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We claim: 

1. A compound of formula I: 

%.„.....„...—...,.. 
0 	 H

I 1 
..,N 

W 
rry N 	

R5  
I

N 

0 	0 -..„. 

1 

or a pharmaceutically acceptable salt or solvate thereof, wh,  rein, independently for 

occurrence, 

t-2 

each 

R3A  

%l

ol  
3A 	R3B 	 I \ 	 38 1 	R3A 	R 

RI., 	 N 
R2I.  1 2 	 R4A 	98 

W iS 	R2 	O 	 O 	 0 	Or 

R3A  

l-2 

O 	• , 

RI  is hydrogen, C1 -Cs a 	or C1 -Cs  haloalkyl; 

R2  is hydrogen, C1-C;alkyl or C1 -Cs haloalkyl; 

R3A  and R3B  are 	her of the following: 

(i) 	RSA  is 	ydrogen, Ci-Cs alkyl, Ci-Cs haloalkyl, Cs-Cs carbocyclyl, C1-Cm 

het' rocyclyl, aryl, heteroaralkyl, halogen or aralkyl; and 

In • ' 	is Ci-Cs alkyl, C1 -Cs  haloalkyl, Cs-Cs carbocyclyl, C1 -Cio heterocyclyl, aryl, 

heteroaralkyl, aralkyl or halogen; or 

i) 	RSA  and R3B  taken together are C2-Cs alkylene or C1-Cs heteroalkylene; 

R4A  and R4B  are either of the following: 
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(0 	R4A  is hydrogen, C1 -Cs alkyl, CI -Cs haloalkyl, C3-Cs carbocyclyl, Ci-Cio 

heterocyclyl, aryl, heteroaralkyl or aralkyl; and 

R40  is hydrogen, C1-Cs alkyl, Cl-Cs haloalkyl, C3-C8  carbocyclyl, C> 	io 

hctcrocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) 	R4A  and R4B  taken together are C2-Cs alkylene or CI-Cs hetero • 	ylene; 

0 
S7 

6 R 
N 

•12 	 OH 

R5  is 

® 
Si  

0 R.
0 

 

0 

y 
ali 

SO 

is V 

40 
ASP ..„, ill _ 

S NN 

I6 R 

ill  

6 . 	R6..... 
o  O 0 

L-_-/ , Ci-C 0 heterocyclyl, C3-Cs carbocycly and C6-C14  aryl optionally substituted 

with 1, 2, 3, 4 or 5 gro is independently selected from the group consisting of -CI -Cs alkyl, -CF- 

CS  alkyl-N(R')2, -C. -Cs alkyl-C(0)R', -C1 -Cs alkyl-C(0)0R' -0-(Ci-Cs alkyl), -C(0)R', 

-0C(0)W, -C(0 I R', -C(0)N(W)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, halogen, -N3, -N(RI)2, 

-CN, -NHC(—  H)NH2, -NHCONH2, -S(=0)2R' and -SW, wherein each R' is independently 

selected fr..in the group consisting of hydrogen, C1-Cs alkyl and unsubstituted aryl, or two R' 

can, to 	ther with the nitrogen to which they are attached, form a C1 -C10  heterocyclyl; 
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0 

O 

,,R6  N ......R12 
 

0 

scis

C

z...,.... 

 
\ 

R12 R12 

or Rs  is ®
......... 

, Ri3 	

0.'7 

.11  or 

Op
p 

 H 

Ri3 

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

consisting of C1 -Cs alkyl, -C1-Cs alkyl-N(R')2, -C]-Cs alkyl-C(0)R', -Cry 8 alkyl-C(0)OR', 

-0-(Ci-Cs alkyl), -C(0)R', -0C(0)12', -C(0)OR', -C(0)N(R)2, -NHC (0)12', -S(0)2R', -S(0)R', 

-OH, halogen, -N3, -N(R52, -CN, -NHC(=NH)NH2, -NHCONH2, - 	=0)2R', -SR' and arylene- 

R', wherein each R' is independently selected from the group co r:isting of hydrogen, C1 -Cs  

alkyl, C1 -Cgheterocyclyl, Ci-C1oalkylene-C3-Csheterocycly1 a d aryl, or two R' can, together 

with the nitrogen to which they are attached, form a C1 -Cie 	eterocyclyl; 

R6  is hydrogen, -C1-Cs  alkyl, -C2-C8 alkenyl, -I2-Cg alkynyl or -C1-Cs haloalkyl; 

R12  is hydrogen, C1-C4  alkyl, C1-C10 hetero yclyl or C6-C14 aryl; 

R13  is C1 -C10  heterocyclyl; and 

X is 0 or S; 

provided that when R3A  is hydr. en Xis S. 

Ha: 2. A compound of formula 

O H 

,N  
R5  

Ha 

or a pharma,  eutically acceptable salt or solvate thereof, wherein, independently for each 

occurren e, 

316 



WO 2013/072813 
	

PCT/IB2012/056224 

1-2 

R3A 

Rae 	 7 01 	3 	R3 N3A 
RI., 	

2-
N 

R  
12 	 R4A 	48 

W is 	R2 	0 ,  or 

R3A 

1 2
R1  

0 

}
OI
L 	N 	le 	

OV 

H 	 H 
O 

i 
.... 

	0 
NH 

''

y 	

Z )y.  Z 
Y  

Ri  18 	 or 	 0•j•-• NH2  

Y is -C2-C20  alkylene-, -C2-C20  h,  teroalkylenc-; -C3-Cs carbocyclo-, -arylcnc-, -C3- 

Csheterocyclo-, -Ci-Cioalkylene-aryl 	e-, -arylene-Ci-Cioalkylene-, -Q-Cioalkylene-(C3- 

Cscarbocyclo)-, -(C3-Csearbocycl• -Q-Ciaalkylene-, -C1-Cioalkylene-(C3-Csheterocyclo)- or - 

(C3-Cs heterocyclo)-0-Cioalky 	ne-; 

O 	 o 

\°JCS  $ 

Z is 	0 	 , 	0 

H 

ev  

NH2 or -NH2; G is halogen, -OH, -SH or —S-C 3 -C6  alkyl; 
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R2  is hydrogen, Cl-Cs alkyl or Cl-Cs haloalkyl; 

R3A  and 12.313  are either of the following: 

(i) R3A  is hydrogen, Ci-C8  alkyl, CI -Cs haloalkyl, C3-Cs  carbocyclyl, C -C10  

heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and 

R3B  is C1-Cs alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C i heterocyclyl, aryl. 

heteroaralkyl or aralkyl or halogen; or 

(ii) R3A  and R3B  taken together are C2-Cs alkylene or C1- 	• heteroalkylene; 

R4A and R4B  are either of the following: 

(i) R4A  is hydrogen, CI-Cs alkyl, C1-Cs haloalkyl, 	-C8  carbocyclyl, C1-C1 0 

heterocyclyl, aryl, heteroaralkyl or aralkyl; .nd 

—4B 
K 	is hydrogen, C1 -Cs alkyl, C1 -C8  haloalkyl, Cr-Cs carbocyclyl, Ci-Cio 

heterocyclyl, aryl, heteroaralkyl or a .11cyl; or 

(ii) R4A  and R4B  taken together are 	-Cs alkylene or CI -Cs heteroalkylene; 

0 

6 	 ../R12 
N's.„,, 12  " OH 

Rs  is 
401 

 
0 

, 
10 IP 

10 

if  

0 R6,0  
V 

IP , 

0 

a

O   
ALIO , 

111 
0 

1 6 R6  
R6  
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S "N  
\ =_/ 	C I  -Cio , heterocyclyl, C3-C8 carbocycly and C6-Cia aryl option 	y substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of 	1 -Cs  alkyl, -Cr  

Cs alkyl-N(R')2, -C1 -Cs alkyl-C(0)R', -C J -Cs alkyl-C(0)OR' -0-(C1 -Cs alk 	), -C(0)121, 

-0C(0)121, -C(0)OR', -C(0)N(12)2, -NHC(0)R', -S(0)2R', -S(0)12.1, -OH, 	alogen, -N3, -N(R')2, 

-CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)212.1  and -SR', wherein eac r R' is independently 

selected from the group consisting of hydrogen, C1 -C8  alkyl and un• bstitutcd aryl, or two R' 

can, together with the nitrogen to which they 

O --• R6  

are attached, 

o 

form • C1 -C10  heterocyclyl; 

N R12 	
o 

---,c, 
cs.s.0 Rs  

o''' 
.”2 R12 

or R5  is 1.1  \R,3 1110 or \ R13 

H  

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

consisting of C1 -C8  alkyl, -CI -Cs  alkyl-N(' 	2, -Ci-C8  alkyl-C(0)R', -C1-C8  alkyl-C(0)OR', 

-0-(CI -Cs alkyl), -C(0)R', -0C(0)R', - 	0)0R1, -C(0)N(R)2, -NHC(0)R', -S(0)2R', -S(0)R, 

-OH, halogen, -N3, -N(R')2, -CN, -N 	(=NH)NH2, -NHCONH2, -S(=0)2R', -SR' and arylene- 

R', wherein each R' is independel 	y selected from the group consisting of hydrogen, Ci-C8 

alkyl, Ci-Csheterocyclyl, C1-C 	alkylene-C3-C8heterocyclyl and aryl, or two R' can, together 

with the nitrogen to which trey are attached, form a C1 -C10  heterocyclyl; 

R6  is hydrogen, -' -C8  alkyl, -C2-C8 alkenyl, -C2-C8  alkynyl or -C1 -C8  haloalkyl; 

R12  is hydro! n, CI-Ca alkyl, CI-Q0  heterocyclyl or C6-Cia aryl; 

R13  is C 	10 heterocyclyl; and 

R7  is 'ndcpcndently selected for each occurrence from the group consisting of F, Cl, I, Br, 

NO2, CN .nd CF3; 

R1°  is hydrogen, -Q-Cloalkyl, -C3-Cscarbocyclyl, -aryl, -Q-Cioheteroalkyl, -C3- 

Cs , eterocyclo, -Ci-Cioalkylene-aryl, -arylene-Ci-Cioalkyl, -Q-Cioalkylene-(C3-C8carbocyclo), - 
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(C3-Cs carbocyclo)-CI-Cmalkyl, -Q-Cioalkylene-(C3-C8heterocyclo), and -(C3-C8  heteroc: 

Cioalkyl, where aryl on Rio comprising aryl is optionally substituted with [R7]11; 

h is 1, 2, 3, 4 or 5; and 

X is 0 or S; 

provided that when R3A  is hydrogen X is S. 

3. A compound of formula Ma: 

WAN
A N, R5 

Ilia 

or a pharmaceutically acceptable salt or solvate 	ereof, wherein, 

occurrence, 

independently for each 

1-2 

R3A  

0 Ran 	Rae 	
n1 

R 3A  1 R 38 

RI„, 	 N 
N 	 R2-  
[ 
	 Ran 

W iS 	R2 	O 	 O 
4 

or 

R3A 	/ 

/ 
1 -2

O  

	

• , 

12' i. 	ydrogen, C1 -C8  alkyl or CI-Cs haloalkyl; 

r 	is hydrogen, CI-C8 alkyl or CI-C8  haloalkyl; 

R3A  and R3B  are either of the following: 

c s)-Ci- 
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(i) R3A is hydrogen, C I -Cs alkyl, Ci-Cs haloalkyl, C3-Cs carbocyclyl, C1 -C10 

heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and 

R3B is C1 -Cs alkyl, CI -Cs haloalkyl, C3-Cs carbocyclyl, C1 -C10 hetero' yclyl, aryl, 

heteroaralkyl, halogen or aralkyl; or 

(ii) R3A and R313 taken together are C2-Cs alkylene or C I -Cs hetero , 	ylene; 

R4A and R4B are either of the following: 

(i) R4A is hydrogen, C i-Cs alkyl, C1-Cs haloalkyl, C3-Cs 0. rbocyclyl, C1 -C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; and 

R4B K 	is hydrogen, C1-Cs alkyl, Ci-Cs haloalkyl, P3-Cs carbocyclyl, C1-C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; o 

(ii) R4A and R4B taken together are C2-Cs al 	'lene or C1 -Cs heteroalkylene; 

R5 is 

y 	
~® 	0 

	

R„. 	.. IS 
®

R11 	0 	0 	RU 

0 	R11 

N--R11 
110 	,R11 	 110 H 	0 	0 0 	0 	N  

# 

1211 

1211 	0 
5 N 

	
(10 	

H 

-Rii 
H 

or 	IP 	NH-R" 

op io . ly substituted with 1, 2, 3, 4 or 5 groups independently selected from the group 

co 	isting of CI-Cs alkyl, -0-(C1 -Cs alkyl), -C(0)R', -0C(0)121, -C(0)OR', -C(0)NH2, 

(0)NHR', -C(0)N(R)2, -NHC(0)Rc -S(0)2R', -S(0)R', -OH, halogen, -N3, -NH2, -M1(1V), 
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-N(102, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is 

independently selected from the group consisting of hydrogen, Ci-C8  alkyl and unsubst 	ted 

aryl; 

lb 

O 
O 

Z, 	
H 

 
Y 

Ri I  is 	 or 0  	• 

Y is -C2-C20  alkylene-, -C2-C20  heteroa • 	lene-, C3-C8  carbocyclo-, -arylene-, -C3- 

Cshetcrocyclo-, -Ci-Cioallcylenc-arylene-, -arylene- .1-Cmalkylene-, -Ci-Cioalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-CI-Cloalkyle e-, -Ci-Cioalkylene-(C3-Csheterocyclo)-, or - 

(C3-C8  heterocyclo)-Ci-Cloalkylene-; 

40 	0 
O 

Z is 0 , o 

NHs or -NH2; 

R7  s independently selected for each occurrence from the group consisting of F, Cl, I, Br, 

NO2 	and CF3; 

RI°  is hydrogen, -C1-Cioalkyl, -C3-C8carbocycle, aryl, -C1 -C1oheteroalkyl, -C3- 

' sheterocyclo, -Q-Cioalkylene-aryl, -arylene-Q-Cloallcyl, -CE-Ciaalkylene-(C3-C8carbocyclo), - 
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(Cs-Cs carbocyclo)-Ci-Cioalkyl, -CI-Cioalkylene-(C3-Csheterocyclo), and -(Cs-Cs heteroc: 

Qoalkyl, where aryl on R10  comprising aryl is optionally substituted with [R7]h; 

h is 1, 2, 3, 4 or 5; and 

X is 0 or S. 

R6  is hydrogen, Ci-Cs alkyl or C1 -Cs haloalkyl; and 

h is 1, 2, 3, 4 or 5. 

4. A compound of formula Lib: 

H 	O H 
1 I 

W
„N 

lib 

or a pharmaceutically acceptable salt or solva . thereof, wherein, 

occurrence, 

i R. 	
1 . 

R3A 	R3. 	 gx 	3A 

N.... R
5  

independently 

R38 

for each 

	

RI.,
N 	

. 	 N 
R2-  

	

1 	 R4A 4B 
W iS 	R2 	0 	 O O 	Or 

R3/ 

1_2 

c )-Ci- 
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O 

IP 

NH 
yy 	0 

Z 	Z AI %
Y  

RI  is or 

Y is -C2-C20  alkylene-, -C2-C20  heteroalkylene-, -C3-C8  carbo' 	lo-, -arylene-, -C3- 

C8heterocyclo-, -CI-Cmalkylene-arylene-, -arylene-Ci-Cioalkylene 	-Ci-Cloalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-Q-Cmalkylene-, -Ci-Cioa 	lene-(C3-C8heterocyclo)-, or - 

(C3-C8  heterocyclo)-Q-Cloalkylene-; 

0 

L  

LIr
N 

Z is 	 , , 

H 

0 

L.....„....z..., 
H 

............7
N 

4111( 
o '%•,.....%. 

o NH2 or -MIL; 

L is an antibody; 

R2  is hydrog- , C1-C8  alkyl or Ci-C8  haloalkyl; 

R3" and • ' are either of the following: 

(1) 	12' 	is hydrogen, CI-Cs alkyl, Cl-Cs haloalkyl, C3-Cs carbocyclyl, C1-C10 

heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and 

R313  is C1 -Cs alkyl, C1 -C8  haloalkyl, C3-Cs carbocyclyl, C1 -C1  heterocyclyl, aryl, 

heteroaralkyl, halogen or aralkyl; or 

(ii) 	R3" and R313  taken together are C2-Cs alkylene or C1-Cs heteroalkylene; 
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R4A  and R4B  are either of the following: 

(i) R4A  is hydrogen, C l-Ca alkyl, C1 -Cs haloalkyl, C3-C8  carbocyclyl, C1-C , 

heterocyclyl, aryl, heteroaralkyl or aralkyl; and 

R4B  is hydrogen, C1 -C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl 	1-C10  

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are C2-Cs alkylene or C1 -C8  he -roalkylene; 

0 

R6 /R+2 

R5  is IP S 

f R12 

al  

OH 

01  

110 
R glir 

1„,ss 
11101 

.4 

_so 
qv 	wir 

O 	0 6 
R6 	O 	O 	 0 

411 R6  
0 

S "N . 
\=i C1 -C10  heterocyclyl, C3-Ca carbocycly and C6-C14  aryl optionally substituted 

with I, 2, 3, 4 o 	groups independently selected from the group consisting of -CI-C8  alkyl, -Ci- 

Cs alkyl-N('' 2, -C1 -C8  alkyl-C(0)R', -C1 -C8  alkyl-C(0)OR' -0-(C1 -C8  alkyl), -C(0)121, 

-0C(0)R' -C(0)OR', -C(0)N(W)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, halogen, -N3, -N(R1)2, 

-CN, - 	C(=NH)NH2, -NHCONH2, -S(=0)2R' and -SW, wherein each R' is independently 

selected from the group consisting of hydrogen, CI-Cs  alkyl and unsubstituted aryl, or two R' 

.n together with the nitrogen to which they are attached, form a C1 -C10  heterocyclyl; 
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O 

..,R6 N.,,,... R 12 

V
\R12  R12 

or R5  is IP , 
...., 

R13 	, ill

Or 

or 

H 

Ri3 

optionally substituted with I, 2, 3, 4 or 5 groups independently selected fro 	he group 

consisting of C1 -Cs alkyl, -C1 -Cs alkyl-N(R')2, -C1 -Cs alkyl-C(0)R', -C -0' 8 alkyl-C(0)0R', 

-0-(Ci-Cs alkyl), -C(0)R', -0C(0)12!, -C(0)OR', -C(0)N(121)2, -NHC (iR', -S(0)2R', -S(0)R', 

-OH, halogen, -N3, -N(W)2, -CN, -NHC(=NH)NH2, -NHCONH2, -S —0)2R', -SR' and arylene- 

R', wherein each R' is independently selected from the group co . 'sting of hydrogen, CI-Cs  

alkyl, Ci-Csheterocyclyl, CI-Cioalkylene-C3-Csheterocycly1 and aryl, or two R' can, together 

with the nitrogen to which they are attached, form a CI -C1  • 	eterocyclyl; 

R6  is hydrogen, -C1-Cs alkyl, -C2-Cs alkenyl, - 	-Cs alkynyl or -C1-Cs haloalkyl; 

R12  is hydrogen, C1-C4  alkyl, Ci-Cio hetero,  clyl or C6-C14  aryl; 

R13  is C1 -Cio heterocyclyl; and 

X is 0 or S; 

provided that when R3A  is hydr. ten Xis S. 

5. A compound of formula Mb: 

H
I I 
N, 

R5  

Mb 

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

occurrence, 
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1-,  

R3A  
1 

3A 	Ras 	 3A 	Ras N o 

RI, 	 N 
R2'

n 

I 
	 Ran 	4B 

W iS 	R2  

Ran 

1-2 

O 	• , 

RI  is hydrogen, C1 -Cs alkyl or C1-C8  haloalkyl; 

R2  is hydrogen, C1 -Cs  alkyl or CI-Cs  haloalkyl; 

R3A  and R313  are either of the following: 

(i) R3A  is hydrogen, C1 -Cs  alkyl, Ci-C; 	aloalkyl, C3-C8  carbocyclyl, C1-Cio 

heterocyclyl, aryl, heteroaralkyl aralkyl or halogen; and 

R3B  is Cl-Cs alkyl, C1-Cs ha .alkyl, C3-Cs carbocyclyl, CI-Cm heterocyclyl, 

heteroaralkyl, halogen or $ralkyl; or 

(ii) R3A  and R3B  taken to 	her are C2-Cs alkylene or CI -Cs heteroalkylene; 

aryl, 

R4A  and R4B  are either of 	e following: 

(i) R4A  is hydro• • n, C1-Cs alkyl, CI-Cs haloalkyl, C3-C8  carbocyclyl, Ci-Cjo 

heterocycl 	, aryl, heteroaralkyl or aralkyl; and 

R4B is 	ydrogen, C1-Cs alkyl, Cr-Cs haloalkyl, C3-Cs carbocyclyl, C1 -C10  

he 	ocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) 4A  and R4B  taken together are C2-Cs ancylene or C1-Cs heteroalkylene; 

RS . 
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0 	y 
R,, 

0 	0 	Rii 

SO 	
R, 	IS 	...JO 

0 	R11  

S--) 

N..-R11  is 	.... R11  SO . 
R11 	0 ill 	 0 	0 	N 

110 	
® 0 0 

 N.-
R 

 11 
H 

or 	40 	NH-R11  

optionally substituted with I, 2, 3, 4 or 5 groups 	dependently selected from the group 

consisting of CI -Cs alkyl, -0-(C1-Cs alkyl) - 	0)R1, -0C(0)R', -C(0)OR', -C(0)NH2, 

-C(0)NHR', -C(0)N(R')2, -NHC(0)R', -S(t)2R', -S(0)R', -OH, halogen, -N3, -NH2, -NH(R'), 

-N(R')2, -CN, -NHC(=NH)NH2, -NHC 9 	H2, -S(=-0)2R' and -SR', wherein each R' is 

independently selected from the grou a consisting of hydrogen, C1 -Cs alkyl and unsubstituted 

aryl; 

0 

i 	0

O 	

-jyr  

NH 

1 	• 	 .11"*. 0 	NH2   or 	 , 

is -C2-C20  alkylene-, -C2-C20  heteroalkylene-, -C3-Cs carbocyclo-, -arylene-, -C3- 

C8he erocyclo-, -C1-Cjoalkylene-arylene-, -arylene-CI-Cjoalkylene-, -Q-Cioalkylene-(C3- 

C 	arbocyclo)-, -(C3-Cscarbocyclo)-Ci-Cjoalkylene-, -Ci-Cioalkylene-(C3-Cshetcrocyclo)-, or - 

(C3-Cs heterocyclo)-Q-Cioalkylene-; 

R" 
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O 

is 	O 	, 	ll0lf 
Ni

Z ' , 

H 

0 

 
H 

 

401  
L .

N.N.
n

.....z 
 N 

NH2 or -NHL; 

L is an antibody; 

X is 0 or S. 

6. A compound of formula He: 

/ 	---R3131 	R3N N
I 

--.„.........-...„ 
H 

L Z' Rte'  N N N 
N .1 

.„..-y.....r, 
N 5 

\ 	R2 
• I 	0s..... 0 

1-20 

He 

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

occurrence, 

. i 

O 

O 

 
NH 

Ay)/ 
0-ikNH 2 v R 	is 	or • • 
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Y is -C2-C20  alkylene-, -C2-C20 heteroalkylene-, -C3-Cs carbocyclo-, -arylene-, -CI- 

Csheterocyclo-, -Ci-Cioalkylene-arylene-, -arylcne-Ci-Cioalkylene-, -Q-Croalkylene-(C3- 

Cscarbocyclo)-, -(C1-Cscarbocyclo)-Q-Cioalkylene-, -Ci-Cloalkylene-(C3-Csheterocy• o)-, or - 

(C3 -Cs heterocyclo)-Q-Cioalkylene-; 

0 

1 	
H O 
Ni 

454 
 

Z' is 9 

0 

N V 
H 

011  )5.5 N  

, 	 NH2 , or —NH-; 

L is an antibody; 

D is —C(R4A•)(R4a.  ) ... or is absent; 

R2' is hydrogen, Ci-Cs alkyl, f -Cs haloalkyl, or is absent if ,-------, is present; 

R3A.  and R313.  are either o the following: 

CO 	R3A' is hydro 	n, C1 -Cs alkyl, C1 -Cs haloalkyl, C3-Cs carbocyclyl, Ci-Cio 

heterocycl 	, aryl, heteroaralkyl, aralkyl or halogen; and 

R3B' is 0' 1 -Cs alkyl, CI-Cs haloalkyl, C3-Cs  carbocyclyl, C1-C10  heterocyclyl, aryl, 

hete oaralkyl, halogen or aralkyl, or 123B.  is C2-Ca alkylene and forms 5-7 

ember ring as indicated by "-----'• ; or 

(ii) 	R3A  and R3B  taken together are C2-Cs alkylene or Ci-Cs heteroalkylene; 

' A  and R413' are either of the following: 

(i) 	K —4A' is hydrogen, C1-Cs alkyl, C1-Cs haloalkyl, C3-Cs carbocyclyl, Ci-Cio 

heterocyclyl, aryl, heteroaralkyl or aralkyl; and 
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RIB' is hydrogen, CI-Cs alkyl, CI-Cs haloalkyl, C3-C8 carbocyclyl, Ci-Cjo 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) 	R4A' and R413' taken together are C2-Cs alkylene or C-Cs heteroalkyl- e; 

0 
S \ 

6 ...." R12 

N.", R„ OH  

R5  IS 0 0 
, 

0 

® isRip 

V 

p ® p _ ft  
a. ...'  

, R6 .-R° 

p _ 40 
R6  , IP 

S "N 111, L___,, C I -C10  hete icyclyl, CI-Cs carbocycly and C6-C14 aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups ind,  pendently selected from the group consisting of -C1-Cs alkyl, -C1- 

Cs alkyl-N(R')2, -C1 -Cs al 	1-C(0)R', -Ci-Cs alkyl-C(0)OR' -0-(Ci-Cs alkyl), -C(0)121, 

-0C(0)R', -C(0)OW, -,(0)N(12)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, halogen, -N3, -N(121)2, 

-CN, -NHC(=NH)N, 2, -NHCONH2, -S(=0)2R' and -SR', wherein each R' is independently 

selected from the 	roup consisting of hydrogen, C1 -C3  alkyl and unsubstituted aryl, or two R' 

can, together 	th the nitrogen to which they are attached, form a C1 -0 0  heterocyclyl; 

0 
O 

,,R6  
o ..----R ,2 NI,,, 

sscs( R6 
CC...  

13,2 R12 

H 

or R5  is 110 13,3 	, el or 
\,,.... 

R13 
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optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from the group 

consisting of C1 -Cs  alkyl, -CI -Cs alkyl-N(R')2, -CI-Cs alkyl-C(0)R', -Ci-Cs alkyl-C(0)6' 

-0-(C1 -Cs alkyl), -C(0)R', -0C(0)12.1, -C(0)OR', -C(0)N(R)2, -NHC(0)121, -S(0)2R' -S(0)R', 

-OH, halogen, -N3, -N(R)2, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)2121, -SR' .nd arylene- 

R', wherein each R' is independently selected from the group consisting of hyd..gen, C1 -Cs 

alkyl, CI-Csheterocyclyl, CI-Cioalkylene-C3-Csheterocycly1 and aryl, or two " can, together 

with the nitrogen to which they are attached, form a C1 -C10  heterocyclyl; 

R6  is hydrogen, -CI-CB  alkyl, -C2-Cs alkenyl, -C2-Cs alkynyl • -C1 -Cs haloalkyl; 

-12 
K 	is hydrogen, C1-C4 alkyl, C1-C10 heterocyclyl or Co-C 4 aryl; 

R13  is C1 -C10  heterocyclyl; and 

X is 0 or S; 

provided that when R3A  is hydrogen X is S. 

7. A compound of formula Mc: 

i Y 

WAN  

H
I 

ff, 	„, \ N , 
IR° R"-Z' L 

/1-20 

Hie 

or a pharmaceutically acceptable salt or solvate 

1-2 

thereof, wherein, independently for each 

occurrence, 

R3A  

R38 
R1 R3A R3B N

3A  
RI., 

1 
W iS 	R2  

Ri 
R

3A 

R4A 48 
or 
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R3A  

l-2 

O 	, 

RI  is hydrogen, C1 -Cs alkyl or CI-Cs haloalkyl; 

R2  is hydrogen, C I -Cs alkyl or C1-Cs haloalkyl; 

R3A  and R3B  are either of the following: 

(i) R3A  is hydrogen, CI-Cs alkyl, CI-Cs haloalkyl, C3- 	carbocyclyl, Cl-Cio 

heterocyclyl, aryl, heteroaralkyl, aralkyl or halo?, -n; and 

R3B  is Cl-Cs alkyl, Cl -Cs haloalkyl, C3-Cs c. bocyclyl, C1-C10  heterocyclyl, 

heteroaralkyl, halogen or aralkyl; or 

(ii) R3A  and R3B  taken together are C2-Cs akylene or C1 -Cs  heteroalkylene; 

aryl, 

R4A  and R4B  are either of the following: 

(i) R4A  is hydrogen, C1-Cs alkyl, 	1-Cs  haloalkyl, C3-Cs carbocyclyl, C1-Ci0 

heterocyclyl, aryl, heteroa 4 kyl or aralkyl; and 

—49 K 	is hydrogen, Cl-C 	lkyl, C1-Cs haloalkyl, C3-05  carbocyclyl, CI-Cio 

heterocyclyl, aryl, 	teroaralkyl or aralkyl; or 

(ii) R4A and R4B tak• n together are C2-Cs allcylene or C1-Cs heteroalkylene; 

R5  is 
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,:, 	 y 	JO 	„„„.110 ,,,,, 	
lis 	

ay 	4. , 	0 	RII.  

0 	R" 	, 0  

RI 	
H 	0 	0 1.1  

. 	 0 	0 Si  N 	

Rtt 

401 

	

	 .1 
H
N--.R11' 

Or 	 Si 	NH-R" 

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

consisting of C1 -C8  alkyl, -0-(C1-Cs alkyl) -1.  (0)R', -0C(0)W, -C(0)OR', -C(0)NH2, 

-C(0)NHR', -C(0)N(R1)2, -NHC(0)R', -S • 2R', -S(0)R', -OH, halogen, -N3, -NH2, -NH(R'), 

-N(R1)2, -CN, -NHC(=NH)NH2, -NHC*NH2, -S(=0)2121  and -SR', wherein each R' is 

independently selected from the gro 4p consisting of hydrogen, C1 -C8  alkyl and unsubstituted 

aryl; 

0 

. CCIV 

O 

O 
NH 

Ri 	s 	or 	 0•)", HH2  

Y is C2-C20 alkylene-, -C2-C20  heteroalkylene-, -C3-C8  carbocyclo-, -arylene-, -C3- 

C: c crocyclo-, -CrCl oalkylene-arylene-, -arylene-Ci-CiOalkylcne-, -Q-Cioalkylene-(C3- 
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Cscarbo cyclo)-, -(C3-Cscarbocyclo)-Q-C walkylene-, -CrCioalkylene-(C3-Csheterocyclo)-, 

(C3-Cs heterocyclo)-Q-Cioalkylene-; 

0 

i 	Nyi '32ry 0 

Z ' i s 0 	 , 

0 

...

ss

,C,...„.N„,,,...„..........y 

\

\

O  

1 

NFI2 , Or —NH-; 

L is an antibody; 

X is 0 or S. 

8. A compound of formula lid: 

/ 	 ,..- 	B 	R3A' 	p H 	\ 
L [linked., I 	 N N N 

./ 
R2 I ....,..---.„„ 

\ i 

Ild 

or a pharmaceutically ac eptable salt or solvate thereof, wherein, independently for each 

occurrence, 

L is a • antibody; 

[lit er] is a divalent linker; 

D is —C(R4K)(R4E3')_ or is absent; 

R2'  is hydrogen, C1 -Cs alkyl, C1 -C8  haloalkyl, or is absent if --------, is present; 

0 

20 
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R3A and R313.  are either of the following: 

OR3A.  is hydrogen, C1 -Cs alkyl, C1-Cs haloalkyl, C3-Cs  carbocyclyl, C1 -C 

heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and 

R3B.  is C1 -Cs alkyl, Ci-Cs haloalkyl, C3-Cs carbocyclyl, C1-C10 h 	erocyclyl, aryl 

heteroaralkyl, halogen or aralkyl, or R3B' is C2-C4  alkylene an,, forms 5-7 

member ring as indicated by 7  ----- -, ; or 

(ii) R3A.  and R3B' taken together are C2-Cs alkylene or C1- 	• heteroalkylene; 

R4A'  and Wm' are either of the following: 

(0 
—4A ' 
K. 	is hydrogen, C1 -Cs alkyl, C1-Cs haloalkyl, f 3-C8 carbocyclyl, C1-Cw 

heterocyclyl, aryl, heteroaralkyl or aralkyl; 	d 

R413.  is hydrogen, C1 -Cs alkyl, CI-Cs hal, .1kyl, C3-Cs carbocyclyl, Ci-Cm 

heterocyclyl, aryl, heteroaralkyl or ar. 	1; or 

(ii) WA' and Wm.  taken together are 	C8 alkylene or C1-Cs heteroalkylene; 

0 

6 	 ..-**".R12 

I' 
N\ 

R12 	 OH 

R5  is 10) 0 0 1110 

410 
V Is is  B 

Rip 

V 

p SO ALIO a 
vt  to 

O 	0 ®

R 6 

0 

I 

R6  0 
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S A N 
\.,J 	C1 -C10  heterocyclyl, , C3-C8  carbocycly and C6-C14  aryl option. y substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -sr -C8  alkyl, -Cr 

Cs alkyl-N(R')2, -C1-C8  alkyl-C(0)R', -C1 -C8  alkyl-C(0)OR' -0-(Ci-C8  alky 	-C(0)R', 

-0C(0)121, -C(0)OR', -C(0)N(121)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, • alogen, -N3, -N(121)2, 

-CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)2R.' and -SR', wherein eac 	9  is independently 

selected from the group consisting of hydrogen, C1 -C8  alkyl and un i IS Ituted aryl, or two R' 

can, together with the nitrogen to which they are attached, form 

0 

1-C10  heterocyclyl; 

A R 12 0 

CrR6  
........ 

I 	N -,,, 
N6 csssC 0.....°'  

.92 	 Ri2 

el  

H 

or R5  is 	1111  \ R,3  or 
--..„.

1R13 

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

consisting of C1 -C8  alkyl, -C1 -C8  alkyl-N(R' 2, -CI-Cs alkyl-C(0)R', -C1 -C8  alkyl-C(0)OR', 

-0-(C1 -C8  alkyl), -C(0)R', -0C(0)R', -C 9)OR', -C(0)N(R')2, -NHC(0)R', -S(0)2R', -S(0)R', 

-OH, halogen, -N3, -N(R')2, -CN, -N 	(=NH)NH2, -NHCONH2, -S(=0)2W, -SR' and arylene- 

R', wherein each R' is independen 	selected from the group consisting of hydrogen, C1 -C8  

alkyl, Ci-C8heterocyclyl, C1-C1  • lkylene-C3-C8heterocycly1 and aryl, or two R' can, together 

with the nitrogen to which t •y are attached, form a CI -Cio heterocyclyl; 

R6  is hydrogen, -, i-Cs alkyl, -C2-Cs alkenyl, -C2-C8  alkynyl or -C1 -C8 haloalkyl; 

A' is hydro' n, C1-C4  alkyl, C1-C10 heterocyclyl or C6-C14  aryl; 

R13  is C1 	0  heterocyclyl; and 

X is P or S; 

p evided that when 123A  is hydrogen Xis S. 

9. A • omnound of formula Ind: 
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/ 	H
I 

H
I  

N 
W 

N 5 	[linker] 

\1-2P   

IIId 

or a pharmaceutically acceptable salt or solvate thereof, wherein, indep 	dently for each 

occurrence, 

1-2 

R3A  

R3A 	R3B R .3A 	R3B %
1  

R
AN

R1 	
122- 

1 	 R4A 	4B 
W is 	R2 	 or , 

R3A  

1-2 

RI  is hydrogen, C1 -Cs alkyl o C1-Cs haloalkyl; 

R2  is hydrogen, C1-Cs  alk 	or C1-Cs haloalkyl; 

R3A  and R3B  are eithe of the following: 

(i) R3A  is hyth.gcn, C1-Cs alkyl, C1-Cs haloalkyl, C3-Cs carbocyclyl, C1 -C10  

heteroc clyl, aryl, heteroaralkyl, aralkyl or halogen; and 

R3B  s C1-Cs alkyl, C1-Cs haloalkyl, C3-C8  carbocyclyl, C1 -Cm heterocyclyl, aryl, 

- teroaralkyl, halogen or aralkyl; or 

(ii) R3A and R3B taken together are C2-Cs alkylene or C1-Cs heteroalkylene; 

. 4A  and R413  are either of the following: 

(i) 	R4A  is hydrogen, C1-Cs alkyl, C1-Cs haloalkyl, C3-Cs carbocyclyl, C1-Cm 

heterocyclyl, aryl, heteroaralkyl or aralkyl; and 
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R4113  is hydrogen, CI -Cs alkyl, Cl-Cs haloalkyl, C3-Cs carbocyclyl, Ci-Cio 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) 	R4A  and R413  taken together are C2-C8 alkylene or C1-C8 heteroalkyle 

R5  is 

o V 
Rir 	 sh,0 

	

is 	

111/ 0 	111/ 

0 	R 
0 	RII.  * 

S3 

*N"-R11. 	 10, 

	

0 	0 	N' 
	 0 	0 	N 

it 	 H 

0 	, 	 SI 
Rif  

H 	
11. 

or 	0 	N-I-Rly 

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

consisting of CI -Cs alkyl, -0- 	1-C8  alkyl), -C(0)R', -0C(0)R, -C(0)OR', -C(0)NH2, 

-C(0)NHR', -C(0)N(R1)2, - 	HC(0)R', -S(0)2R', -S(0)R', -OH, halogen, -N3, -NH2, -NH(R'), 

-N(R')2, -CN, -NHC(=N ')NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is 

independently select- i from the group consisting of hydrogen, C1 -Cs alkyl and unsubstituted 

aryl; 

[linker is a divalent linker; 

L is an antibody; 

is 0 or S. 

339 



WO 2013/072813 
	

PCT/IB2012/05622-1 

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

1-2 

R3A  

n ol 
3A 	3 	 Ran 	R38 

RI, 	 N 

N

2-  R 
1 	 R4A 	48 

W IS 	R2 	O 	 O 	 O 	or , 

R3A  

In 

O 	, 

11. The compound, salt or solvate of any of claims 1, 3, 5 	or 9, wherein RI  is hydrogen, C1 -C8  

alkyl or C1-Cs haloalkyl. 

12. The compound, salt or solvate of claim 2 or 4 w erein RI  is 

SI  
i O 

2Z755  Z 

	

	
NH 

, 
Y 	

jr 
	 -j•-• 

, 	or 	 0 	NH2 	 . 

13. The compound, salt o solvate of any of claims 1-9, wherein R2  is hydrogen, or CI-C8 alkyl. 

14. The compound, s• t or solvate of any of claims 1-5 and 9, wherein R3A  is hydrogen, C1 -Cs 

alkyl, C1-Cs haloa 	yl, C3-C8 carbocyclyl, C1 -C10  heterocyclyl, aryl, heteroaralkyl or aralkyl; and 

R3B  is C1 -Cs a 	1, C1 -Cs haloalkyl, C3-Cs carbocyclyl, C1 -C10  heterocyclyl, aryl, heteroaralkyl, 

aralkyl or h. ogen. 

15. The ,ompound, salt or solvate of any of claims 1-5 and 9, wherein R3A  and R3B  taken 

rapt, cr arc C2-Cs alkylcne or C1 -Cs hotcroalkylenc. 

1 	The compound, salt or solvate of any of claims 1-5 and 9, wherein 124A  is hydrogen, C1-Cs 
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alkyl, CI-Cs haloalkyl, C3-Cs carbocyclyl, Cj-C10  heterocyclyl, aryl, heteroaralkyl or aralky ; and 

R413  is C1-Cs alkyl, Ci-Cs  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, aryl, hetero• alkyl 

or aralkyl; or R4A  and 124B  taken together are C2-Cs alkylene or CI-Cs heteroalkylene. 

17. The compound, salt or solvate of any of claim 6 or 8, wherein R3A  and R3I3  a 	defined as 

either of the following: 

(i) WA' is hydrogen, CI-Cs alkyl, C1 -C8  haloalkyl, C3-C8  carbo yclyl, C1-Cio 

heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen; and 

Rm.  is CI-Cs alkyl, Ci-C8  haloalkyl, C3-Cs carbocyc 	1, C1-C10  heterocyclyl, aryl, 

heteroaralkyl, halogen or aralkyl, or 12313' is CrC alkylene and forms 5-7 

member ring as indicated by • 	• ; or 

(ii) 123A' and Rm.  taken together are C2-Cs alk 	ene or Ci-C8  heteroalkylene; 

18. The compound, salt or solvate of any of clai 	or 8, wherein WA' and R413.  are defined as 

either of the following: 

(i) Rap.' is hydrogen, C1 -Cs alk 	, C1-C3  haloalkyl, Cs-Cs carbocyclyl, C1-Cm 

heterocyclyl, aryl, hcterty ralkyl or aralkyl; and 

win' is hydrogen, Cr' 8 alkyl, CI-Cs haloalkyl, Cs-Cs carbocyclyl, C1-C10 

heterocyclyl, aryl 	e eroarallcyl or aralkyl; or 

(ii) WA' and R4B' 	ken together are C2-C8  alkylene or C1-05  heteroalkylene; 

19. The compound, s. t or solvate of any of claims 1-2, 4, 6 and 8, wherein R5  is 

S \ 

OH 
Illr 

40 0 	..) 	 1011  1101  
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yt , R 6 	 OCRs 

*  
glir 
As 

0 	0 

R6, 0 

46.0 
wir 

la 
Rs' 

* 

• , 
R 6  

• 

0 Ap 
R6 

Or 

R6.,, 
0 

20. The compound, salt or solvate of any of clai , 	3, 5, 7 and 9, wherein R5  is 

• JO JO 0 	4. 	411, 

SI 

# 

or 

Ia. 	0 O® w Hoc 

0 0 * 

NH- 

21 	he compound, salt or solvate of any of claims 2-9 wherein Y is -C2-C20  alkylene-, -C2-C2o 

teroalkylene-, -C3-C8  carbocyclo-, -arylene-, -C3-Csheterocyclo-, -Ci-C walkylene-arylene-, - 
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arylene-CI-Cioalkylene-, -Q-Cicalkylene-(C3-Cscarbocyclo)-, -(C2-Cscarbocyclo)-CI-Cloalk 	ene- 

, -CI-Ciaallcylene-(C3-Csheterocyclo)-, or -(C3-Cs heterocyclo)-Q-Cioalkylene-; 

22. The compound, salt or solvate of any of claims 5-9 wherein antibody is selec :4 from 

trastuzumab, oregovomab, edrecolomab, cetuximab, a humanized monoclonal ntibody to the 

vitronectin receptor (a433); alemtuzumab; a humanized anti-HLA-DR antib• i y for the treatment 

of non-Hodgkin's lymphoma; 1311 Lyrn-1; a tnurine anti-HLA-Drl 0 anti body for the treatment 

of non-Hodgkin's lymphoma; a humanized anti-CD2 mAb for the trea 	ent of Hodgkin's 

Disease or non-Hodgkin's lymphoma; labetuzumab; bevacizumab; • itumomab tiuxetan; 

ofatumumab; panitumumab; rituximab; tositumomab; ipilimum. • gemtuzumab; an anti-IL13 

antibody; and an anti-Notch antibody. 

23. A compound, or a pharmaceutically acceptable s. t or solvate thereof, selected from: 

. 	
,--- 

	

0 	 S 	
H2N 	

II 	 N 	N 

liN 	

N 	 . 
1 	••N H S 
	

N 	NH 	
0 	 0 	0 	 II0 \ 

 

	

* 	S 	
7 	 7 	 7 

N 

N 
N

o

i?

,z. 

	 N 

N 0 	 0 	
HN 	 0  

s 	NH 

At 	
(;) OH 

11141 	 , 	 , 
0 

N 
H2N 	 H N 

0 j\0, 0 	 0^ 	0,0

o 

	 10 
-- 
S 

NH 
0,,..„ 	2N OH 	 0 	0 'N 
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-,  
) 1 

H 	° 

Ha

hN,,

:c

,7  N 	NH NH HAI N 	N 

0 	0, 0 

 

I 0, 

o 

0 	0, 0 3 
0 , 0 	3  , 

I=i 

LA, H,H7).(r 	• N 
N 
H 

0,.. 0  0 	
° .•••^-, 0., 0  0  

H 
H, 	Nt 0 N  :1 

. 0 ,,,,,,.' I 

i 

I 
0 	N  Ox  rk. ° 

0 0„ 0 0 N 0 

0 
H N Hpu 0-yly° 

H HAI 0, 0 

f 
0 	' 

0 ...,‘, 

1 

N 0 
N 0O O 

5 	N 
HI NN• N 

.---. 1 	0 V' 
 

NH 
5 N1 H 

0, 
OH b 

I 
I , 

H  
Oycill 0 

(Nly11/11  
HI 
	N 

11 
0, 0 	Ck• ° 

0 ,...S.„ 
N 

I 

0., 

1 
0 * 

HA 

N 	, 

i o, o s  , 
N 

 
\r-/ 

gliki 
Alir 

Iy f N N N 0 

NItY FNN 

0 	0 	0 
11 * 	NH 0  0, 0 S'N 

Hj, / 
4,A 

0 „.1-, 

C
.  

, 0 	
0, 0 	,  

344 



WO 2013/072813 
	

PCT/1132012/056224 

0 N 
NH 

„AN  
' 	I 

N 

N 
H2N 

0 0„ ./N, 0 
H2N OH 

0 0 0 "-, 0  0 	OH 0  NH 

) * 

0 0 
N N N  N 0 

NH 
0 

HxN 

0• 
0 	0.. 0 H2N 

0, 0 

	

yill 	
'-'1 .„ 	I 

	

0 	0 
0  NH 

, i 	OH 
0 

\ID  ) 

N AN N 
0. 	0 

0 
 H 0^ 0, 0 0 0 OH 

NO/ NH 

, e ) 

0 
0 

0 N 
/ 0 0 

N 0 / 
H N 0 

* 1,1 
* 

0 

, 

0 ,...s, 10 • HN 
r I %0 

O N,,/ 0OH 

* * 

	

\ " 	° \-' LA, 

	

.- 	: H331 N 
N 

0--, 

H 	

* 112N 

0 
N N 
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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 pharmaceutically acceptable excipient. 

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

the treatment of cancer. 

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

of cancer. 
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Claims 

1. A compound of formula I: 

--..„ 
H 	0 H 

I 
,N

I  

W 
N 

R5 rjj..---y

....----„,y 

N 

0 	0 

I 

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

occurrence, 

1_> 

R3A  

R3B 
R1 	

R3B N3A  
N
I 

RI, 	
124- 

W 
R4A 	48 

is 	R2   	 0 

R3A  

1 

1-2 

R1  is hydrogen, C1-05  alkyl or C1-C8  haloalkyl; 

R2  is hydrogen, C1-C3  alkyl or C1-C9  haloalkyl; 

R3A  and R35  are either of the following: 

(I) R3A  is hydrogen, C1-05  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; and 

R35  is C1-C8 alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

(ii) 

aryl, 

R3A  

heteroaralkyl, aralkyl or halogen; or 

and R35  taken together are C2-C8  alkylene or C1-05  heteroalkylene; 

and R45  are either of the following: R4A  

0 
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(i) R4A  is hydrogen, C1-00  alkyl, 01-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R43 is 	hydrogen, 	CI-Ca alkyl, 	C1-C8 	haloalkyl, 	C3-00  carbocyclyl, 	C1-C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are C2-C8  alkylene or C1-C3  heteroalkylene; 

0 

\ 6 
NK

Ri2  

fl, 
3,  12 	OH 

R5  is 
0 101  401  

1 
0 

O 

0 p  _ 0 
R6 	, 

V 

0 

• _ 
6 

R6  0 

V 

0 

it R6 

• 
W 

• 
A 

, 

S "N  
\_=/ , C1-C10  heterocyclyl, C3-C8  carbocycly and C6-C14  aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C1-C8  alkyl, -C1-C8  

alkyl-N(R')2, 	-C1-C8  alkyl-C(0)R', 	-C1-C8  alkyl-C(0)OR' 	-O-(C1-C8  alkyl), 	-C(0)R', 	-0C(0)R, 	- 

C(0)OR', 	-C(0)N(R1)2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-N(R')2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -3(=0)2R1  and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C8  alkyl and unsubstituted aryl, or two R' can, together with 

the nitrogen to which they are attached, form a C1-C10  heterocyclyl; 
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O 

O 	 O 

R6 
 

R12 

N....... 
V 

Ss 
6 \ n  

. •12 

O 

Or 	R5  is 1101 
' 

R13 	
1  

10 or 

/
R12 

N 
 

H 

R13 	 optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from 

the group consisting of C1-C3  alkyl, -CI-GE, alkyl-N(R')2, -C1-C3  alkyl-C(0)R', -C1-C8  alkyl-C(0)OR', 

-O-(C1-05  alkyl), -C(0)R', -0C(0)R, -C(0)OR', 	-C(0)N(R)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, 

halogen, -N3, -N(R')2, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)2R', 	-SR and arylene-R', wherein 

each R' is independently selected from the group consisting of hydrogen, C1-C8  alkyl, C1- 

C5heterocyclyl, C1-C16alkylene-C3-C8heterocycly1 and aryl, or two R' can, together with the nitrogen 

to which they are attached, form a Craw  heterocyclyl; 

R6  is hydrogen, -C1-C8  alkyl, -C2-C8  alkenyl, -C2-C8  alkynyl or -C1-C8  haloalkyl; 

R12  is hydrogen, C1-C4  alkyl, C1-C18  heterocyclyl or C6-C14  aryl; 

R13  is C1-C10  heterocyclyl; and 

X is 0 or S; 

provided that when R3A  is hydrogen X is S. 

2. A compound of formula Ila: 

H 	0 
-..„,.....,..---,.... H 

I 
N 

W N -----."-C
N  

R5  ir 

..„...-^-,,, I °\  0 

Ila 

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

occurrence, 
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In 

R3A  

ol 
 38 1 	R3 	R 
l

3A  R3 

R1,, 	
2- 
, 

R 
Ras RRan

W 	is 	R2 	 0 

R3A 

( 	1-2 

Or 

O 

101  

O 

zZ 	Z 	
NH 

 

yy  

Y 
R1  is 	 , 	 or 	 O 	NH2 • 

Y is -C2-C20  alkylene-, -C2-C20  heteroalkylene-; -C3-C8  carbocyclo-, -arylene-, -C3- 

C3heterocyclo-, -CI-Cioalkylene-arylene-, -arylene-C1-00alkylene-, -Ci-Coalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-Q-Cwalkylene-, -Q-Coalkylene-(C3-C8heterocyclo)- or - 

(C3-C8  heterocyclo)-CI-Cnalkylene-; 

sw ill o 

Z is 	 ' 	 , 	0 
0 

....,...„
,,N".„..„..„—..," 

o 

NH2  or -NH2; 	G is halogen, -OH, -SH or —S-C1-C8  alkyl; 

R2  is hydrogen, C1-05  alkyl or C1-C8  haloalkyl; 
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R3A  and R3B  are either of the following: 

(i) R3A  is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R3B  is C1-C8  alkyl, C1-C8  haloalkyl, C3-05  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl or halogen; or 

(ii) R3A  and R36  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R4A  and R4B  are either of the following: 

(i) R4A  is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R4B  K 	is 	hydrogen, 	C1-05  alkyl, 	C1-C8 	haloalkyl, 	C3-C3 	carbocyclyl, 	C1-C18  

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are CrC5  alkylene or C1-C8  heteroalkylene; 

0 

 
(D'' 

R 

 OH NAB,: 

110 

R5  is 

0 

110 10 , 

R,  

1101  10 

p V V 

101  

R16  
R6 	 R

o o  111 
, , 	 , 

S "N  
\r_/ , C1-C10  heterocyclyl, C3-C3  carbocycly and C8-C14  aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C1-C8  alkyl, -C1-C8  
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alkyl-N(R')2, 	-C1-C8 alkyl-C(0)R', 	-C1-C8  alkyl-C(0)OR' 	-O-(C1-C8  alkyl), 	-C(0)R', 	-0C(0)R, 	- 

C(0)OR', 	-C(0)N(R')2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-05  alkyl and unsubstituted aryl, or two R' can, together with 

the nitrogen to which they are attached, form a C1-C10  heterocyclyl; 

0 
O 

NC
R 

R12 

s.55 V 

. Or 	R6  1S 0 R13 or 

R12 

H 

R13 	 optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from 

the group consisting of C1-C3  alkyl, -C1-C8  alkyl-N(R')2, -Ci-05  alkyl-C(0)R', -C1-C8  alkyl-C(0)OR', 

-O-(C1-C8  alkyl), -C(0)R', -0C(0)R, -C(0)OR', 	-C(0)N(R1)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, 

halogen, -N3, -N(R')2, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=O)2R', 	-SR' and arylene-R', wherein 

each R' is independently selected from the group consisting of hydrogen, C1-05  alkyl, Ci- 

C8heterocyclyl, C1-C1oalkylene-C3-C8heterocycly1 and aryl, or two R' can, together with the nitrogen 

to which they are attached, form a C1-C10  heterocyclyl; 

R6  is hydrogen, -C1-C8  alkyl, -C2-C8  alkenyl, -C2-C8  alkynyl or -C1-C8  haloalkyl; 

R12  is hydrogen, C1-C4  alkyl, C1-C10  heterocyclyl or C6-C14  aryl; 

R13  is C1-C10  heterocyclyl; and 

R7  is independently selected for each occurrence from the group consisting of F, CI, 

I, Br, NO2, CN and CF3; 

R16 	is 	hydrogen, 	-Q-Colkyl, 	-C3-C8carbocyclyl, 	-aryl, 	-CrC10heteroalkyl, 	-03- 

C8heterocyclo, -Ci-Cioalkylene-aryl, -arylene-C1-Cloalkyl, -C1-Cmalkylene-(C3-C8carbocyclo), -(C3-C8 

carbocyclo)-Q-Colkyl, 	-Q-Colkylene-(C3-C8heterocyclo), 	and 	-(C3-C3 	heterocyclo)-Q-Cmalkyl, 

where aryl on R10  comprising aryl is optionally substituted with [R7]h; 

h is 1, 2, 3, 4 or 5; and 

X is 0 orS; 
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provided that when R3A  is hydrogen X is S. 

3. A compound of formula IIla: 

H 	O 	-...„.............. H 
N 

VV 
N, 

R5 Nii..----yy N 

0 	0 

IIla 

nce, 

or a pharmaceutically acceptable salt or solvate thereof, 

1_> 

wherein, independently for each 

R3A  

N3A 	R3B 

R1, R,  
x 

R2"

101 
R 

N 

R.4"1 /4  

3 	3B R3B 

R4a 
W 	is 	R2 	, 

1-2 

o 	• , 

, 0 

R1  is hydrogen, C1-C8  alkyl or C1-C8 haloalkyl; 

R2  is hydrogen, C1-05  alkyl or C1-C8  haloalkyl; 

R3A  and R3B  are either of the following: 

(i)  R3A  is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R35  is C1-C8  alkyl, C1-C8 haloalkyl, C3-C8 carbocyclyl, C1-C10 heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; or 

(ii)  R3A  and R3B  taken together are C2-C8  alkylene or C1 -C3  heteroalkylene; 

R4A  and R4B  are either of the following: 

occurr 

Or 
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(i) R4A  is hydrogen, CI-Cc, alkyl, C1-00  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R4B  is 	hydrogen, 	C1-00  alkyl, 	C1-00 	haloalkyl, 	C3-00  carbocyclyl, 	C1-C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are C2-00  alkylene or CI-GE, heteroalkylene; 

R5  is 

O 

V 	 s 
R11 	

. 	i W 	 s 
W 

i 	0 R1 	o 	 o 	R11  
O 	R11 	, 0 

SI 

0 	0 0 N
RH 	 H

N
—Ril 	0 	0 

1101 
 N 

R 	. 	

N 	

H 
R11  

0 N--
R 

 it 
H 

or 	1101 	NH-R11  

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

consisting of Cl-00  alkyl, -0-(C1-00  alkyl), -C(0)R', -0C(0)R', -C(0)OR', -C(0)NH2, -C(0)NHR', 

-C(0)N(R')2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-NH2, 	-NH(R'), 	-N(R')2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl; 
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lei  

O 
NH 

Z, 
Y 

Rii is 	 Or 	 NH2 

Y is -02-020  alkylene-, -C2-C20  heteroalkylene-, Ca-C8  carbocyclo-, -arylene-, - 

C3-C8heterocyclo-, -CrCipalkylene-arylene-, -arylene-CrQ0alkylene-, -CrCoalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-Q-Ci0alkylene-, -CrCoalkylene-(03-C8heterocyclo)-, or - 

(C3-C8  heterocyclo)-CrColkylene-; 

ei0,,, 

Z 	is 	0 , 	0 

0 
0 

0 

.......................
A

.,,,,,,,..,i 
 

0 

NH2  or -NH2; 

R7  is independently selected for each occurrence from the group consisting of F, CI, 

I, Br, NO2, CN and CF3; 

R16 	is 	hydrogen, 	-Q-Colkyl, 	-C3-C8carbocycle, 	aryl, 	-C1-C10heteroalkyl, 	-C3- 

C3heterocyclo, -Q-Croalkylene-aryl, -arylene-Q-Colkyl, -CI-Cloalkylene-(C3-C8carbocyclo), -(C3-C3  

carbocyclo)-Q-Colkyl, 	-C1-Colkylene-(C3-C8heterocyclo), 	and 	-(03-C8 	heterocyclo)-C1-Colkyl, 

where aryl on R10  comprising aryl is optionally substituted with [R7]h; 

X is 0 or S. 

R6  is hydrogen, C1-C8  alkyl or C1-C8  haloalkyl; and 

h is 1, 2, 3, 4 or 5. 
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4. A compound of formula Ilb: 

H 	0 	
-,..„,----.......% H 

N
I 

N
I 

 N 

M( 	
R' VV 

I 	0 	0 

Ilb 

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

occurrence, 

2 

each 

3A 	R36 

R3A  

%
11  

	

IN 	 38 

	

1 	R3A 	R 
RL 	 N 

R2 - 
R4A 	48 

W 	is 	R2 	 , 

I-2

Rif  

or 	 o 	, 

O 

 

O 

y)ss

s5 	0 

zZ 	Z 	
NH 

 
Y 

R1  iS 	 or 	 NH2 • 

Y is -C2-C20  alkylene-, -C2-C20  heteroalkylene-, -C3-C8  carbocyclo-, -arylene-, -C3- 

C3heterocyclo-, -Ci-Cioalkylene-arylene-, -arylene-C1-Cioalkylene-, -Q-Colkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-C,amalkylene-, -C,-Cioalkylene-(C3-C8heterocyclo)-, or - 

(C3-C8  heterocyclo)-Q-Cwalkylene-; 
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H 0 

LrNyi  L 
Z is 	O , 	 0 	 ' 

H 
L N 

0 
H 
N .,,,...„......,- 

H 

0 

0 

L., 	....,.........„,........„,N ........... 0 

NH2  or -NHL; 

L is an antibody; 

R2  is hydrogen, C1-08  alkyl or C1-C8  haloalkyl; 

RBA  and R3B  are either of the following: 

(i) R3A  is hydrogen, C1-C3  alkyl, C1-C8  haloalkyl, C3-08  carbocyclyl, 01-010  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R3B  is C,-Co  alkyl, C1-00  haloalkyl, C3-08  carbocyclyl, Cl-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; or 

(H) R3A  and R3B  taken together are 02-C8  alkylene or 01-08  heteroalkylene; 

R4A  and R4I3  are either of the following: 

(i) R4A is hydrogen, C1-C8  alkyl, C1-08  haloalkyl, C3-08  carbocyclyl, Cram  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

•-.413 t< 	is 	hydrogen, 	C1-C8  alkyl, 	Cl-Co 	haloalkyl, 	C3-C8  carbocyclyl, 	01-010  

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are C2-C8  alkylene or Cl-Co heteroalkylene; 

0 

RB  R12 

N O' N \R OH 12 

R5  is 0 1101  
, 

1.1  
, 

0 
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40 
R6,0 0 

• 
W 

y 
101 

y 
a 

AO 
W til0 

W 
O 	0 

11,  10 
R6 	 R6,

0 R6 

S N 40  
\=_/ , C1-Clo  heterocyclyl, C3-C3  carbocycly and C6-C14  aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C1-C8  alkyl, -C1-C8  

alkyl-N(1:02, 	-C1-C8 alkyl-C(0)R', 	-C1-C8 alkyl-C(0)OR' 	-O-(C1-C8  alkyl), 	-C(0)R', 	-0C(0)R, 	- 

C(0)OR', 	-C(0)N(R)2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-N(R')2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -3(=0)2R1  and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl, or two R' can, together with 

the nitrogen to which they are attached, form a C1-C10  heterocyclyl; 

0 

0 
N
/R12  

0
,R6 

e
„.. 

 R6 

 0 
"12 

issS 0 

I. Or 	R5  is 	 * 
I  

IR13  
' 

Or 

cSSSU N 
IRI2 

H 

R13 	optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from 

the group consisting of C1-C8  alkyl, -C1-C8  alkyl-N(R')2, -C1-C8  alkyl-C(0)R', -C1-C3  alkyl-C(0)OR', 

-O-(C1-C8  alkyl), -C(0)R', -0C(0)R, -C(0)OR', 	-C(0)N(R)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, 

halogen, -N3, -N(R)2, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)2R', 	-SR' and arylene-R', wherein 

each 	R' is independently selected from the group consisting of hydrogen, 	C1-05  alkyl, 	C1- 

C3heterocyclyl, C1-Cloalkylene-C3-C8heterocycly1 and aryl, or two R' can, together with the nitrogen 

to which they are attached, form a C1-C10  heterocyclyl; 
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R6  is hydrogen, -C1-C8  alkyl, -C2-C8  alkenyl, -C2-C8  alkynyl or -C1-C8  haloalkyl; 

.-.12 1-( is hydrogen, C1-C4  alkyl, C1-C10  heterocyclyl or C6-C14  aryl; 

R13  is C1-C10  heterocyclyl; and 

X is 0 or S; 

provided that when R3A  is hydrogen X is S. 

5. A compound of formula Illb: 

H 
---...,,,,--....., H 

,
I 
N 

W N N  
N N

I 

‘R5  

/\ 0 	0 

Illb 

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

:currence, 

12 

R3A  

R38 
R1 	3A R3B N3A  

R1, 	
R 4- 

N
I 

R4A 	4B 
W 	is 	R2 	O 

( 12 

O 	• , 

R1  is hydrogen, C1-C8  alkyl or C1-C8  haloalkyl; 

R2  is hydrogen, C1-C3  alkyl or C1-C8  haloalkyl; 

R3A  and R35  are either of the following: 

(i) R3A  is hydrogen, C1-C8  alkyl, C1-C3  haloalkyl, C3-C3  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

0 

0 
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R313  is C1-C8  alkyl, C1-C8  haloalkyl, C3-C3  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; or 

(ii) 	R3A  and R33  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R4A  and R43  are either of the following: 

(i) R4A  is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R4B  is 	hydrogen, 	C1-C3  alkyl, 	C1-C8 	haloalkyl, 	Cs-C8  carbocyclyl, 	C1-Cio 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A  and R4B  taken together are C2-C8  alkylene or C1-C3  heteroalkylene; 

R5  is 

o i 	e R 1 1 	 s 	s 
0 	

W 	W 
R 	 0 	R11  

0 	R11  0  
SI 

0 	0 Si  N 	 MM.-RI 1   
R 	0 

	
0 
 0 ®R , 

H 
I 

 R11  

101 	 0 , 
N  -- 	it 
H R  

or 	IP 	NH-R11  

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

consisting of C1-C3  alkyl, -O-(C1-C3  alkyl), -C(0)R', -0C(0)R', -C(0)OR', -C(0)NH2, -C(0)NHR', 

-C(0)N(R1)2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-NH2, 	-NH(R'), 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=0)2R and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl; 
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Z`YnH
I~NH 0 

O

I 

O 

Z NH 
Th' 

Rii is 	 Or 	 0 	NH2 	 • 

Y is -C2-C20 alkylene-, -C2-C20 heteroalkylene-, -C3-C8 carbocyclo-, -arylene-, -C3- 

C3heterocyclo-, -C1-C1oalkylene-arylene-, -arylene-C,-Colkylene-, -CI-Cioalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-C1 -C1oalkylene-, -CrCpalkylene-(C3-C8heterocyclo)-, or - 

(C3-C3 heterocyclo)-Q-Cwalkylene-; 

0 

H 	 0 
/ N 

L
^ 

Z 	is 	O  
LKY 

0 

o 

L H 
N.„,....„..„......„ -y 

0 

L,N.,

0 

.......„--....„ 
H 

„, 
	N 40 0 

NH2 or -NHL; 

L is an antibody; 

X is 0 or S. 

6. A compound of formula 11c: 

/ 	,__ 	13' 	R3A' H 	0 ........-7---%%% H 
L Z' 	R1 

N N
I 
JL Nr N 

R5 
N 

\ 	R2 0 0 0 
/ 

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

occurrence, 

O 

. 0 

O 

0 
N 

AY 
Rv  is 	 or 	 0 	NH2  

Y is -C2-C20  alkylene-, -C2-C20  heteroalkylene-, -C3-C8  carbocyclo-, -arylene-, -C3- 

C8heterocyclo-, -C1-Cloalkylene-arylene-, -arylene-CrCioalkylene-, -CI-Coalkylene-(C3- 

C8carbocyclo)-, -(C3-C8carbocyclo)-Q-C1oalkylene-, -C1-00alkylene-(C3-C8heterocyclo)-, or - 

(C3-C8  heterocyclo)-C,-Cioalkylene-; 

0 

N7 	(3zanr 

N . Z' 	is 	O  
0 

Njiy)  
)55  

0 
H 
N..,„,..........., 

)55 	

H 

N  

00 

. 

0 

NH2 , or —NH-; 

L is an antibody; 

D is —C(R4A)(R413)- or is absent; 

R2'  is hydrogen, C1-C3  alkyl, C1-C8  haloalkyl, or is absent if --------, is present; 

R3A' and R30' are either of the following: 

(i) 	R3'''' is hydrogen, Cl-C8  alkyl, Cl-C8  haloalkyl, C3-C8  carbocyclyl, C,-Cio heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 
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R36' is Ci-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl, 	or R38' is C2-C4  alkylene and forms 5-7 

member ring as indicated by --------, ; or 

(H) 	R3N  and R36' taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R4A  and R46' are either of the following: 

(i) WA' is hydrogen, C1-05  alkyl, C1-C8  haloalkyl, C3-C3  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R413' is 	hydrogen, 	C1-C8  alkyl, 	C,-Ca 	haloalkyl, 	C3-C8  carbocyclyl, 	C1-C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4N  and R48,  taken together are C2-C8  alkylene or Cl-C8  heteroalkylene; 

0 

\ 
N/

R12 

R12 	 OH  

O 

_ • p 
0

6 
, 
R 

R5  is ® • _ 
,R6 

10 

, 

. 0 , 

. 
,,,,0  10 , 

R6  
N  O 

10 

, 

V 

, 

S NN ilis  
\_•=1 , Crew  heterocyclyl, C3-C8  carbocycly and C6-C14 aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -C1-C8  alkyl, -C1-C3  

alkyl-N(R')2, 	-C1-05 	alkyl-C(0)R', 	-C1-C8 	alkyl-C(0)OR' 	-O-(C1-05  alkyl), 	-C(0)R', 	-0C(0)1R1, 	- 

C(0)OR', 	-C(0)N(R1)2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl, or two R' can, together with 
330 



the nitrogen to which they are attached, form a C1-C10  heterocyclyl; 

0 
O 

,R6 

cs ss

c 

R6 

 

0 

N 
fl. 

R12 

n12 

Or 	R5  is 

R12 

II , R13 	1 110 or 

H 

R13 	 optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from 

the group consisting of C1-C3  alkyl, -C1-C8  alkyl-N(R)2, -C1-C8  alkyl-C(0)R', -C1-C8  alkyl-C(0)OR', 

-O-(C1-C8  alkyl), -C(0)R', -0C(0)R', -C(0)OR', 	-C(0)N(R1)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, 

halogen, -N3, -N(RI)2, -CN, -NHC(=NH)NH2, -NHCONH2, -S(=0)2R, 	-SR' and arylene-R', wherein 

each 	R' is independently selected from the group consisting of hydrogen, 	C1-C8  alkyl, 	C1- 

C8heterocyclyl, C1-C16alkylene-C3-C8heterocycly1 and aryl, or two R' can, together with the nitrogen 

to which they are attached, form a C1-C10  heterocyclyl; 

R6  is hydrogen, -C1-05  alkyl, -C2-C8  alkenyl, -C2-C8  alkynyl or -C1-C8  haloalkyl; 

R12  is hydrogen, C1-C4  alkyl, C1-C16  heterocyclyl or C6-C14  aryl; 

R13  is C1-C10  heterocyclyl; and 

XisOorS; 

provided that when RSA  is hydrogen X is S. 

7. A compound of formula 111c: 

/ H 	0 H 

W ,Nj-L N 
R5-R11t Z' N...#..Y......yN  L 

\ 	......"--..„.. I 	0 	0 \ 

1-20 

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

nce, 

1-2 

R3A  

3A 	Rae 	
I x 

R
3 	Rae 1 N i 

R1, 	 N 
R2 - 

R4A 	4B 
W 	is 	R2 	

3 

( 1-2 

O 	' 3  

R1  is hydrogen, C1-C3  alkyl or C1-C8  haloalkyl; 

R2  is hydrogen, C1-C8  alkyl or C1-C8  haloalkyl; 

R3A  and R3B  are either of the following: 

(i)  R3A  is hydrogen, C1-C8  alkyl, C1-C3  haloalkyl, C3-08  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R3B  is C1-C8  alkyl, Cl-C8  haloalkyl, C3-C3  carbocyclyl, Cl-C10 heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; or 

(ii)  R3A  and R3B  taken together are C2-C8  alkylene or Cl-C8  heteroalkylene; 

WA  and R4B  are either of the following: 

(i) R4A  is hydrogen, C1-C9  alkyl, C1-C3  haloalkyl, C3-C8 carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R413  is 	hydrogen, 	C1-C8  alkyl, 	C1-05  haloalkyl, 	C3-05  carbocyclyl, 	Cram 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(V) R4A  and R45  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R5  is 

occurr 

Or 
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. 	II 	I 
SO 	, 	, 

0 
S __, 	0  

111 	
_-„ 

0 	0 	N 	H 0 	0 0  
, 0  H F  

or 
NH- 

optionally 

 

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

consisting of C1-C8  alkyl, -O-(C1-05  alkyl), -C(0)R', -0C(0)R', -C(0)OR', -C(0)NH2, -C(0)NHR', 

-C(0)N(R)2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-NH2, 	-NH(R'), 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl; 

0 

)Y 0

O  

I. 

0 
NH 

."  Y 
R11  is 	 Or 	 0 	NH2 	 • 

' 

Y 	is 	-C2-C20 	alkylene-, 	-C2-C20 	heteroalkylene-, 	-C3-C8 	carbocyclo-, 	-arylene-, 	-C3- 

C8heterocyclo-, -Q-Cioalkylene-arylene-, -arylene-C1-Coalkylene-, -Ci-Coalkylene-(C3- 

C3carbocyclo)-, -(C3-C8carbocyclo)-CrCloalkylenem -CrCroalkylene-(C3-C3heterocyclo)-, or - 

(C3-C8  heterocyclo)-C,-Colkylene-; 
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N 	
ik 

Zi 	is 	O 	 I 

-...sist,..., 

0 
H 
N 

)55'3,---"-r''./..'N  

* 

0 

0  NH2 , or —NH-; 

L is an antibody; 

X is 0 or S. 

8. A compound of formula lid: 

7 	,--R3 	ii3A.  H 	0 H 	\ 

L [linker]....„, N ji., NI I 
N 

/ 
R2 

N 

I  

mr. 5 

\ 

0 	0 
/1-20 

lid 

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

occurrence, 

L is an antibody; 

[linker] is a divalent linker; 

D is —C(R4N)(R413')- or is absent; 

IR2' is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, or is absent if -------', is present; 

R3A' and R313' are either of the following: 

(i) 	RSA' is hydrogen, C1-05  alkyl, CI-CB  haloalkyl, C3-C8  carbocyclyl, C1 -C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 
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R3B.  is CI-CB  alkyl, C1-08  haloalkyl, C3-C8  carbocyclyl, 01-010  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl, 	or R38' is C2-C4  alkylene and forms 5-7 

member ring as indicated by --------, ; or 

(ii) 	R3A' and R3Ba  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R4A' and R4B  are either of the following: 

(i) R4A' is hydrogen, C1-C8  alkyl, Cl-Ca  haloalkyl, C3-C8  carbocyclyl, 01-010  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

R4B' is C1-C8  alkyl, 	C1-C8 	haloalkyl, 	C3-C8  carbocyclyl, 	C1-C10 hydrogen, 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii) R4A' and R4i3s  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

0 

V
R12  

N 
R6 

V o  
1,12 	

OH 

® 
R5  is 

io 
0 

R„
0 

 

. , 10 , 	0 

p  _ 
V V 

is 0 

O 

p _ 
06 
1 
R 0- 

a _ 
R6 R6  41 	N O IP 

S "N 11114  
\=-_-/ , C1-C10  heterocyclyl, 03-C8  carbocycly and C8-C14  aryl optionally substituted 

with 1, 2, 3, 4 or 5 groups independently selected from the group consisting of -Cl-C8  alkyl, -C1-C8  

alkyl-N(R')2, 	-C1-C8 	alkyl-C(0)R', 	-C1-C8 	alkyl-C(0)OR' 	-0-(C1-C8  alkyl), 	-C(0)R', 	-0C(0)R', 	- 

C(0)OR', 	-C(0)N(R')2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 
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the group consisting of hydrogen, C1-Co  alkyl and unsubstituted aryl, or two R' can, together with 

the nitrogen to which they are attached, form a C1-C10  heterocyclyl; 

0 

Rs 

,

0 

N
/R12

12  
.., 
4,  

Or 	R5  is 40 ------ „,3 is or 

/R12  
N 

 

H 

R13 	 optionally substituted with 1, 2, 3, 4 or 5 groups independently selected from 

the group consisting of C1-C8  alkyl, -C1-C3  alkyl-N(R')2, -C1-C8  alkyl-C(0)R', -C1-C8  alkyl-C(0)OR', 

-O-(C1-C8  alkyl), -C(0)R', -0C(0)R', -C(0)OR', 	-C(0)N(R1)2, -NHC(0)R', -S(0)2R', -S(0)R', -OH, 

halogen, -N3, -N(R')2, -CN, -NHC(=NH)NH2, -NHCONH2, -3(=0)2R1, 	-SR' and arylene-R', wherein 

each R' is independently selected from the group consisting of hydrogen, C1-C8  alkyl, C1- 

C8heterocyclyl, a1-a18alkylene-C3-C8heterocycly1 and aryl, or two R' can, together with the nitrogen 

to which they are attached, form a C1-C10 heterocyclyl; 

R6  is hydrogen, -C1-C8  alkyl, -C2-C8  alkenyl, -C2-C8 alkynyl or -CI-Ca haloalkyl; 

R12  is hydrogen, Cl-C4  alkyl, C1-C10  heterocyclyl or C6-C14  aryl; 

R13  is C1-C10 heterocyclyl; and 

X is 0 orS; 

provided that when R3A  is hydrogen X is S. 

9. 	A compound of formula Illd: 

/ 	H 	O 	
-.....„....„..".„. 

H 

w
_1\1) -L N

---yy 
N
I 

R5  [linker] L 
N 

\ 	z---....„..  I 	0 0 

/1-20 

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

icurrence, 

i 

Fe 

R3A 	R3B 	 R1 	R3B 
„ N

I 

RA N 	 R4-  
R4A 	4B 

W 	is 	R2   

R3A  

( 1-2 

O 	' , 

R1  is hydrogen, C1-C3  alkyl or C1-C8  haloalkyl; 

R2  is hydrogen, C1-C8  alkyl or C1-C8  haloalkyl; 

R3A  and R35  are either of the following: 

(i)  R3A  is hydrogen, C1-05  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R36  is C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl; or 

(ii)  R3A  and R3B  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R4A  and R48  are either of the following: 

(i) R4A is hydrogen, C,-C8  alkyl, C1-C8  haloalkyl, C3-08  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

r-.4B 
K 	is 	hydrogen, 	C1-05  alkyl, 	C1-C3  haloalkyl, 	C3-C8  carbocyclyl, 	a1-C10 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

00 R4A  and R46  taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

R5  is 

0 

0 
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. 	kg 	II 
IS 	, 	, 

	

0 	 0 
, . 

s__-5  
0 	_ 

	

0 	N 	

0 0 	N 	 0 0 0  
0 	' 	 i  

Or 
NH- 

optionally 

 

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

consisting of C1-C8  alkyl, -0-(C1-Ca  alkyl), -C(0)R', -0C(0)R', -C(0)OR', -C(0)NH2, -C(0)NHR', 

-C(0)N(R')2, 	-NHC(0)R', 	-S(0)2R', 	-S(0)R', 	-OH, 	halogen, 	-N3, 	-NH2, 	-NH(R'), 	-N(R1)2, 	-CN, 

-NHC(=NH)NH2, -NHCONH2, -S(=O)2R' and -SR', wherein each R' is independently selected from 

the group consisting of hydrogen, C1-C3  alkyl and unsubstituted aryl; 

[linker] is a divalent linker; 

L is an antibody; 

X is 0 or S. 

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

1-,  

Ran 

R3 	 Ri 	3A 	R36 N3A  
1:41, 	

R2-
N 

Ran 	4B 
W 	is 	R2 	 . . 
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RsA 

1-2 

Or 	 O 	. 

11. The compound, salt or solvate of claim 1, wherein R1  is hydrogen, C1-C3  alkyl or 

haloalkyl. 

C1-C8  

12. The compound, salt or solvate of claim 2, wherein R1  is 

O 

 
ss 

H 
O 

/ 	Z 	
NH 

Z/ I , ..cssTh 
Y 
i 

 
, 	 or 	 NH2 	 . 

13. The compound, salt or solvate of claim 4 wherein R1  is 

O 

401  

O 

/ 	 NH 
Z/  75  Z zss°  

Y 
I 	or 	 NH2  

14. The compound, salt or solvate of claim 1, wherein R3A  is hydrogen, C1-05  alkyl, C1-C8 

haloalkyl, C3-C3  carbocyclyl, C1-C112  heterocyclyl, aryl, heteroaralkyl or aralkyl; and R35  is C1-05  

alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, aryl, heteroaralkyl, aralkyl or halogen. 

15. The compound, salt or solvate of claim 1, wherein R3A  and R3B  taken together are C2-C8  

alkylene or C1-05  heteroalkylene. 

16. The compound, salt or solvate of claim 1, wherein R4A  is hydrogen, C1-05  alkyl, 
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haloalkyl, C3-C3  carbocyclyl, C1-C10  heterocyclyl, aryl, heteroaralkyl or aralkyl; and R45  is C1-C8 

alkyl, 	C1-C8  haloalkyl, 	C3-C8  carbocyclyl, 	C1-C10 	heterocyclyl, aryl, 	heteroaralkyl or aralkyl; 	or 

R4A  and R45  taken together are C2-05  alkylene or C1-C8  heteroalkylene. 

17. The compound, salt or solvate of claim 6, wherein R3A' and R35' are defined as either of 

the following: 

(i) R3A' is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, aralkyl or halogen; and 

R35' is C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl, halogen or aralkyl, 	or R35' is C2-C4  alkylene and forms 5-7 

member ring as indicated by --------, ; or 

00 R3A' and R35' taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

18. The compound, salt or solvate of claim 6, wherein WA' and R45' are defined as either of 

the following: 

(i)  t<
n4A' is hydrogen, C1-C8  alkyl, C1-C8  haloalkyl, C3-C8  carbocyclyl, C1-C10  heterocyclyl, 

aryl, heteroaralkyl or aralkyl; and 

,--.4B' 
K 	is hydrogen, 	C1-C8  alkyl, 	C1-C8  haloalkyl, C3-C8  carbocyclyl, 	CrClo 

heterocyclyl, aryl, heteroaralkyl or aralkyl; or 

(ii)  R4A' and R45' taken together are C2-C8  alkylene or C1-C8  heteroalkylene; 

19. The compound, salt or solvate of claim 1, wherein R5  is 
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20. The compound, salt or solvate of claim 2, wherein Y is -C2-C20  alkylene-, -C2-C2o 

heteroalkylene-, 	-Ca-Ca 	carbocyclo-, 	-arylene-, 	-C3-C8heterocyclo-, 	-CI-ClOalkylene-arylene-, 	- 

arylene-CrOnalkylene-, -C,-Colkylene-(Ca-Cacarbocyclo)-, -(Ca-Cacarbocyclo)-Q-Cmalkylene-, -C,- 

Colkylene-(Ca-Caheterocyclo)-, or-(C3-C8  heterocyclo)-CrCoalkylene-; 

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 (a493); alemtuzumab; a humanized anti-HLA-DR antibody for the treatment of 

non-Hodgkin's lymphoma; 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: 

40 	
---$ 

0 	 S 	 N \ 	 NH 	 H2N N 	 NH N 	 N 	 0 	 0 	 0 H N 2 

 ' 	

o 	0., S 
 

lik 

341 



N N N 

N 0  
HN 

1  
R7‘ 

0 
N N HN 	

0 
S 	NH 

‘21:3  

OH 

3  7 1 

0 H 	9 
H2N _A N H2N N„.... 	N 

* O,..,‘„ 	0 0 0 „...z„ 	0,0 
0 N-) 

S 
N 	 N NH 

0H 0 -.„ 2N 0 

7 

0 --) 0 

, 

---$ 

, 

H ° S S 
N NH NH N N 

H2N tt:CLLII  
3 t 

NN
S 

H,N 

 
\N 0 

0 
0 14 H N  N 

° H 
H2N 0, 0 	

0 0 „A, 	0 
0 0 NH 0 	I 0 

• 

, * 
3  3 

N 

H 2N 0  N 
0 H N N 0 

bOH 

-, N 
0, 0 0 0 

I I 

N 0 N II.„)L 	N 
N 

I
0 2\- 	° LfO NH  NH S 

0 
OH N b  

7 
1 3 

0 
N 

N 
. 

Q.„
1
,),

r
N 	0  H N 

o, o 0 0, 0 ° .2,0y,A N 
0 „A, 	0, 0 s \.=_/ o 	I 	o, 0 .}.„. 

0 
N * N, 

\ =/ 

3 

342 



N H (
Ny„1.r

H 
N N N 

H 
0 

S 	H2N 
• 0„ 0 0 /7--. 

0 0 
0, 

0 	,,,,,, 0, 0 

1 , 

* 
H N N 

N NH 
„A.k, 

7 „,;,- , 	0_, 0 	 0 
N 0 	OH 1 	NH 

H2N I10 NH 
0 %\0,-. "- 	0 	OH 

f * 

0 

NH 	I 	, 	[ 
,-;---. 

N H2N N 
0 0 00 

N 
H2 

0 

o 

N 
OyLicH 

0, 0  

NFLA0 
OH 

, 

0 
, 

0 
N 

N - N 

0 

0, 
p0 H 

NHr>c 

ti 7 

0 .......„ 	0 
0 H 

NFLA0 ✓ ,11 

b, 

0 	;„ ..,... 0,..0  OH 
NH 

0 0 

/
0 0 O 0 	N 

0HN  0 
/ NH}, 

NH2 Ng 

' *
t 

HNTh_ 

7 1 

0 
0 0 

HN N N N 1 
HN N NH~  0 

/,...„ 0 r- 0 
 N,,,' /

0 0 	
* 

0 / 
H 	OH 

* 
1 

N N 
Cy

. 
; N 

H,N
\ N 

0 rY. 	- 
0 ,.;•., 

0, 0 0 	2N 0 
0 

I 	0 „ 0 0 	
0 H 

0 	,,,.--, 0 
0 N- 	0 	0 

I I , 

343 



O 

CIA? N 	II 	i 	1 

H2N 0, 0 	0 

N 	I 
0 

, 	1 
„,‘„ 0 

H 

0 \ 0 yr., 	, 0 

0 0 	0 , 	OH 

, 

NH 

0 

„A. 
0 ,...., 	10 0, 

S---% 
. / 

0 
o 

0 

0 	0 / 
0, 

* 

1 	0 
o 
I 

0 

0 , 

NH 	0 NH 0 

N

YC 
N 0 

N 
N 0 

H 0 

1 	0 
N 

0 
0-- 0 0 OH 

O 	H 0  

I 

H 	F 	° 

~ 0 

* HN 	,F 

0— II 	
, 

0 .2,—,.. c, 

H 0 

0 	0 0, 0 	0., 0 0 

QY ° N 

, 

N 
N N N H 0 

0 

0 

0 0 	0 	0 •... 	0 0 

H&F 1
NN N 

Nn H in 
N„."-s 

‘-- 	101' 0 \ 0 0 
0 0 0 

 ry 
0 * 

0 
, 

In NHJ(
1( 

 
HN 

43 

0 0 	 0 0 HN 

H 

* 

0 
0-- 

11 0 

0 	,, 
f
ry
(
N 

N 	, 
7.- _ 	0 0 

0-- 

H
\ 

O 	0 NH 2 H N 

0 

0- 

. 
0 0 

N H 

NH 

- 
0 	H 

IO 

HN 

, 

N 
H N '''N 

,,i ? r
ce 

H O 

0 CL, 	0 0 OH. 
a-. 0 OH. 

2,  0 

t 

N 
HN NvN 

N 
* H2N 

0 0 O 	0 
H2N 

O 
OH 

., 

H 
OH 

0 ,,.,, 	0,., 0 

* 
0 

0 N 

344 



0 

Clylir H 

0 
CN-3\i'ly 

0 
, 
W 	ale 

H2N 
o 0, 0 HEN , 0 	:.„ 	0 0 Opt H , 0  

0 

• 

HNXrNAN 	
N 

* 0 c

y

L

y

H 
N10  N 

0 
H 	° 

CY? 

H 	4  
0 	0 H2N 

0 `• 	0 0 	, ,, 0 	
0, 0 0  

) 

N * 0 *''N 0 
N 

0 
H2  

OH 0 C-  ° 0 	OH 0 
, 	 0 	H 0 	, 7 

0 0 H  II 
IKM1 

„.„„.., 	,..-„,,N 	--N  
. 	N N,,,,/--..N  

H2N 0 	0 0 	--.. 0 	3-'1‘1 r I 
HA(  0 0 

„"--. 
n 

F 
0 

7 * 

N 
0 

N 
cllH 

i  ic 

H 	0 N 
4 H z  NNNv N 0 	H2N 	-,..AN 

0..„ 0 0 	0 0 	 ,,,,r..„ 0 o / CI 

0 

..----„,...A.
H  
N  0 

0 
* 

3 

O H 
H 	N 

\ 	1  
N 	N  

0 H 	9 
 N 

o o 

H2N 
0 j..„ 	0, 0 0 

.„,A. N 	. 
 •  

2-, NN 0., /0 
NOi 0  

* 0 
F H 

/ 

, , 

Q)LN 	
N H  N „,)L N  

HN 	11 	: 	I  I 0 0 	,.,', 

0 

\ 0 

0 

0 /---" 
0 	0  

0 

,,
,L% 	0 

0 

0 	0  0 	NH 

, 

N,,U,N  HN 
N N N,AN , HN N  

0  2\ 	0  / 
0 

000 	0 
..-1 	/ ''(:' \ NH 

N--,/ 	

I 0 ,,,,, 	0 
/ 

0, 0  

* OH 
, , f 

345 



HN ',""ICN IIN

0 

0 I / 0 

H 

0, 0 

° 

	

OH 	11  ')% 

	

0 	0 	I 0 

1 

N NH 
II  
0 , 0 lf H o 

* 
0 

and 

H 	H H 

H2N 
N.)L 	Ny----,„. .

c_

N
o 

0 1 0 	0.„O - 0 	0 NH 

23. A compound, or a pharmaceutically acceptable salt or solvate thereof, selected from: 
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24. A payload-linker comprising a radical of a compound of claim 22 or 23. 

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

3. 

26. A compound, or a pharmaceutically acceptable salt or solvate thereof, selected from: 
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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 claim 1, 

acceptable salt or solvate thereof, and pharmaceutically acceptable excipient. 

29. The compound: 

or a pharmaceutically 

O %../\ 
H 	 H 

„, 
H2N 	 N''..nr N 

	N  

0 	o 	o 	0 	(00 S 	N 
\=/ 

or a pharmaceutically acceptable salt or solvate thereof. 

30. The compound: 

NjL HN 	. 	Ne
ry"y  N 

I 	0 	0 	0 •,,..---...,... 	 0 

0 

' 
OH 

AO 

or a pharmaceutically acceptable salt or solvate thereof. 

366 



31. The compound: 

0 

„„ 
H2N 0 

O 	I 0 

0 NH 
OH 

411 

or a pharmaceutically acceptable salt thereof. or solvate 

32. The compound: 

0 

FIN N  N''' -'"  
0 ;- 	isi 	0 

0 
1 H 0 O  . 

411  

or a pharmaceutically acceptable salt or solvate thereof. 

33. The compound: 

367 



;1 N
r---...r,N 

	

NH 1 	
= 	1 	0 	0 0 

	

_ 	...„,-.., ' 	0 
I 
0O 

0— 

. 

or a pharmaceutically acceptable salt or solvate thereof. 

34. The compound: 

1 NH 	0 .4'• H 
NNA 
i 	N N  

O 
	= 	I 	0 -. ,...---..„ 

O 
0  

or a pharmaceutically acceptable salt or solvate thereof. 

35. The compound: 

0 
n<(&)LN 

NH 	ll 	i 	\ 
0 2-- , 	 0 

\ O  NH 

II 

or a pharmaceutically acceptable salt or solvate thereof 

368 


