalkylene-;

NHz or -NHL;

R*is hydrogen, Cy-Cs alkyl, C;-Cs haloalkyl, Cs-Cs carbocyelyl, C4-Cio
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

R*" is C;-Cg alkyl, C;-Cs haloalkyl, C3-Cg carbocyclyl, Cy-Cio heterocyclyl, aryl,
heteroaralkyl, halogen or aralkyl; or

R* and R™® taken together are C;-Cg alkylene or C;-Cg heteroalkylene;
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R* and R*P are either of the following:

()  R™is hydrogen, C;-Cy alkyl, C;-Cq haloatkyl, C3-Cg carbocyclyl, C-Cig
heterocyclyl, aryl, heteroaralkyl or aralkyl; and

R*® is hydrogen, C,-Cs alkyl, C,-Cs haloalkyl, C3-Cs carboeyelyl 1-Cio
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(ii) "R* and R*® taken together are Cy-Cs alkylene or C;-Cs hegéroalkylene;

S
\—=/ C;-Co heterocyclyl, Cs3-Cg carbocycly and Cg-C)4 aryl optionally substituted

with 1, 2, 3, 4 o1/5 groups independently selected from the group consisting of -C;-Cg alkyl, -C;-
Cs alkyl-N(R?),, -C,-Cs alkyl-C(O)R’, -C-Cg alkyl-C(O)OR’ -O-(C,-Cs alkyl), -C(O)R’,
-OC(O)R'/-C(O)OR', -C(O)N(R",, -NHC(O)R', -S5(O);R’, -S(O)R', -OH, halogen, -N3, -N(R"),,
-CN, -MHC(=NH)NH;, -NHCONH,, -S(=0);R" and -SR', wherein each R' is independently
selegted from the group consisting of hydrogen, C;-Cg alkyl and unsubstituted aryl, or two R’

dn, together with the nitrogen to which they are attached, form a C;-Cjo heterocyclyl;
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Rqz

orR°is , Rz . or
optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from/he group
consisting of C;-Cy alkyl, -C1-Cs alkyl-N(R’),, -C;-Cs alkyl-C(O)R’, -C-&s alkyl-C{O)OR’,
-0-(C;-Cs alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(O)N(R");, -NHC(@)R', -S(O):R", -S(O)R",
-OH, halogen, -N3z, -N(R'),, -CN, -NHC(=NH)NH,, -NHCONH,, -S¢=0),;R', -SR' and arylene-
R’, wherein each R’ is independently selected from the group condisting of hydrogen, C,-Cg
alkyl, C|-Cgheterocyclyl, Ci-Cipalkylene-Cs-Csheterocyclyl apd aryl, or two R’ can, together

with the nitrogen to which they are attached, form a C,-C,¢/heterocyelyl;

R® is hydrogen, -C,-Cs alkyl, ~C,-Cy alkenyl, -G4-Cs alkynyl or -C,-Cg haloalkyl;
RZis hydrogen, C;-Cy alkyl, C)-Cio heterogyclyl or Cs-C)4 aryl;

R7is C-Cyo heterocyelyl; and
XisOorS;

provided that when R* is hydr

Z—1T

R5

IIIb

or a pharmaceuti€ally acceptable salt or solvate thereof, wherein, independently for each

occurrence,
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Z—3

0 ;
R'is hydrogen, C,-Cs alkyl or C;-Cs haloalkyl;
R? is hydrogen, C-Cg alkyl or C;-Cs haloalkyl:
R* and R*® are either of the following:

(i) R is hydrogen, C,-Cg alkyl, C;-C
heterocyelyl, aryl, heteroaralkyl /aralkyl or halogen; and

aloalkyl, C1-Cg carboceyclyl, C1-Cyg

R is C,-Cs alkyl, C;-Cs hajoalkyl, C3-Cs carboceyclyl, C-C)g heterocyclyl, aryl,

heteroaralkyl, halogen ordralkyl; or
(ii) R* and R’ taken togfther are C3-Cy alkylene or C,-Cs heteroaikylene;
R* and R* are either of/the following;:

R is hydrogen, C,-Cs alkyl, C;-Cg haloalkyl, Cz-Cg carbocyelyl, C-Cyg
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NH-RM

optionally substituted with 1, 2, 3, 4 or 5 groups ifidependently sclected from the group
consisting of C;-Cs alkyl, -O-(C;-Cs alkyl), -G(O)R', -OC(O)R’, -C(O)OR', -C(O)NH,,
-C(O)NHR', -C(O)N(R")2, -NHC(O)R', -S(&):R', -S(O)R', -OH, halogen, -N3, -NH,, -NH(R'"),
-N(R")z, -CN, -NHC(=NH)NH, -NHCQNHj,, -5(0);R" and -SR’, wherein cach R’ is

independently selected from the groug consisting of hydrogen, C;-Cs alkyl and unsubstituted

aryl;

NH

o) NH2

is -Cy-Cyp alkylene-, -C,-Cyp heteroalkylene-, -C:-Cs carbocyclo-, -arylene-, -Cs-
Cgheterocyclo-, -C-Cjpalkylene-arylene-, -arylene-Ci-Cpalkylene-, -C-Cpalkylene-(Cs-
Cgtarbocyclo)-, -(Cs-Cscarbocycelo)-Ci-Chpalkylene-, -Ci-Cipalkylene-(C:-Csheterocyclo)-, or -
(Ca-Cs heterocyelo)-Ci-Cppalkylene-;
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ZT

NH or -NHL;

H
N
LWNY\Q °
O o] N

L is an antibody;

XisOorS.

6. A compound of formula ITe:

L~< —R1 ¢

occurrence,
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Y is -C3-Cyp alkylene-, -C»-Cyp heteroalkylene-, -C;-Cg carbocyclo-, -arylene-, -Ca-
Cgheterocyclo-, -Ci-Cioalkylene-arylene-, -arylene-Cj-Cpalkylene-, -Cj-Calkylene-(Cs-
Cscarbocyclo)-, -(Cs-Cgearboceyclo)-Ci-Croalkylene-, -Cy-Cipalkylene-(Cs-Csheterocyglo)-, or -
(C5-Cs heterocyclo)-C-Crpalkylene-;

8]

ey
o T

L is an antibody;
Dis —C(R“A’)(RdB')- or is absent;
R* is hydrogen, C;-Cs alkyl, &-Cs haloalkyl, or is absent if ™ ~-is present;

R** and R*® are either of/the following:

R’ is hydrogeh, C;-Cs alkyl, C;-Cs haloalkyl, Cs-Cs carboeyelyl, Ci-Cio

——————

(ii) R* and R™ taken together are C;-Cs alkylene or C,-Cg heteroalkylene;

A and R* are either of the following:

0] R*% is hydrogen, C;-Cg alkyl, C;-Cg haloalkyl, C;-Cg carboeyclyl, C;-Cio
heterocyelyl, aryl, heteroaralkyl or aralkyl; and
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R*Y is hydrogen, C)-Cs alkyl, C;-Cg haloalkyl, Cs-Cs carbocyelyl, C;-Cyo
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i) R* and R*? taken together are C;-Cs alkylene or Ci-Cg heteroalkyletie;

[e]
S’\> 9]
—_— /Rs N<R12
N O Rey OH
B | | O , /{(J\Kj’

, C1-Cyo hetepdeyelyl, C3-Cy carbocycly and Cg-C4 aryl optionally substituted
with 1, 2, 3, 4 or 5 groups indgpendently sclected from the group consisting of -C;-Cg alkyl, -C;-
Cs alkyl-N(R),, -C;-Cs allf1-C(O)R’, -C-Cs alkyl-C(O)OR’ -O-(C;-Cs alkyl), -C(O)R',
-OC(O)R', -C(O)OR', -Z(O)N(R";, -NHC(O)R', -S(O);R’, -S(O)R', -OH, halogen, -N;, -N(R"),,
-CN, -NHC(=NH)NH,, -NHCONHS,, -S(=0),R' and -SR', wherein ¢ach R' is independently
selected from the group consisting of hydrogen, C;-Cs alkyl and unsubstituted aryl, or two R’

can, together with the nitrogen to which they are attached, form a C;-Cyq heterocyclyl;

(0]
6 [o] /R12 9
/R N
@) ~
RS iz /R12

o N

H

5.
orR”is . Rsa or Rz
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optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group
consisting of C;-Cg alkyl, -C,-Cg alkyl-N(R"),, -C;-Cs alkyl-C(O)R’, -C;-Cg alkyl-C(O)

R’, wherein cach R’ is independently selected from the group consisting of hydpbgen, C;-Cs

alkyl, C;-Cgheterocyclyl, Ci-Cioalkylene-Cs-Csheterocyclyl and aryl, or two/R’ can, together

with the nitrogen to which they are attached, form a C,-C,y heterocyclyl;
R®is hydrogen, -C;-Cs alkyl, -C»-Cg alkenyl, -C,-Cs alkynyl of -C;-Cs haloalkyl;

R' is hydrogen, C1-C4 alkyl, C-Cig heterocyclyl or Cg-CH aryl;

R"%is C-Cyo heterocyelyl; and

XisOorS;

provided that when R* is hydrogen X is S.

7. A compound of formula Ilc:

occurrence,

, 0 , O or
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R' is hydrogen, C,-Cg alkyl or C;-Cg haloalkyl;
R?is hydrogen, C;-Cg alkyl or C;-Cg haloalkyl;
R* and R™ are either of the following:

(i) R is hydrogen, C,-Cg alkyl, C;-Cs haloalkyl, C3-G§ carbocyclyl, Ci-Cjo

heterocyclyl, aryl, heteroaralkyl, aralky! or halogen; and

R¥*®is C)-Cq alkyl, C;-Cq haloalkyl, Cs-Cy catbocyclyl, Ci-Cyq heterocyclyl, aryl,
heteroaralkyl, halogen or aralkyl; or
(i)  R™ and R*® taken together are C-Cs Alkylene or C,-Cg heteroalkylene;

R* and R*® are either of the following:

(i)  R* s hydrogen, C,-Cs alkyl, £,-Cg haloalkyl, C3-Cg carbocyelyl, C;-Cio
heterocyclyl, aryl, heteroardlkyl or aralkyl; and

R* is hydrogen, C)-CgAlkyl, C;-Cs haloalkyl, C3-Cy carbocycelyl, Ci-Cyo
heterocyclyl, aryl, heteroaralkyl or aralkyl; or )

R* and R*® takgh together are C;-Cy alkylene or Cy-Cg heteroalkylene;
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’ ’ o R,
Ri*
RY o

N-.Rn

S\

"-.

ar NH-R

optionally substituted with 1, 2, 3, 4 or 5 groups/Andcpendently sclected from the group
consisting of C;-Cs alkyl, -O-(C;-Cg alkyl), -Z(O)R’, -OC(O)R’, -C(O)OR', -C(O)NHa,
-C(O)NHR', -C(O)N(R"),, -NHC(O)R', -S{O)R', -S(O)R’, -OH, halogen, -N3, -NH,, -NH(R"),
-N(R"2, -CN, -NHC(=NH)NH,, -NHC@NH,, -S(=0);R' and -SR’, wherein each R' is
independently selected from the grodp consisting of hydrogen, C;-Cy alkyl and unsubstituted

£ JLIN,N\)L /©/\ %j

Y 1s AC7-Cy alkylene-, -C,-Cyg heteroalkylene-, -C1-Cy carbocyclo-, -arylene-, -Cs-
Céheterocyclo-, -Ci-Chpalkylenc-arylene-, -arylene-C-Cypalkylenc-, -C-Cralkylene-(Cs-
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Cscarbocyclo)-, -(Cs-Cscarbocyclo)-Ci-Cialkylene-, -Ci-Croalkylene-(Cs-Csheterocyclo)-,
(C3-Cs heterocyclo)-Ci-Cpalkylene-;

?’T“

Ny or —-NH-;
L is an antibody;
XisOorS.

8. A compound of formula IId:

I: [linker] ~_ 4

—=
O
o
59
Z—I
/
.y
t

1-20

or a pharmaceutically acgeptable salt or solvate thercof, wherein, independently for each

occurrence,

L is agrantibody;
er] is a divalent linker;
D is -C(R**)R*™"- or is absent;

R? is hydrogen, C;-Cs alkyl, C,-Cs haloalkyl, or is absent if ©*~~ ~is present;

335



WO 2013/072813 PCT/IB2012/056224

R* and R™ are either of the following;

(i)  R™ is hydrogen, Cy-Cs alkyl, C;-Cs haloalkyl, Ca-Cs carbocyclyl, C1-Cy
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

3

R is C;-Cs alkyl, Ci-Cs haloalkyl, Cs-Cg carbogyelyl, Ci-Cig heferocyelyl, aryl,
heteroaralkyl, halogen or aralkyl, or R™® is C,-Cy4 alkylene and forms 5-7

’’’’’

.member ring as indicated by -
(ii) R and R*™ taken together are C»-Cs alkylene or C;-Cf heteroalkylenc;
R*" and R*® are either of the following:

(i)  R™ is hydrogen, C;-C; alkyl, C;-Cg haloalkyl, £5-Cg carbocyclyl, Ci-Cio
heterocyclyl, aryl, heteroaralkyl or aralkyl; apfd

R*®" is hydrogen, C,-Cg alkyl, C;-Cs halglkyl, C3-Cg carbocyclyl, C;-Cyo

heterocyclyl, aryl, heteroaralkyl or argdkyl; or

(i)  R™ and R*® taken together are C4-Cg alkyiene or C;-Cg heteroalkylene;

o}
S @)
3 RS e
N o~ ~ry, OH
R’is I , I . \ /<‘)\©1
\/
}, O % S X ;: w
RB
4 \O O 2 " 3

RS o7 o7 , . o7 o :
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s” SN
\=/ , Ci-Cyp heterocyelyl, C;-Cg carboceyely and Cs-C4 arvl optiongHy substituted

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -¢Z,-Cg alkyl, -C;-
Cg alkyl-N(R’)z, -C;-Cg alkyl-C(O)R’, -C;-Cs alkyl-C(O)OR’ -0O-(C,-Cs alkyh), -C(O)R’,
-OC(O)R', -C(O)OR', -C{OIN(R")2, -NHC(O)R', -S{O):R’, -S(O)R', -OH, hhlogen, -Nsz, -N(R"),,
-CN, -NHC(=NH)NH,, -NHCONH,, -S(=0)R' and -SR', wherein each/R' is independently
sclected from the group consisting of hydrogen, C;-Cs alkyl and unsubstituted aryl, or two R’

can, together with the nitrogen to which they are attached, form a/C,-C,q heterocyclyl;

[s]
0
Rs o] /I /R12 o
- 7 N
O RE \R12 /Rm

o N
H

5 . O R

orR™1s , Ris , or 13

optionally substituted with 1, 2, 3, 4 or 5 group$ independentiy selected from the group
consisting of C;-Cg alkyl, -C,-Cs alkyl-N(R/},, -C;-Cs alkyl-C(O)R”, -C,-Cg alkyl-C{O)OR’,
-0-(C;-Cg alkyl), -C(O)R', -OC(O)R', -CFO)OR', -C(O)N(R"),, -NHC(O)R', -S(O):R', -S(O)R,
-OH, halogen, -N3, -N(R')z, -CN, -NHC(=NH)}NH,, -NHCONHj, -S(=0),R’, -SR' and arylene-
R’, wherein each R' is independentty selected from the group consisting of hydrogen, C;-Cg
alkyl, C;-Cgheterocyclyl, Ci-Cigalkylene-Cs-Csheterocyclyl and aryl, or two R’ can, together

with the nitrogen to which théy are attached, form a C;-Cj heterocyclyl;
R® is hydrogen, -&)-Cs alkyl, -Ca-Cs alkenyl, -C,-Cs alkynyl or -C;-Cs haloalkyl;
R s hydrogen, C;-Cy alkyl, Ci-Cio heterocycelyl or Co-C4 aryl;
R"is C/Cig heterocyelyl; and
XisQrorS;
ppévided that when R* is hydrogen X is S.

9. A gompound of formula ITId:
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H 0 H
| N N
W'NJiLN “R5: [linker]
o o o X
1-2

IIld

or a pharmaceutically acceptable salt or solvate thereof, wherein, indepeddently for each

ocourrcncee,

R'is hydrogen, C,-Cs alkyl 0y’C,-Cs haloalkyl;
R?is hydrogen, C-Cy alkyl or C;-Cg haloalkyl;
R and R™® are eithey/f the following:

(i)  R*is hydpbgen, C)-Cs alkyl, C;-Cs haloalkyl, Cs-Cs carbocyelyl, Ci-Cio
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

R®BAs C,-Cg alkyl, C,-Cs haloalkyl, Cs-Cg carbocyclyl, C;-Ciq heterocyclyl, aryl,

teroaralkyl, halogen or aralkyl; or

(i1) R* and R*® taken together are C,-Cy alkylene or C;-Cg heteroalkylene;

A and R*P are either of the following:

(i)  R*is hydrogen, C;-Cg alkyl, C;-Cg haloalkyl, C3-Cg carbocyclyl, Ci-Cio
heterocycelyl, aryl, heteroaralkyl or aralkyl; and
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R is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, C3-Cg carbocycelyl, C;-Cig
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i) R™ and R'® taken together are C,-Cs alkylene or C;-Cg heteroalkyle

optionally substituted with 1, 2, 3/4 or 5 groups independently selected from the group

1-Cg alkyl), -C(O)R', -OC(O)R’, -C(O)OR, -C(O)NH3,
HC(O)R', -S(0):R", -S(O)R’, -OH, halogen, -Ni, -NH;, -NH(R"),
)NHz, -NHCONHj,, -S(=0),R’" and -SR’, wherein each R is

from the group consisting of hydrogen, C;-Cs alkyl and unsubstituted

consisting of C;-Cg alkyl, -O-
-C(O)NHR', -C(ON(R")z, 5
N(R"),, -CN, -NHC(=N

independently select

[linker}is a divalent linker;
L ig'an antibody;

isOorS.
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10. The compound, salt or solvate of any of claims 1-9, wherein

13. The compound, salt o' solvate of any of claims 1-9, wherein R? is hydrogen, or C;-Cs alkyl.

14. The compound, sait or solvate of any of claims 1-5 and 9, wherein R* is hydrogen, C;-Cs
alkyl, Ci-Cs haloa}kyl, Cs-Cs carbocyelyl, C;-Cio heterocyclyl, aryl, heteroaralkyl or aralkyl; and
R®is C;-Cs allfl, Cy-Cs haloalkyl, C;-Cg carbocyclyl, Cy-Cip heterocyclyl, aryl, heteroaralkyl,
aralkyl or hgfogen.

15. The gompound, salt or solvate of any of claims 1-5 and 9, wherein R and R*® taken

together arc C,-Cg alkylenc or C-Cg heteroalkylene.

_ The compound, salt or solvate of any of claims 1-5 and 9, wherein R** is hydrogen, C;-Cg

340



WO 2013/072813 PCT/1B2012/056224

alkyl, C;-Cs haloalkyl, Cs-Cg carbocyelyl, C-Cio heterocyclyl, aryl, heteroaralkyl or aralkyf; and
R* is C,-C; alkyl, C;-Cs haloalkyl, C3-Cg carbocyclyl, C;-Cyg heterocyclyl, aryl, heterogialkyl
or aralkyl; or R* and R*® taken together are C,-Cs alkylene or C1-Cs heteroalkylene,

17. The compound, salt or solvate of any of claim 6 or 8, whercin R** and R*® ayt dcfined as

either of the following:

(i)  R™ ishydrogen, Ci-Cs alkyl, C,-Cs haloalkyl, Cs-Cs carbodyclyl, Ci-Cio
heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and

R™® is C;-C; alkyl, C;-Cs haloalkyl, C3-Cs carbocycfl, C1-Cio heterocyclyl, aryl,
heteroaralkyl, halogen or aralkyl, or R is C-C alkylene and forms 5-7

————
S

member ring as indicated by <~ s Or

(i) R™ and R*® taken together are Co-Cs alkylene or C1-Cg heteroalkyleng;

18. The compound, salt or solvate of any of clai or 8, whercin R*" and R** are defined as

either of the following:

(i)  R™ is hydrogen, C;-Cs alkyf, C;-Cg haloalkyl, C3-Cg carbocyclyl, Cj-Cio
heterocyclyl, aryl, heterogralkyl or aralkyl; and

R™" is hydrogen, C,-€s alkyl, C;-Cs haloalkyl, Cs-Cs carbocyclyl, Ci-Cig

heterocyclyl, aryl Meteroaralkyl or aralkyl; or

(i)  R™ and R*® ydken together are C»-Cs alkylene or C-Cg heteroalkylene;

19. The compound, salt or solvate of any of claims 1-2, 4, 6 and 8, wherein R’ is
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he compound, salt or solvate of any of claims 2-9 wherein Y is -C,-Cag alkylene-, -C5-Cyg

Eteroalkylene-, -C5-Cs carbocyclo-, -arylene-, -C;-Csheterocyclo-, -Ci-Cioalkylene-arylene-, -
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arylene-C-Cyalkylene-, -Ci-Cipalkylene-(Cs-Cscarboceyclo)-, -(Cz-Cscarboeyclo)-Ci-Cpalkylene-
, -Ci-Cypalkylene-(Cs-Cgheterocyclo)-, or -(Cs-Cg heterocyclo)-Ci-Cypalkylene-;

22. The compound, salt or solvate of any of claims 5-9 wherein antibody is selecte
trastuzumab, oregovomab, edrecolomab, cetuximab, a humanized monoclonal gntibody to the
vitronectin receptor {a,[:); alemtuzumab; a humanized anti-HLA-DR antibody for the treatment
of non-Hodgkin's lymphoma; 131§ Lym-1; a murine anti-HLA-Dr10 antiody for the treatment
of non-Hodgkin's lymphoma; a humanized ant-CD2 mAb for the treagment of Hodgkin's
Disease or non-Hodgkin's lymphoma; labetuzumab; bevacizumab; fbritumomab tiuxetan;
ofatumumab; panitumumab; rituximab; tositumomab; ipilimumgb; gemtuziimab; an anti-IL13

antibody; and an anti-Notch antibody.

23. A compound, or a pharmaceutically acceptable satt or solvate thercof, selected from:
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24. A cgmpound, or a pharmaceutically acceptable salt or solvate thereof, selected from:
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25. A payload-linker or an antibody-drug-conjugate comprising A radical of a compound of claim
23 or 24.

26. An antibody drug conjugatc comprising a radical of a£ompound of claims 1-3.

27. A compound, or a pharmaceutically acceptable saif or solvate thereof, selected from:
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8. An antibody-drug-conjugate comprising a radical of a compound of claims 23-27.
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29. A pharmaceutical composition comprising a compound of any one of claims 1-28, or a

pharmaceutically acceptable salt or solvate thereof, and pharmacentically acceptable excipient.

30. Use of the compound of any one of claims 1-28 in the manufacture of a medicament useful fgr

the treatment of cancer.

31. Use of the composition of claim 29 in the manufacture of a medicament useful for the treatient

of cancer.




Claims

1. A compound of formula L

SESYY
wh N " "ors
IU\I ol © o X
!

or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each

occurrence,
R3A R3B '?1 R3A RIB
R N
N R?
| R4A R4B
W s R O , :
RSA
R1_/N
1-2
or 0 '

R'is hydrogen, Cy-Cg alkyl or C4-Cg haloalkyl;
R? is hydrogen, C4-Cg alkyl or C1-Cg haloalkyl;
R* and R* are either of the following:

(i) R* is hydrogen, C4-Cg alkyl, C4-Cg haloalkyl, Cs-Cg carbocyclyl, C4-C4q heterocyclyl,
aryl, heteroaralkyl, halogen or aralkyl; and

R®is C;-Cq4 alkyl, C;-Cy haloalkyl, C5-Cg carbocyclyl, C4-Cq heterocyclyl,

aryl, heteroaralkyl, aralky! or halegen; or
(i) R* and R*® taken together are C,-Cq alkylene or C-Cq heteroalkylene;

R* and R*® are either of the following:
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(i) R*" is hydrogen, C;-Cg alkyl, C1-Cg haloalkyl, C3-Cg carbocyclyl, C1-Ciq heteracyelyl,

aryl, heteroaralkyl or aralkyl; and

R*is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, C3-Cs carbocyclyl, C-Cio
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i)  R* and R*® taken together are C,-Cs alkylene or C-Cg heteroalkylene;
0]

R5 N/R12

o~ Ry OH

R’ is , , . .

RE
/Q/\©r ree l $ §:> ,
ﬁﬁ?

RG

o~ ~o” : , ~o” o ,
/m
\—/ , C4-Cqp heterocyclyl, Ci-Cq carbocycly and Cg-Cq4 aryl optionally substituted

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C,-C; alkyl, -C4-Cq
alkyl-N(R');, -C+-Cq alkyl-C(O)R’, -C4-Cg alkyl-C(O)OR’ -O-(C4-Cg alkyl), -C(O)R', -OC(O)R', -
C(O)OR', -C{(O)N(R")2, -NHC(O)R', -S(0O):R', -S(O)R', -OH, halogen, -Nj, -N{R");, -CN,
-NHC{(=NH)NH,, -NHCONH,, -S{(=0),R' and -SR', wherein each R'is independently selected from
the group consisting of hydrogen, C4-Cg alkyl and unsubstituted aryl, or two R’ can, together with
the nitrogen to which they are attached, form a C,-C heterocyclyl;
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R
6 / 12
O/R /RS N\‘R12
o)
or R%is \ Ris . or
o
R
N/ 12
H
Ria optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from

the group consisting of C4-Cg alkyl, -C4-Cs alkyl-N{R'),, -C4-Cq alkyl-C{O}R’, -C4-Cg alkyl-C(O)OR’,
-0-(C4-Cg alkyl), -C(O)R’, -OC(O)R', -C(O)OR', -C{O)N(R'}s, -NHC{O)R', -S(O):R’, -S(O)R', -OH,
halogen, -Na, -N(R")2, -CN, -NHC{=NH)NH,, -NHCONH,, -S(=0);R', -SR' and arylene-R’, wherein
each R' is independently selected from the group consisting of hydrogen, C:-Cg alkyl, Ci-
Csheterocyclyl, C4-Crpalkylene-Ci-Cgheterocyclyl and aryl, or two R’ can, together with the nitrogen

to which they are attached, form a C;-C4y heterocyciyl;
R® is hydrogen, -C-Cs alkyl, -C,-Cj alkenyl, -C»-Cy alkynyl or -C4-Cg haloalkyl;
R is hydrogen, C;-C, alkyl, C1-C1q heterocyclyl or Cg-Cas aryl:
R"™is Cy-Cyq heterocyclyl; and
XisQorS;

provided that when R* is hydrogen X is S.

2. A compound of formuia lla:

lla

or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each

occurrence,
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R3A R3B
;
R\I}] R2”
K Npag
W s R O , R™ R
RﬁA
N
™M
or o) :
O
ISdSUoas]
Z\ N\)L
Y N e N
H N
O
¥ o NH
Z/ Z\Y%fr )\
R'is : or O™ 'NH ;

Y is -Co-Cyp alkylene-, -C,-Cyy heteroalkylene-; -Cs-Cyg carbocyclo-, -arylene-, -Cs-

Cgheterocyclo-, -C-Cypalkylene-arylene-, -arylene-C-Cypalkylene-, -C-Calkylene-(Ca-
Cgcarbocyclo)-, -(Cs-Cecarbocycio)-Cr-Chpalkylene-, -C-Cpalkylene-(Cs-Cgheterocyclo)- or -

(Cs-Cg heterocyelo)-C-Cralkylene-;

0 o §
Zis O f,G/\gff' e e

H
N

e

0

W or -NHg; G is halogen, -OH, -SH or —S-C4-Cg alkyl;

R?is hydrogen, C4-Cg alkyl or C4-Cy haloalkyl;
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R* and R*® are either of the following:

i R*is hydrogen, C4-Cg alkyl, C4-Cs haloalkyl, Cs-Cg carbocyclyl, C1-Cqq heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and

R*is C-Cg alkyl, C4-Cy haloalkyl, Cs-Cg carbocyclyl, C;-Cyq heterocycelyl,

aryl, heteroaralkyl or aralkyl or halogen; or
(ii) R* and R* taken together are C,-Cg alkylene or C+-Cs heteroalkylene;
R* and R™ are either of the following:

(i) R is hydrogen, C4-Cg alkyl, C4-Cg haloalkyl, Cs-Cg carbocyclyl, C-Cqg heterocyclyl,

aryl, heteroaralkyl or aralkyl; and

R*®is hydrogen, C;-Cs alkyl, Ci-Cs haloalkyl, Cs-Cs carbocyclyl, C-Cqo

heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i) R* and R*® taken together are C,-C; alkylene or C;-Cg heteroalkylene;

R®is , , . ,
RS f@
/b\Ol ) \O o L ’ r
/?goj
I /RS [=1]
RG 0~ "o , , 07 Yo ,
m
\—/ , C1-Cyg heterocyclyl, C;-Cs carbocycly and Cg-Cq4 aryl optionally substituted

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C4-C; alkyl, -C;-Cs
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alkyl-N(R"),, -C4+-Cs alkyl-C(O)R’, -C4-Cy alkyl-C(O)OR' -O-(C4-Cg alkyl), -C{(O)R', -OC(O)R', -
C(O)OR', -~C{ON{R")z, -NHC(O)R' -S5(Q)R', -S(O)R', -OH, halogen, -Na, -N{R');, -CN,
-NHC{=NH)NH,, -NHCONH,, -S(=0),R' and -SR/, wherein each R' is independently selected from
the group consisting of hydrogen, C4-Cg alkyl and unsubstituted aryl, or two R’ can, together with
the nitrogen to which they are attached, form a C4-C4o heterocyclyl;

[#]
O
Q Ryz
R N
O/ RS \RIZ
O/
or R%is , Ri3 ; or
0
R
N/ 12
H
Raz optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from

the group consisting of C-Cy alkyl, -C4-Cg alkyl-N(R'),, -C4-Cg alkyl-C(O)R’, -C,4-Csg alkyl-C(O)OR',
-0-(C4-Cg alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(O)N(R'});, -NHC(O)R', -S(O).R’, -S(O)R’, -CH,
halogen, -Nj, -N(R")z, -CN, -NHC{=NH)NH,, -NHCONH,, -S(=0);R’, -SR' and arylene-R’, wherein
each R' is independently selected from the group consisting of hydrogen, C4-Cs alkyl, C4-
Cgheterocyclyl, C;-Cipalkylene-Ci-Cgheterocyclyl and aryl, or two R’ can, together with the nitrogen

fo which they are attached, form a C,-Cg heterocyclyl;
Rfis hydrogen, -C4-Cy alkyl, -C,-Cg alkenyl, -C,-Cg alkynyl or -C4-Cg haloalkyl;
R" is hydrogen, C:-C4 alkyl, C4-Cyg heterocyclyl or Ce-Cqy4 aryl;
R"™is C;-C4q heterocyclyl: and

R is independently selected for each occurrence from the group consisting of F, Cl,
I, Br, NO;, CN and CFj;

R™ is hydrogen, -C-Cyalkyl, -Cs-Cgcarbocyclyl, -aryl, -CrCioheteroalkyl, -Ci-
Csheterocyclo, -C-Cpalkylene-aryl, -arylene-C\-Cpalkyl, -C-Cyalkylene-(Cs-Cgcarbocyclo), -(Cs-Cg
carbocyclo)-C-Cyalkyl, -C-Cpalkylene-{Cs-Cgheterocyclo), and -(Cs-Cg heterocyclo)-C-Cyalkyl,
where aryl on R4y comprising aryl is optionally substituted with [R;];

his1,2,3,40r5; and

XisOQorS;
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provided that when R* is hydrogen X is S.

3. A compound of formula Illa:

llla

or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each

occurrence,
RaA RsB |?1 R3A RSB
R! N
W is Rz 5 R4A R4B
R3A
R N
1-2
ar O ;

R is hydrogen, C;-C alkyl or C-Cg haloalkyl:
R?is hydregen, Cq-Cg alkyl or C4-Cg haloalkyl;
R* and R* are either of the following:

(i) R* is hydrogen, C;-Cs alkyl, C;-Cg haloalkyl, C5-Cg carbocyclyl, C;-Cso heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and

R®is C4-Cs alkyl, C4-Cg haloalkyl, C3;-Cs carbocyclyl, C4-Cyy heterocyclyl,

aryl, heteroaralkyl, halogen or aralkyl; or
(i)  R*™ and R® taken together are C,-Cg alkylene or C;-Cy heteroalkylene;

R* and R™ are either of the following:
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(i) R* is hydrogen, C-Cs alkyl, C4-Cg haloalkyl, C;-Cs carbocyclyl, C4-Cqg heterocyelyl,

aryl, heteroaralkyl or aralkyl; and

R*®is hydrogen, C.-Cg alkyl, Ci-Cg haloalkyl, C3-Cg carbocyclyl, C;-Cig
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(if) R* and R* taken together are C,-Cg alkylene or C;-C; heteroalkylene;

RS is

o}
. %
R11 o) o) R11
’ ’ o~ R,
sz\> )f\s‘
~ 1
- N
N"- ’ L

M Rﬂ

or

NH-RM

optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group
consisting of C4-Cy alkyl, -O-(C4-Cq alkyl), -C{O)R’, -OC(O)R', -C(O)OR’, -C{O)NH,, -C(O)NHR,
-C{O)N(R")2, -NHC(O)R', -S(0O);R', -S(O)R', -OH, halogen, -N3, -NH;, -NH(R"), -N(R"),, -CN,
-NHC({=NH)NH,, -NHCONH:, -S(=0);R' and -SR', wherein each R' is independently selected from
the group consisting of hydrogen, C4-Cg alkyl and unsubstituted aryl;
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Ir=

7 NH
11 v O)\NH
R"is or 2

Y is -C,-Cyq alkylene-, -C5-Csg heteroalkylene-, Cs5-Cy carbocyclo-, -arylene-, -

¥

C3-Cgheterocyclo-, -C-Cqpalkylene-arylene-, -arylene-C-Cpalkylene-, -C-Cpalkylene-{Cs-
Cgcarbocyclo)-, -(Cs-Cgcarbocyclo)-C-Cqpalkylene-, -C-Cpalkylene-(Cs-Csheterocyclo)-, or -
(C3-Csg heterocyclo)-C-Cpalkylene-;

0 N
Ly ey Ay

YH

o]

NHp or -NHy;

R’ is independently selected for each occurrence from the group consisting of F, Cl,
[, Br, NO,, CN and CF3;

R™ is hydrogen, -C-Cgalkyl, -Cs-Cgcarbocycle, aryl, -C-Ciheteroalkyl, -Cs-
Cgheterocyclo, -Cr-Cyalkylene-aryl, -arylene-C-Cpalkyl, -C-Cyalkylene-(Cs-Cacarbocyclo), -{Cs-Cg
carbocyclo)-C-Cpalkyl, -C-Cpalkylene-(Cs-Cgheterocyclo), and -(Ci-Cg heterocyclo)-C-Cealkyl,
where aryl on Ry comprising aryl is optionally substituted with [Ry];;

XisOorS.

R® is hydrogen, C4-Cg alkyl or C,-Cg haloalkyl; and

his1,2,3,40r5.
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4. A compound of formula llb:

lib

or a pharmaceutically acceptable salt or sclvate thereof, wherein, independently for each

occurrence,
R REB FIQ1 R R3B
1
R\hll RZ’N
4A “p4B
W is R O , R™ R
R3A
R1/N
™M
or (o] .
0
ISeSNeast
z N
Y7 N - N
H : H
o)
. h
Y.
NH
- Z\Yﬁy )\
R'is , or 0" “NH, :

Y is -Co-Cyy alkylene-, -C,-Cyy hetercalkylene-, -C3-Cy carbocyclo-, -arylene-, -Cs-

Cgheterocyclo-, -C-Cqpalkylene-arylene-, -arylene-C-Cypalkylene-, -C-Cyalkyiene-(Ca-
Cgcarbocyclo)-, -{C3-Cgcarbocyclo)-C-Cqpalkylene-, -C-Cpalkylene-{(Cs-Cgheterocyclo)-, or -

(C3-Cg heterocyclo)-C-Calkylene-;
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L ) N}; L/\él/“};', L)(%f |

H
L N

T
H\”/
'-\H/\/H\H/\/O/ ©
0 o , NHz or -NHL;

(i)

(ii)

()

(ii)

L is an antibody;
R?is hydrogen, C,-Cs alkyl or C4-Cz haloalkyl;
R* and R are either of the following:

R is hydrogen, C4-Cs alkyl, C4-Cg haloalkyi, C5-Cg carbocyclyl, C;-Cig heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and

R*®is Cy-Cg alkyl, C4-Cg haloalkyl, C3-Cg carbocyclyl, C1-C4p heterocyclyl,
aryl, heteroaralkyl, halogen or aralkyl; or

R* and R taken together are C,-C; alkylene or C+-Cg heteroalkylene;
R* and R are either of the following:

R* is hydrogen, C;-Cg alkyl, C4-Cg haloalkyl, Cs-Cg carbocyclyl, C1-Cqo heterocyclyl,
aryl, heteroaralkyl or aralkyl; and

R*is hydrogen, Ci-Cy alkyl, Ci-Cs haloalkyl, C3-Cg carbocyclyl, C;-Cyg

heterocyclyl, aryl, heteroaralkyl or aralkyl; or

R* and R*® taken together are C,-Cg alkylene or C,-Cg heteroalkylene;

0
s 0O
:\> RS N/R‘2
N o~ SRy OH
Ris , , % .
324
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== , C1-Cqo heterocyclyl, Cs;-Cg carbocycly and Cg-Ciq aryl optionally substituted
with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C,-Cg alkyl, -C4-Cg
alkyl-N{R");, -C4-Cs alkyl-C(O)R’, -C;-Cg alkyl-C(O)OR' -O-(C4-Csg alkyl), -C(O)R', -OC(O)R’, -
C(O)OR', -C{O)N{R")., -NHC(O)R', -S(O);R', -S{O)R', -OH, halogen, -N;, -N{(R’);, -CN,
-NHC(=NH)NH,, -NHCONH,, -S(=0),R" and -SR’, wherein each R’ is independentiy selected from
the group consisting of hydrogen, C;-Cq alkyl and unsubstituted aryl, or twe R’ can, together with

the nitrogen to which they are attached, form a C4-C,; heterocyclyl;

O
] Ryz
RS Ny
o~ RS \R,2
o/
or R%is , Riz . or
0
Rz
N/
H
Ri3 optionally substituted with 1, 2, 3, 4 or 5 groups independenily selected from

the group consisting of C4-Cg alkyl, -C4-Cs alkyl-N(R’)z, -C+-Cg alkyl-C(O)R', -C4-Cy alkyl-C(O)OR’,
-0-(C4-Cs alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(OIN(R")2, -NHC(O)R', -S(O);R’, -S(O)R’, -OH,
halogen, -N3, -N(R"),, ~-CN, ~NHC(=NH)NH;, -NHCONH,, -S(=0);R’, -SR' and arylene-R’, wherein
each R' is independently selected from the group consisting of hydrogen, C:-Cs alkyl, Cs-
Cgheterocyclyl, C-Cypalkylene-Cs-Cgheterocyclyl and aryl, or two R’ can, together with the nitrogen
to which they are attached, form a C4-Cip heterocyclyl;
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RS is hydrogen, -C4-Cs alkyl, -C5-Cy alkenyl, -C,-Cy alkynyl or -C4-Cj haloalkyl;
R'? is hydrogen, C;-C; alkyl, C;-Cyg heterocyclyl or Ce-Cas aryl:
R"is C;-Cy heterocyclyl; and

XisOorS;

provided that when R* is hydrogen X is S.

5. A compound of formula lllb:

Illb

or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each

Qoccurrence,
R REE |?1 R3A R3B
R! N
\l}l R2 A
48 Npd
w is RZ O , , R R
R3A
N
M
or 0 ;

R' is hydrogen, C;-Cs alkyl or C4-Cg haloalkyl;
R? is hydrogen, C;-Cg alkyl or C4-Cg haloalkyl;
R* and R® are either of the following:

(i R* is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, C5-Cg carbocyclyl, C;-C1o heterocyclyl,

aryl, hetercaralkyl, aralkyl or halogen; and
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R*®is C;-Cg alkyl, Ci-Cy haloalkyl, C4-Cy carbocyelyl, Ci-Cyo heterocycii,
aryl, heteroaralkyl, halogen or aralkyl; or

(ii) R* and R® taken together are C,-Cg alkylene or C;-Cs heteroalkylene;
R* and R*® are either of the following:

(i} R* is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, C5-Cg carbocyclyt, C;-C+o heterocyclyl,
aryl, heteroaralky! or aralkyl; and

R*®is hydrogen, C;-Cy alkyl, C;-Cs haloalkyl, Cs-Cs carbocyclyl, Ci-Cqg

heterocyclyl, aryl, hetercaralkyl or aralkyl; or
(i) R* and R*® taken together are C,-C; alkylene or C,-Cg heteroalkylene;

R%is

or NH_R11

optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group

consisting of C4-Cg alkyl, -O-(C4-Cs alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(O)NH,, -C{(O)NHR',
-C(O)N(R'),, -NHC(O)R', -S{O);R’, -S{(O)R', -OH, halogen, -Ni, -NH,, -NH{R"), -N(R');, -CN,
-NHC(=NH)NH,, -NHCONH,, -8(=0),R' and -SR’, wherein each R' is independently selected from
the group consisting of hydrogen, C4-Cy alkyl and unsubstituted aryl;
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Z\Y& )\
R'"is or 0 NH, :

Y is -C;-Cyp alkylene-, -Co-Cyy heteroalkylene-, -C3-Cq carbocyclo-, -arylene-, -Cs-

Cgheterocyclo-, -C-Cpalkylene-arylene-, -arylene-C-Cpalkylene-, -C-Cialkylene-(Cs-
Cgearbocyclo)-, -(Cs-Cycarbocyclo)-C-Cypalkylene-, -C-Cpalkylene-(Cs-Cgheterocyclo)-, or -

{Cs-Cg heterocyclo)-C-Cpalkylene-;

L ) N?f L/\(r)rﬁ}g‘, ij}!

H
NY
L\r\/nj‘/\/@ o
0 ! , NHz or -NHL;

L is an antibody;

2T

XisOorS.

8. A compound of formula llc;

ilc

1-20
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or a pharmaceuticailly acceptable salt or solvate thereof, wherein, independently for each

JKI’(N\)J\ @/\Jy’

occurrence,

0O

NH
' ‘?‘\Y)y A
R"is or 0~ 'NH;

Y is -Cp-Cy alkylene-, -C,-Cyy heteroalkylene-, -C5-Cy carbocyclo-, -arylene-, -Cs-

Csheterocyclo-, -C-Cygalkylene-arylene-, -arylene-C~Cyalkylene-, -C-Cyalkylene-(Cs-
Cgearbocyclo)-, -(Cs-Cscarbocyclo)-C-Chpalkylene-, -Cr-Cpalkylene-(Ca-Cgheterocyclo)-, or -

§ ) N?j ?“/jlj?f’ ﬁ:tl‘jl')g/’
A

Y
?ﬂ(\/

L is an antibody;

(C3-Cq heterocyclo)-C-Cyralkylene-;

NHz , or ~NH-;

D is ~C(R*)(R*)- or is absent;

,,,,,

R? is hydrogen, C,-Cs alkyl, C;-Cg haloalkyl, or is absent if -~ ~is present;
R* and R™ are either of the following:

(i) R* is hydrogen, C;-Cg alkyl, C-Cg haloalkyl, C3-Cg carbocyclyl, C1-Cqq heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and
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R¥ is C;-Cy alkyl, C-Cg haloalkyl, C+-Cs carbocyclyl, Ci-Cqo heterocyclyl,
aryl, heteroaralkyl, halogen or aralkyl, or R*® is C,-C, alkylene and forms 5-7

- -

member ring as indicated by -
(i)  R* and R* taken together are C,-Cs alkylene or C4-Cg heteroalkylene;
R* and R* are either of the following:

(i) R*%'is hydrogen, C:-Cjg alkyl, C;-Cg haloalkyl, C3-C5 carbocyclyl, C1-Cyo heterocyclyl,
aryl, heteroaralkyl or aralkyl; and

R*®is hydrogen, C,-Cg alkyl, C:-C; haloalkyl, C5-Cs carbocyclyl, Ci-Cio

heterocyclyl, aryl, hetercaralkyl or aralkyl; or

(i)  R* and R* taken together are C,-Cg alkylene or C4-Cg heteroalkylene;

o]

S
.
= RB N
N SRy, OH
IS

1 ) T )

% A

Ll H ’ ]

o
oy

, C1-Cyg heterocyclyl, C;-Cq carbocycly and Cs-Ciy aryl optionally substituted
with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C4-Cy alkyl, -C4-Cy
alkyl-N{R')2, -C+-Cs alkyl-C(O)R’, -C4-Cy alkyl-C(O)OR' -O-(C4-Cg alkyl), -C(O)R', -OC(O)R', -
C(O)OR', -C(O)N(R");, -NHC(O)R', -S{O),R', -S(O)R', -OH, halogen, -Nj, -N(R").; -CN,
-NHC(=NH)NH,, -NHCONH,, -8(=0),R' and -SR', wherein each R' is independently selected from

the group consisting of hydrogen, Cs-Cg alkyl and unsubstituted aryl, or two R’ can, together with
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the nitrogen to which they are attached, form a C,-C4q heterocyclvi;

@]
o] Ryp
R6 ~
O/ RE N\Rur
O/
or R%is , R , or
0
R.
N/ 12
H
Ri optionally substifuted with 1, 2, 3, 4 or 5 groups independently selected from

the group consisting of Cq-Cj alkyl, -C4-Cg alkyl-N(R')z, -C4-Cg alkyl-C{O)R’, -C4-Cy alkyl-C(O)OR’,
-0-(C4-Cq alkyl), -C(O)R', -OC(O)R', -C(O)OR', -C(O)N(R"),, -NHC({O)R', -S(O);R", -S(O)R', -OH,
halogen, -N3, -N(R'")z, -CN, -NHC({=NH)NH,, -NHCONH,, -S{=0);R', -SR’ and arylene-R’, wherein
each R' is independenily selected from the group consisting of hydrogen, C;-Cgz alkyl, Cy-
Csheteracyclyl, C1-Cypalkylene-Cs-Cgheterocyclyl and aryl, or two R’ can, together with the nitrogen
to which they are attached, form a C,-Co heterocyclyl;

Réis hydrogen, -C4-Cg alkyl, -Co-Cg alkenyl, -Co-Cg alkynyl or -C4-Cg haloalkyl;
R is hydrogen, C;-C4 alkyl, C1-C1¢ heterocyclyl or Cs-Cos aryl;
R"%is C;-Cio heterocyclyl; and

XisQorS;

provided that when R* is hydrogen X is S.

7. A compound of fermula lll¢;

T A
W’N N N Negsgirz L

ﬁl AERe
1-20

llic
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or a pharmaceutically acceptable salt or sclvate thereof, wherein, independently for each

occurrence,
1R3A R38 ?1 R3IA R3B
R N
\I}I R2
44 S4B
W s RZ O , , R R
RSA
M
or e} :

R'is hydrogen, C;-Cg alkyl or C;-Cq haloalkyl:
R?is hydrogen, C;-Cg alkyl or C4-Cjy haloalkyl;
R* and R® are either of the following:

(i) R* is hydrogen, C;-Cs alkyl, C4-Cq haloalkyl, C3-Cs carbocyclyl, C1-Cqo heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and

R*®is C4-Cy alkyl, Ci-Cg haloalkyl, Cs-Cs carbocyclyl, C1-Cse heterocyclyl,
aryl, heteroaralkyl, halogen or aralkyl; or

(i) R* and R* taken together are C,-Cg alkylene or C,-Cg heteroalkylene;
R* and R™ are either of the following:

(i) R* is hydrogen, C;-Cy alkyl, C4-Cg haloalkyl, C3-Cs carbocyclyl, C1-Cso heterocyclyl,

aryl, heteroaralkyl or aralkyl; and

R®is hydrogen, C;-Cs alkyl, C+-Cs haloalkyl, C3;-Cg carbocyclyl, Ci-Cqo
heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i)  R*and R™ taken together are C,-Cg alkylene or C,-Cg heteroalkylene;

R%is

332



0
T
¥ N0 o-"’i,
, ’ e
D/ Q0!
N0 o0 N H o0 H%

7N
S

optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group
consisting of C4-Cg alkyl, -O-(C4-Csq alkyt), -C(O)R', -OC(O)R', -C(O)OR', -C{O)NH,, -C(O)NHR',

-C{O)N(R");, -NHC{O)R', -S{O);R’, -S(O)R', -OH, halogen, -Ni, -NH,, -NH(R'), -N(R");, -CN,
-NHC(=NH)NH,, -NHCONH,, -5(=0),R’ and -SR', wherein each R' is independently selected from

the group consisting of hydrogen, C4-Cs alkyl and unsubstituted aryl;

0
NH
p 8
R Y)y O)\NH
IS or 2

Y is -Cx-Cy alkylene-, -Cp-Cy heteroalkylene-, -C;-Cyz carbocyclo-, -arylene-, -Cs-

Csheterocyclo-, -C-Cigalkylene-arylene-, -arylene-C-Cyalkylene-, -Ci-Cpalkylene-{Ca-
Cgcarbocyclo)-, -(C3-Cgearbocyclo)-C-Choalkylene-, -C-Cyalkylene-{Ca-Cgheterocyclo)-, or -

(Cs-Cg heterocyclo)-C-Cpalkylene-;
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: N I
Z is 0 , 0O , )
0
2
\ r
o}
n\[(
fr\/ﬁY\/U :
0 0 ) NH; | or —NH-;
L is an antibody;
XisOorS.
8. A compound of formuia lid:
,-R R3A H ||-|
- [linker]
\N N\Rs
Rz o_ X

1-20
lid

or a pharmaceutically acceptable sait or solvate thereof, wherein, independently for each

occurrence,

L is an antibody;

[linker] is a divalent linker;

D is —C(R*)(R*®)- or is absent;

R? is hydrogen, C1-Cj alkyl, C,-Cg haloalkyl, or is absent if -~ “-is present;
R* and R*® are either of the following:

(i) R*'is hydrogen, C;-Cz alkyl, C;-Cs haloalkyl, C-Cg carbocyclyl, C1-Cq heterocyclyl,
aryl, heteroaralkyl, aralkyl or halogen; and
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R*®'is C;-Cs alkyl, C-Cg haloalkyl, Cs-Cs carbocyclyl, Ci-Cqo heterocyclyl,
aryl, heteroaralkyl, halogen or aralkyl, or R*¥ is C,-C, alkylene and forms 5-7

- -

member ring as indicated by - ~or
(i)  R*® and R* taken together are C,-C; alkylene or C;-Cq heteroalkylene;
R*" and R*® are either of the following:

0] R*™"is hydrogen, C-Cs alkyl, C,-Cg haloalkyl, C-Cy carbocyclyl, C1-Cqo heterocyclyl,

aryl, hetercaralkyl or aralkyl; and

R*is hydrogen, C;-Cs alkyl, C:-Cs haloalkyl, Cs-Cs carbocyclyl, C;-Cyo

heterocyclyl, aryl, heteroaralkyl or aralkyl; or

(i)  R™ and R*® taken together are C,-Cg alkylene or C;-Cs heteroalkylene;

Q

RG N/Rm
SRy OH
IS

9 ¥ H L

RB
~o” o é

1 1 1 T

o A
o

o~ O 0

, C4-Cyg heterocyclyl, C3-Cy carbocycly and Cg-Cq4 aryl optionally substituted
with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C4-Cy alkyl, -C4-Cg
alkyl-N(R'}),, -C4-Cg alkyl-C{O)R’, -C4-Cg alkyl-C{O)OR' -O-(C;-Cg alkyl), -C(O)R', -OC(O)R’, -
C(O)OR', -C(O)N(R"),, -NHC(O)R', -S(O)R', -S(O)R', -OH, halogen, -Nj -N(R";, -CN,

-NHC(=NH)NH,, -NHCONH,, -S(=0):R" and -SR', wherein each R'is independently selected from
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the group consisting of hydrogen, C;-Cg alkyl and unsubstituted aryl, or two R’ can, together with
the nitrogen to which they are attached, form a C4-C., heterocyclyl;

O
O
0 Ryz
R® Ny
o RSB \912
o
or R%is , Ria , or
0
R
N/ 12
H
Ria optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from

the group consisting of C4-Cg alkyl, -C;-Cy alkyl-N(R’), -C4-Cs alkyl-C(O)R’, -C4-Csg alkyl-C(O)OR/,
-0-{C4-Cs alkyl), -C(O)R'", -OC(O)R', -C(O)OR', -C(O)N(R"),, -NHC(O)R', -S(O):R', -S{O)R", -OH,
halogen, -Nj, -N(R'),, -CN, -NHC(=NH)NH;, -NHCONH,, -S(=0);R’, -SR' and arylene-R’, wherein
each R' is independently selected from the group consisting of hydrogen, C4-Cs alkyl, Ci-
Cgheterocyclyl, C4-Cqpalkylene-Cs-Cgheterocyclyl and aryl, or two R' can, together with the nitrogen
to which they are attached, form a C4-Cyy heterocyclyl;

R® is hydrogen, -C1-Cg alkyl, -C,-Cg alkenyl, -C,-Cg alkynyl or -C4-C; haloalkyl;
R™ is hydrogen, C;-C, alkyl, C4-C1o heterocyclyl or Cg-C1g aryl;
R™is C,-Cio heterocyclyl; and

XisOorS;

provided that when R* is hydrogen X is S.

9. A compound of formula Nid:

?ooR )
N N
W/N/\ﬁLT “R®
O\ O O\ X

ld

[linker] L

1-20
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or a pharmaceutically acceptable salt or solvate thereof, wherein, independently for each

occurrence,
R RIB i|?1 R3A R3B
1
R\I}I N

48 Npa
wWoois R O , R R
RSA
ai—N
M
or 0 :

R'is hydrogen, C-Cg alkyl or C4-Cg haloalkyl;
R?is hydrogen, C;-Cg alkyl or C4-Cg haloalkyl;
R* and R® are either of the following:

(i) R*is hydrogen, C4-Cg alkyl, C4-Cg haloalkyl, Cs-Cg carbocyclyl, C1-Caqg heterocyclyl,

aryl, heteroaralkyl, aralkyl or halogen; and

R*®is C,-Cg alkyl, C4-Cg haloalkyl, C3-Cs carbocyclyl, C,-Cyo heterocyclyl,

aryl, heteroaralkyl, halogen or araikyl; or
(ii) R* and R*® taken together are C;-Cj alkylene or C;-Cg heteroalkylene;
R* and R* are either of the following:

(i) R* is hydrogen, C4-Cg alkyl, C1-Cs haloalkyl, C3-Cg carbocyclyl, C4-Ciq heterocyclyl,

aryl, heteroaralkyl or aralkyl; and

R*®is hydrogen, C;-Cs alkyl, C;-Cs haloalkyl, Cs-Cs carbocyclyl, C:-Cqg

heterocyclyl, aryl, heteroaralkyl or aralkyl; or
(i)  R*and R* taken together are C,-Cg alkylene or C;-Cg heteroalkylene;

R%is
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or
NH-

optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group
consisting of C4-Cg alkyl, -O-(C4-Csg alkyl), -C(O)R', -OC(O)R’, -C({O)OR', -C(O)}NH,, -C(O)NHR',
-C(O)N(R");, -NHC(O)R', -5(0),R', -S(O)R", -OH, halogen, -Ns, -NH,, -NH(R'}, -N(R");, -CN,
-NHC{=NH)NH,, -NHCONH,, -S(=0},R' and -SR', wherein each R' is independently selected from
the group consisting of hydrogen, C,-Cg alkyt and unsubstituted aryl;

[linker] is a divalent linker;
L is an antibody;

XisOorS.

10. The compound, salt or solvate of claim 1, wherein

R34 R3B $1 RIA R3B
R .N
4R Npa
w is RZ O , , R R
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RSA

ri—"N
1-2
or 0
11. The compound, salt or solvate of claim 1, wherein R' is hydrogen, C4-Cg alkyl or Cq-Cg
haloalkyl.
12. The compound, salt or solvate of claim 2, wherein R'is
@]
T
Z. N
YJ\N \.)J\N
H : H
QO
. A
Y.
2 Z. N
Y A
, or 07 “NH,
13. The compound, salt or solvate of claim 4 wherein R' is
0
Z. N
\.)j\m

14. The compound, salt or solvate of claim 1, wherein R* is hydrogen, C+-Cg alkyl, C1-Cg

haloalkyl, Cs-Cg carbocyclyl, C1-Cqo heterocyclyl, aryl, heteroaralkyl or aralkyl; and R*®is C;4-Cs
alkyl, C4-Cs haloalkyl, C3-C4 carbocyclyl, C4-Cyg heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen.

15. The compound, salt or solvate of claim 1, wherein R* and R* taken together are C,-Cg

alkylene or C;-Cg heteroalkylene.
16. The compound, salt or solvate of claim 1, wherein R* is hydrogen, C4-Cy alkyl, C1-Cq

339




haloalkyl, Cs-Cs carbocyclyl, C1-Cqo heterocyclyl, aryl, heteroaralkyl or aralkyl; and R*®is C;-Cg
alkyl, C;-Cs haloalkyl, Cs-Cq carbocyclyl, C4-Cig heterocyclyl, aryl, heteroaralkyl or aratkyl; or
R* and R*® taken together are C,-Cs alkylene or C4-Cq heteroalkylene

17. The compound, salt or solvate of claim 6, wherein R* and R*® are defined as either of

the following:
is hydrogen, C4-Cs alkyl, C4-Cg haloalkyl, C4-Cg carbocyclyl, C1-Cyp heterocyclyl

®

aryl, heteroaralkyl, aralkyl or halogen; and
R*®'is C4-Cg alkyl, C4-Cy haloalkyl, C5-Cq carbocyclyl, Ci-Cqq heterocyclyl

or R*¥ is C,-C, alkylene and forms 5-7

aryl, heteroaralkyl, halogen or aralkyl,

member ring as indicated by -
R* and R*® taken together are C,-C; alkylene or C,-Cg heteroalkylene

(if)

18. The compound, salt or solvate of claim 8, wherein R* and R*® are defined as either of

the following:
{i) R*" is hydrogen, C;-Cs alkyl, C4-Cg haloalkyl, Cs-Cg carbocyclyl, C4-Cyo heterocyclyl

aryl, heteroaralkyl or aralkyl; and
Ci-Cyp

R*®is hydrogen, C;-Cg alkyl, C;-Cg haloalkyl, Cs-Cg carbocyclyl,
heterocyclyl, aryl, heteroaralkyl or aralkyl; or
R* and R* taken together are C,-Cs alkylene or C,-Cg heteroalkylene

(i)

19. The compound, salt or sclvate of claim 1, wherein R%is

o B E




20. The compound, salt or solvate of claim 2, wherein Y is -C,~-Cy alkylene-, -C,-Cy
heteroalkyiene-, -C;-Cy carbocyclo-, -arylene-, -C;-Cgheterocyclo-, -C-Cipalkylene-arylene-, -
arylene-Ci-Cyalkylene-, -C-Cypalkylene-(C,-Cgearbocyclo)-, -(C3-Cacarbocyclo)-C-Cipalkylene-, -Ci-
Cralkylene-(Cs-Cgheterocyclo)-, or -(C3-Cg heterocyclo)-C-Cypalkylene-;

21. The compound, salt or solvate of claim 5, wherein antibody is selected from
trastuzumab, oregovomab, edrecolomab, cetuximab, a humanized monoclonal antibody to the
vitronectin receptor {a,8s); alemtuzumab; a humanized anti-HLA-DR antibody for the treatment of
non-Hodgkin's lymphaoma; 1311 Lym-1; a murine anti-HLA-Dr10 antibody for the treatment of non-
Hodgkin's lymphoma; a humanized anti-CD2 mAb for the treatment of Hodgkin's Disease or non-
Hodgkin's lymphoma; labetuzumab; bevacizumab; ibritumomab tiuxetan; ofatumumab;
panitumumab; rituximab; tositumomab; ipilimumab; gemtuzumab; an anti-IL13 antibody; and an

anti-Notch antibody.

22. A compound, or a pharmaceutically acceptable salt or solvate thereof, selected from:

N
3 m N
n ) Oqo_gzs . ;? H ¢ H
wd N 0= N, N N
NH H HaN N
HN / N. N AH 2 | I\Q
y 0 HN N o) 0. 0 O 5 _A
2 \ 87N
5 0 0. 0 0. S e/
NA ! h h ’ 3
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23. A compound, or a pharmaceutically acceptable sait or solvate thereof, selected from:
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24, A payload-linker comprising a radical of a compound of ¢laim 22 or 23.

25. An antibody drug conjugate comprising a radical of a compound of any of claims 1, 2, or

26. A compound, or a pharmaceutically acceptable salt or solvate thereof, selected from:
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NHp O)\NH-_.

27. An antibody-drug-conjugate comprising a radical of a compound of any one of claims
22, 23, 24, 25 or 26.

28. A pharmaceutical composition comprising a compound of ctaim 1, or a pharmaceutically

acceptable salt or solvate thereof, and pharmaceutically acceptable excipient.

29. The compound:
LT L0
0 0. O Ol © Ay
\—/

or a pharmaceutically acceptable salt or solvate thereof.

30. The compound:
NH

e \»@%f?i
g‘;

or a pharmaceutically acceptable salt or solvate thereof.
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31. The compound:

Y O
’ N>L\me" N N
2 | o]
0 O~ 0
NH
o CH

or a pharmaceutically acceptable salt or solvate thereof.

32. The compound:

b0
HN%}’N\/U\%%
o Al ol
V7N .
ek(

O~

or a pharmaceutically acceptahle salt or sclvate thereof.

33. The compound:
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or a pharmaceutically acceptable salt or sclvate thereof.

34. The compound:

NH H (9]
N
\)J\IT N
0 Al 0. O O
]
N
0O H 0

or a pharmaceutically acceptable salt or solvate thereof.

35. The compound:

or a pharmaceutically acceptable salt or solvate thereof,
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