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CLAIMS

1. A compound of Formula (I):
F—L'-T-L-F* (1)
or a pharmaceutically acceptable salt or solvate thereof, wherein:
F" and F° are each independently selected from ring systems A, B, C, and D:

WZXZ

Y-V X (Ring System A)

(Ring System B)

Y-V £ (Ring System C)
w! S z
w2 : 4 g
’\Jlsw
vz " (Ring System D);

where:

each R is independently selected from the group consisting of H, -C;-Cy alkyl, -C,-Cs
alkenyl, -C,-Cg alkynyl, halo, hydroxyl, alkoxy, -NH,, -NH(C-Cg alkyl), -N(C;-Cg alkyl),, -NO,,
-Cs-Cy4 aryl and -C¢-Cy4 heteroaryl, wherein two or more R optionally join to form a ring or
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rings, and wherein said -C4-Cy4 aryl and -C¢-Cy4 heteroaryl are optionally substituted with 1
to 5 substituents independently selected from -C;-Cyq alkyl, -C;-C4o alkoxy, -halo, -C;-Cyg
alkylthio, -trifluoromethyl, -NH,, -NH(C;-Cg alkyl), -N(C;-Cg alkyl),, -C;-Cio alkyl-N(C;-Cg
alkyl),, -C;-C3 alkylthio, -NO, or -C;-Cy, heterocyclyl, for each ring system in which R
appears;

each V'is independently a bond, O, N(R) or S, for each ring system in which V' appears;
each Vis independently O, N(R) or S, for each ring system in which Va appears;

w' and W’ are each independently H, or -C,-Cs alkyl for each ring system in which W* and
W? appear;

each X is independently -OH, -O-acyl, azido, halo, cyanate, thiocyanate, isocyanate,

thioisocyanate, or O | for each ring system in which X appears;

each Y is independently selected from the group consisting of H, -C;-Cs alkyl-R?, —C(O)RA,
-C(S)R", -C(O)OR", -S(0),0R", -C(O)N(R"),, -C(S)N(R™),, glycosyl, -NO, and -PO(OR™), for
each ring system in which Y appears, wherein each RYis independently selected from the
group consisting of H, -C;-Cy alkyl, -C;-Cs heteroalkyl, -Cs-Cy4 aryl, aralkyl, -C;-Cy
heterocyclyl, -C3-Cg carbocyclyl and -C;-C,, alkylN(R),, wherein said -C;-C,q alkyl, -C;-Cg
heteroalkyl, -C¢-Cy4 aryl, aralkyl, -C;-C4o heterocyclyl, -C5-Cg carbocyclyl and -C;-Cy

alkyIN(R), are optionally substituted with 1 to 3 subsitutents independently selected from R;

each Z is independently selected from the group consisting of H, and -C;-Cg alkyl wherein
said C;-Cg alkyl is optionally substituted with 1 to 3 subsitutents independently selected from

R, for each ring system in which Z appears;
L' and L” are each independently a direct bond;

T is selected from:

-C(Al)Xl-TZ-X1C(Bl)-, where T is:
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wherein each X' is independently a bond, wherein A" and B' are each independently =0,
wherein g and j are each independently 0 and m is 1, and wherein D is -C3-Cg carbocyclo,
where said --C;-Cg carbocyclo is optionally substituted with —R%, -C(O)RF, -C(O)ORF,
-N(RF),, -N(R)C(O)RF or -N(R)C(O)ORE, and D is additionally optionally substituted by 1 to 2
R, and

wherein each R is independently selected from the group consisting of H, -C;-Cg alkyl,
-C1-Cg heteroalkyl, -C¢-Cy4 aryl, -aralkyl, -C;-Cio heterocyclyl, -Cs-Cg carbocyclyl,
-C(O)OC;-Cg alkyl, -C(O)N(C;-Cg alkyl),, and -C(O)-halo, and wherein each R is optionally

substituted with 1 to 3 subsitutents independently selected from R.
2. A compound of Formula (l1A):
L—P (lIA)
or a pharmaceutically acceptable salt or solvate thereof, wherein:
P is:
FlmL'=T-L%-F
wherein:

F"and F° are each independently selected from ring systems A, B, C, and D:

szz

Y-V < (Ring System A)

(Ring System B)
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(Ring System C)

V2 ~ (Ring System D);
where:

each R is independently selected from the group consisting of H, -C;-Cy alkyl, -C,-Cg
alkenyl, -C,-Cg alkynyl, halo, hydroxyl, alkoxy, -NH,, -NH(C-Cg alkyl), -N(C;-Cg alkyl),, -NO,,
-Cs-Cy4 aryl and -Cg¢-Cy4 heteroaryl, wherein two or more R optionally join to form a ring or
rings, and wherein said -C4-Cy4 aryl and -C¢-Cy4 heteroaryl are optionally substituted with 1
to 5 substituents independently selected from -C;-Cyq alkyl, -C;-Cyo alkoxy, -halo, -C;-Cyg
alkylthio, -trifluoromethyl, -NH,, -NH(C;-Cg alkyl), -N(C;-Cg alkyl),, -C;-Cio alkyl-N(C;-Cg
alkyl),, -C;-C3 alkylthio, -NO, or -C;-Cyo heterocyclyl, for each ring system in which R

appears;
each V'is independently a bond, O, N(R) or S, for each ring system in which V! appears;
each V' is independently O, N(R) or S, for each ring system in which V2 appears;

w' and W are each independently H, or -C,-Cs alkyl, for each ring system in which W* and
W? appear;

each X is independently selected from -OH, -O-acyl, azido, halo, cyanate, thiocyanate,

2
{~0-S-R
isocyanate, thioisocyanate, or O for each ring system in which X appears;

each Y is independently selected from a bond, H, -C(O)RA, -C(S)RA, -C(O)ORA, -S(O)zoRA,
-C(O)N(RA)Z, -C(S)N(RA)Z, glycosyl, -NO,, and -P(O)(ORA)2 for each ring system in which Y
appears, wherein each R is independently selected from H, -C;-C, alkyl, -C;-Cg
heteroalkyl, -C¢-C,4 aryl, aralkyl, -C;-Cy, heterocyclyl, -Cs-Cg carbocyclyl, -C;1-Cy alkylN(R),,
-C1-Cy alkylene, -C;-Cg heteroalkylene, -C4-Cy4 arylene, aralkylene, -C;-C,o heterocyclo,

-C5-Cg carbocyclo and -C;-Cy alkylN(R)-, and RT where said R* is optionally substituted with
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1 to 3 subsituents independently selected from R, and wherein one Y is divalent and is
bonded to L,

R is -N(R®)QN(R®)C(0)- and is bonded to L at the carbonyl adjacent N(R®), wherein R® and
R® are each independently selected from the group consisting of H, -C;-Cs alkyl, -C;-Cg
heteroalkyl, -Ce-C14 aryl, -aralkyl, -C;-C;, heterocyclyl and -C5-Cg carbocyclyl, or R® or R®
joins with a substituted carbon on Q to form a -C;-C4 heterocyclic or -Cg-C14 heteroaryl ring,
or R® and R® join together to form a -C,-C; heterocyclic or -C¢-C14 heteroaryl ring system,
and where Q is -C;-Cg alkylene-, -C1-Cg heteroalkylene-, -C¢-Cy4 arylene-, -aralkylene-,
-C;-Cy heterocyclo- or -C5-Cg carbocyclo-, wherein Q, R*and R®are each independently

optionally substituted with 1 to 3 subsituents independently selected from R;

each Z is independently selected from the group consisting of H, and -C,-Cg alkyl and
wherein said C;-Cg alkyl, is optionally substituted with 1 to 3 subsitutents independently

selected from R, for each ring system in which Z appears;
L' and L® are each independently a direct bond;

T is selected from:
-C(AHX-T>-X'C(BY)-, where T is:

gD ]

m

wherein each X' is independently a bond, wherein A' and B' are each independently =0,
wherein g and | are each independently O and m is 1, and wherein D is -C3-Cg carbocyclo,
where said -C;-Cg carbocyclo is optionally substituted with —RF , -C(O)RF, -C(O)ORF,
-N(RF),, -N(R)C(O)REF or -N(R)C(O)ORF, and D is additionally optionally substituted by 1 to 2
R;

wherein each R is independently selected from the group consisting of H, -C;-Cg alkyl,
-C;-Cg heteroalkyl, -aryl, -aralkyl, -C;-Cq heterocyclyl, -Cs-Cg carbocyclyl, -C(O)OC,-Cg alkyl,
-C(O)N(C,-Cg alkyl),, and -C(O)-halo, and wherein each R is optionally substituted with 1 to

3 subsitutents independently selected from R;
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L is LA-L®-(L)5, wherein L* is selected from the group consisting of -halo, -N(R),,
-CON(R),, -S-aryl optionally substituted with -NO, or —-CON(R),, -S-heteroaryl optionally
substituted with -NO,, alkyl-SO,-heteroaryl, aryl[SO,-heteroaryl-,

PP B

L® is LB:-L®2-L®® wherein L®' is absent or is one or more components selected from the
group consisting of -C(O)-, -C(S)-, -C(O)NR-, -C(0)C;-Csalkyl-, -C(O)NRC;-Cgalkyl-,
-C1-Cealkyl(OCH,CHy)16-, -C(O)C1-CoalkyINRC(O)-, -C(0)C1-Calkyl(OCH,CHy) 1.6,
-C1-Cealkyl(OCH,CHy)1.6-C(O)-, -C1.Cealkyl-S-S-C; CoalkyINRC(O)CH,-,
-C1.Cealkyl(OCH,CHa)1 sNRC(O)CH,-, -C(O)Cy.Cealkyl-NRC(O)Cysalkyl-,
-N=CR-phenyl-O-C,.Cgalkyl-, -N=CR-phenyl-O-C,.Cgalkyl-C(O)-,
-C(0)-C,.Csalkyl(OCH,CH,); sNRC(O)-, -C(0O)C,.Csalkyl-phenyl(NR-C(O)C;.Cealkyl);.4-,
_C(0)C4.Cealkyl(OCH,CH,)1.s-NRC(0)Cy.Csalkyl-, -C; Cealkyl-, -S-, -C(O)-CH(NR-C(O)C-
Cealkyl)-Cy-Cqalkyl- and (-CHa-CHy-0-)1.0,

wherein L®% is AAy.1», wherein AA is a natural amino acid, a non-natural amino acid or

-(CR™),-S-S-(CR™), where o and p are each independently an integer from 1 to 20,
L® is -PABA-, -PABC-, -C(0O)(CH,),C(O)- or absent;

L is absent or independently selected from the group consisting of -C,.Cgalkylene-,
-NRC;-Cg-heterocyclyINR-, -NRC;-Cg-carbocyclylINR-, -NRC;-CgalkylNR-,
-NRC;-Cealkylene-, -S-, -NR-, -NRNR-, -O(CR3)1.4S-S(CR,)14N(R)-,
-NRC;-Cg-alkylenephenyleneNR-, -NRC;-CsalkylenephenyleneSO,NR-,
-OC,.CealkylS-SC,; CsalkylC(COOR)NR-, -NRC(COOR)C,.CsalkylS-SC;.CesalkylO-,
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8 0-3
‘ 03 , 0-3 0-3 M
(Xo-2

Wz
and % O %
—3—xA (X)X
\ /0
0-3

wherein
X"isCRorN,

X® is CH, CR(C(R)2)1.sNR, CR(C(R),)1.50, CR(C(R)»)1.:C(O)NR, CR-(C(R),)1.sC(O)NRNR,
CR(C(R),)15S0,NR, CR(C(R),)1.sNRNR, CR(C(R),)1.sNRC(O) or N,

each X°is R,
each X® is -(CH.)..s-, or is absent;
XFis O, S, C(R)2, C(R)(C(R)2)1.5-NR; or NR and

each X" is (C(R)2)1.s-NR or C(R),-(C(R),)1.5-O.

3. A compound of Formula (I11A):
AB—=(L=P)1.50 (IIIA)
or a pharmaceutically acceptable salt or solvate thereof, wherein:
AB is an antibody;
P is:
FleL'=T=-L%-F?

wherein:
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F" and F* are each independently selected from ring systems A, B, C, and D:

szz

Y-V ﬁ (Ring System A)

(Ring System B)

Y-V A (Ring System C)
w! s z
w2 : 7 z
e
vz " (Ring System D);

where:

each R is independently selected from the group consisting of H, -C;-Cy alkyl, -C,-Cg
alkenyl, -C,-Cg alkynyl, halo, hydroxyl, alkoxy, -NH,, -NH(C-Cg alkyl), -N(C;-Cg alkyl),, -NO,,
-Cs-Cy4 aryl and -C¢-Cy4 heteroaryl, wherein two or more R optionally join to form a ring or
rings, and wherein said -C4-Cy4 aryl and -C¢-Cy4 heteroaryl are optionally substituted with 1
to 5 substituents independently selected from -C;-Cyo alkyl, -C;-Cyo alkoxy, -halo, -C;-Cyg
alkylthio, -trifluoromethyl, -NH,, -NH(C;-Cg alkyl), -N(C;-Cg alkyl),, -C;-C;o alkyl-N(C;-Cg
alkyl),, -C;-C3 alkylthio, -NO, or -C;-Cyp heterocyclyl, for each ring system in which R

appears;
each V' is independently a bond, O, N(R) or S, for each ring system in which V' appears;

each V is independently O, N(R) or S, for each ring system in which V2 appears;
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W' and W are each independently H, or -C;-Cs alkyl for each ring system in which W* and
W? appear;

each X is independently selected from -OH, -O-acyl, azido, halo, cyanate, thiocyanate,

2
{~0-S-R
isocyanate, thioisocyanate, or O | for each ring system in which X appears;

each Y is independently selected from a bond, H, -C(O)RA, -C(S)RA, -C(O)ORA, -S(O)ZORA,
—C(O)N(RA)Z, —C(S)N(RA)Z, glycosyl, -NO,, and —P(O)(ORA)2 for each ring system in which Y
appears, wherein each R" is independently selected from H, -C;-C, alkyl, -C;-Cg
heteroalkyl, -C¢-C14 aryl, aralkyl, -C;-C1 heterocyclyl, -Cs-Cg carbocyclyl, -C;-Cy alkylN(R),,
-C,-C, alkylene, -C;-Cg heteroalkylene, -C4-Cy4 arylene, aralkylene, -C;-C,q heterocyclo,
-C;-Cg carbocyclo and -C;-Cy alkyIN(R)-, and R™ where said R* is optionally substituted with
1 to 3 subsituents independently selected from R, and wherein one Y is divalent and is
bonded to L,

R is -N(R®)QN(R®)C(O)- and is bonded to L at the carbonyl adjacent N(R®), wherein R® and
R® are each independently selected from the group consisting of H, -C;-Cg alkyl, -C;-Cg
heteroalkyl, -Cs-C14 aryl, -aralkyl, -C;-Cyo heterocyclyl and -C;-Cg carbocyclyl, or R® or R®
joins with a substituted carbon on Q to form a -C;-C,, heterocyclic or -C¢-Cy4 heteroaryl ring,
or R® and R® join together to form a -C;-C,, heterocyclic or -Ce-C14 heteroaryl ring system,
and where Q is -C;-Cg alkylene-, -C;-Cg heteroalkylene-, -C¢-Cy4 arylene-, -aralkylene-,
-C,;-Cy, heterocyclo- or -C3-Cg carbocyclo-, wherein Q, R*and R®are each independently
optionally substituted with 1 to 3 subsituents independently selected from R;

each Z is independently selected from the group consisting of H, and -C;-Cg alkyl and
wherein said C;-Cg alkyl is optionally substituted with 1 to 3 subsitutents independently

selected from R, for each ring system in which Z appears;
L' and L® are each independently a direct bond;

T is selected from:

-c(AHX-TAx'c(BY-, where T is:
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wherein each X' is independently a bond, wherein A" and B' are each independently =0,
wherein g and j are each independently 0 and m is 1, and wherein D is -C3-Cg carbocyclo,
where said --C;-Cg carbocyclo is optionally substituted with —RF , -C(O)RF, -C(O)ORF,
-N(RF),, -N(R)C(O)RF or -N(R)C(O)ORE, and D is additionally optionally substituted by 1 to 2
R;

wherein each R is independently selected from the group consisting of H, -C;-Cg alkyl,
-C;-Cg heteroalkyl, -aryl, -aralkyl, -C;-C,q heterocyclyl, -Cs-Cg carbocyclyl, -C(O)OC,-Cg alkyl,
-C(O)N(C,-Cg alkyl),, and -C(O)-halo, and wherein each R is optionally substituted with 1 to

3 subsitutents independently selected from R;
L is LA-LB-(L)13;

L* is selected from: a bond to AB, -NR-(bond to AB),

o

(0] (0]
(bond to AB) (bond to AB)
‘%NH %—-NH ‘%N
(bond to AB)
HO 0 , HO [e] and o X

LB jg | BL[ B2 B3

wherein L® is absent or is one or more components selected from the group consisting of
-C(O)-, -C(S)-, -C(O)NR-, -C(0O)C;-Csalkyl-, -C(O)NRC;-Cgalkyl-, -C;-Csalkyl(OCH,CH,)1.6-,
-C(0O)C;-CealkyINRC(O)-, -C(0O)C;-Csalkyl(OCH,CH,)1.6-, -C;1-Csalkyl(OCH,CH,)1.6-C(O)-,
-C1.Cealkyl-S-S-C;.CgalkyINRC(O)CH,-, -C;.Cgalkyl(OCH,CH,): sNRC(O)CH,-,
-C(0O)Cy.Csalkyl-NRC(O)C,.salkyl-, -N=CR-phenyl-O-C,.Csalkyl-,
-N=CR-phenyl-O-C,.Cgalkyl-C(O)-, -C(0)-C,.Cgsalkyl(OCH,CH,), sNRC(O)-,
-C(0O)C,.Csalkyl-phenyl(NR-C(O)C;.Csalkyl); 4-,
-C(0O)C,.Cealkyl(OCH,CHy)1.6-NRC(O)C,.Cgalkyl-, -C,.Cgalkyl-, -S-, -C(O)-CH(NR-C(O)C;-
Cealkyl)-C,-Csalkyl- and (-CH2-CH-O-)1.20;
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L®2 is AAy.1», Wherein AA is a natural amino acid, a non-natural amino acid or

-(CR™),-S-S-(CR™), where o and p are each independently an integer from 1 to 20,

L% is -PABA-, -PABC-, -C(0O)(CH,),C(O)- or absent,

L is absent or is independently selected from the group consisting of -C,.Cealkylene-,
-NRC;-Cg-heterocyclyINR-, -NRC;-Cs-carbocyclylINR-, -NRC;-CgalkylNR-,
-NRC;-Cgalkylene-, -S-, -NR-, -NRNR- , -O(CR5)1.4S-S(CR2)1.4N(R)-,
-NRC;-Cg-alkylenephenyleneNR-, -NRC;-CsalkylenephenyleneSO,NR-,
-OC,.CsalkylS-SC;.CsalkylC(COOR)NR-, -NRC(COOR)C;.CgalkylS-SC,.CsalkylO-,

\ )0—3

0-3

and

wherein

X*is CRor N,

_g —xA \‘I(\XD) XB _% —
4

Wg

—2—xA “XD WE %

% \ ,'( )—,'(XF)l-z
0-3

XB is CH, CR(C(R)2)1.sNR, CR(C(R)2)1.50, CR(C(R)5)1.5C(O)NR, CR-(C(R),)1.sC(O)NRNR,
CR(C(R)z)]_.gsOgNR, CR(C(R)2)1.3NRNR, CR(C(R)z)l.gNRC(O) or N,

each X% is R;

each X® is -(CH,),.s-, or is absent;

XEis O, S, C(R),, C(R)(C(R).)1-NR; or NR, and

each X" is (C(R),)1.5-NR or C(R),-(C(R),)1.5-O .

4. A compound of Formula (l1B):

FLLLT-L2-F
|
L (11B)
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or a pharmaceutically acceptable salt or solvate thereof, wherein:
F" and F* are each independently selected from ring systems A, B, C, and D:

szz

Y-V ~ (Ring System A)

(Ring System B)

(Ring System C)

V2 & (Ring System D);
where:

each R is independently selected from the group consisting of H, -C;-Cy alkyl, -C,-Cg
alkenyl, -C,-Cg alkynyl, halo, hydroxyl, alkoxy, -NH,, -NH(C-Cg alkyl), -N(C;-Cg alkyl),, -NO,,
-Cs-Cy4 aryl and -C¢-Cy4 heteroaryl, wherein two or more R optionally join to form a ring or
rings, and wherein said -C4-Cy4 aryl and -C¢-Cy4 heteroaryl are optionally substituted with 1
to 5 substituents independently selected from -C;-Cyo alkyl, -C;-C4o alkoxy, -halo, -C;-Cyg
alkylthio, -trifluoromethyl, -NH,, -NH(C;-Cg alkyl), -N(C;-Cg alkyl),, -C;-C;o alkyl-N(C;-Cg
alkyl),, -C;-C3 alkylthio, -NO, or -C;-Cy, heterocyclyl, for each ring system in which R

appears;
each V' is independently a bond, O, N(R) or S, for each ring system in which V'appears;

each Vis independently O, N(R) or S, for each ring system in which Va appears;
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w' and W are each independently H, or -C;-Cs alkyl;

each X is independently -OH, -O-acyl, azido, halo, cyanate, thiocyanate, isocyanate,

thioisocyanate, or O | for each ring system in which X appears;

each Y is independently selected from the group consisting of H, -C;-Cg alkyl-R* -C(O)RA,
-C(S)R", -C(0)OR", -5(0),0R", -C(O)N(R™),, -C(S)N(R"),, glycosyl, -NO,, and -PO(OR"), for
each ring system in which Y appears, wherein each R is independently selected from the
group consisting of H, -C;-Cy alkyl, -C;-Cs heteroalkyl, -Cs-Cy4 aryl, aralkyl, -C;-Cy
heterocyclyl, -C3-Cg carbocyclyl and -C;-C,, alkylN(R),, wherein said -C;-C,y alkyl, -C1-Cg
heteroalkyl, -C¢-Cy4 aryl, aralkyl, -C;-C4o heterocyclyl, -C5-Cg carbocyclyl and -C;-Cy

alkyIN(R), are optionally substituted with 1 to 3 subsitutents independently selected from R;

each Z is independently selected from the group consisting of H, and -C;-Cg alkyl, wherein
said C;-Cg alkyl is optionally substituted with 1 to 3 subsitutents independently selected from

R, for each ring system in which Z appears;
L' and L® are each independently a direct bond;

T is selected from:

-C(AHX-T>-X'C(BY)-, where T is:

wherein each X' is independently a bond, wherein A" and B' are each independently =0,
wherein g and | are each independently 0 and m is 1, and wherein D is -C3-Cg carbocyclo,
where said -C;-Cg carbocyclo is substituted with one member of the group selected from
N(RF)C(O)- where the carbonyl is bonded to L, and -C(O)- where the carbonyl is bonded to
L, and additionally optionally substituted by 1 to 2 R;

where each R is independently selected from the group consisting of H, -C;-Cg alkyl, -C4-Cg

heteroalkyl, -aryl, -aralkyl, -C;-C,o heterocyclyl, -Cs-Cg carbocyclyl, -C(O)OC;-Cg alkyl,
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-C(O)N(C;-Cs alkyl),, and -C(O)-halo, and wherein each R is optionally substituted with 1 to

3 subsitutents independently selected from R;
L is LA-LB-(L)13;

L" is selected from -halo, -N(R),, -CON(R),, -S-aryl optionally substituted with -NO, or
-CONR;,, -S-heteroaryl optionally substituted with -NO,, alkyl-SO,-heteroaryl, arylSO,-

heteroaryl-,

S ar 0

LB jg | BL[ B2 B3

wherein L® is absent or is one or more components selected from the group consisting of
-C(0)- , -C(S)-, -C(O)NR-, -C(0)C;-Cqalkyl-, -C(O)NRC;-Cgalkyl-, -C;-Cealkyl(OCH,CH,)1.6-,
-C(0)C;-CealkyINRC(O)-, -C(0)C;-Cealkyl(OCH,CHy);.6-, -C1-Cealkyl(OCH,CHy);.6-C(O)-,
-C1.Csalkyl-S-S-C; CgalkyINRC(O)CH,-, -C; Cealkyl(OCH,CH); sNRC(O)CH,-,
-C(0O)C,.Csalkyl-NRC(O)C;.salkyl-, -N=CR-phenyl-O-C; Cgalkyl-,

-N=CR-phenyl-O-C; Cgalkyl-C(O)-, -C(0O)-C;.Csalkyl(OCH,CH,); {NRC(O)-,
-C(0O)C,.Csalkyl-phenyl(NR-C(O)C;.Csalkyl); 4-,
-C(0)C1.Cgalkyl(OCH,CH,)1.-NRC(0)C1.Cgalkyl-, -C1.Cgalkyl-, -S-, -C(O)-CH(NR-C(O)C;-
Cealkyl)-C,-Csalkyl- and (-CH»-CH»-0-)1.50;

L®2 is AAo.1», Wherein AA is a natural amino acid, a non-natural amino acid or

-(CR"),-S-S-(CR™), where o and p are each independently an integer from 1 to 20,
L% is -PABA-, -PABC-, -C(0O)(CH,),C(O)- or absent;

L is absent or is independently selected from the group consisting of -C,.Cealkylene-,
-NRC;-Cg-heterocyclyINR-, -NRC;-Cg-carbocyclylNR-, -NRC;-CgalkyINR-,
-NRC;-Csalkylene-, -S-, -NR-, -NRNR- , -O(CR3);4S-S(CR3)1.4N(R)-,
-NRC;-C¢-alkylenephenyleneNR-, -NRC;-CsalkylenephenyleneSO,NR-,
-OC,.CsalkylS-SC,.CesalkylC(COOR)NR-, -NRC(COOR)C,.CgalkylS-SC,.CsalkylO-,
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' 0-3
-%-x/«\;gx% xB-é— _g_N y 3{ %N/‘\Xs %
' 0-3 0-3
(X%)o.2

Wz
and % A P D E %
—3-xA  (XD) X
\ —,'(XF)l-z
0-3

wherein
X"is CRor N,

X® is CH, CR(C(R)2)1.sNR, CR(C(R),)1.50, CR(C(R)»)1.:C(O)NR, CR-(C(R),)1.sC(O)NRNR,
5  CR(C(R)2)1.3S0:NR, CR(C(R),)1sNRNR, CR(C(R),):.sNRC(O) or N;

each X°is R;

each X® is -(CH.)..s-, or is absent;

XEis O, S, C(R)2, C(R)(C(R),)1.s-NR; or NR, and

each X" is (C(R)2)1.s-NR or C(R),-(C(R),)1.5-O.
10 5. A compound of Formula (11IB):

FLLLT-L2-F?
|
AB L

1-20 (Formula 111B)
or a pharmaceutically acceptable salt or solvate thereof, wherein:

AB is an antibody;

F"and F° are each independently selected from ring systems A, B, C, and D:
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(Ring System A)

(Ring System B)

(Ring System C)

vz - (Ring System D);
where:

each R is independently selected from the group consisting of H, -C;-C, alkyl, -C,-Cg
alkenyl, -C,-Cg alkynyl, halo, hydroxyl, alkoxy, -NH,, -NH(C-Cg alkyl), -N(C;-Cg alkyl),, -NO,,
-C6-Cy4 aryl and -Cs-Cy4 heteroaryl, wherein two or more R optionally join to form a ring or
rings, and wherein said -C4-Cy4 aryl and -Cg¢-Cy4 heteroaryl are optionally substituted with 1
to 5 substituents independently selected from -C;-Cyq alkyl, -C;-C4o alkoxy, -halo, -C;-Cyq
alkylthio, -trifluoromethyl, -NH,, -NH(C;-Cg alkyl), -N(C;-Cg alkyl),, -C;-Cio alkyl-N(C;-Cg
alkyl),, -C;-Cs alkylthio, -NO, or -C;-Cyy heterocyclyl, for each ring system in which R

appears;
each V' is independently a bond, O, N(R) or S, for each ring system in which V*appears;
each Vis independently O, N(R) or S, for each ring system in which Va appears;

w' and W’ are each independently H, or -C,-Cs alkyl for each ring system in which W* and

W? appear;
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each X is independently -OH, -O-acyl, azido, halo, cyanate, thiocyanate, isocyanate,

Q
{~0-5-R
thioisocyanate, or O | for each ring system in which X appears;

each Y is independently selected from the group consisting of H, -C;-Cs alkyl-R* -C(O)RA,
-C(S)R", -C(0)OR", -S(0),0R", -C(O)N(R),, -C(S)N(R),, glycosyl, and -PO(OR"), for each
ring system in which Y appears, wherein each R is independently selected from the group
consisting of H, -C;-Cy alkyl, -C1-Cg heteroalkyl, -C¢-C14 aryl, aralkyl, -C;-C1o heterocyclyl,
-C3-Cg carbocyclyl and -C;-C, alkyIN(R),, wherein said -C;-Cy alkyl, -C;-Cg heteroalkyl,
-Cg-Cy4 aryl, aralkyl, -C;-Cyo heterocyclyl, -C5-Cg carbocyclyl and -C;-Cy alkyIN(R), are
optionally substituted with 1 to 3 subsitutents independently selected from R;

each Z is independently selected from the group consisting of H, and -C;-Cg alkyl wherein
said C;-Cg alkyl is optionally substituted with 1 to 3 subsitutents independently selected from

R, for each ring system in which Z appears;
L' and L” are each independently a direct bond;

T is selected from:
-C(AHYX -T*-X'C(BY)-, where T’ is:

gD

m

wherein each X' is independently a bond, wherein A' and B' are each independently =0,
wherein g and j are each independently 0 and m is 1, and wherein D is -C5-Cg carbocyclo,
where said -Cs-Cg carbocyclo is substituted with one member of the group selected from
N(RF)C(O)- where the carbonyl is bonded to L, and -C(O)- where the carbonyl is bonded to
L, and additionally optionally substituted by 1 to 2 R;

where each R is independently selected from the group consisting of H, -C;-Cg alkyl, -C;-Cg
heteroalkyl, -aryl, -aralkyl, -C;-C;, heterocyclyl, -Cs-Cg carbocyclyl, -C(O)OC;-Cg alkyl,
-C(O)N(C,-Cg alkyl),, and -C(O)-halo, and wherein each R is optionally substituted with 1 to

3 subsitutents independently selected from R;
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Lis LA-L®-(L®)y3;

L* is selected from: a bond to AB, -NR-(bond to AB),

(0] O
(bond to AB) (bond to AB)
NH
, and ) ;

HO o
LB jg [ Bl. B2 B3

wherein L®! is absent or is one or more components selected from the group consisting of
-C(O)-, -C(S)-, -C(O)NR-, -C(0O)C;-Csalkyl-, -C(O)NRC;-Cgalkyl-, -C;-Csalkyl(OCH,CH,)1.6-,
-C(0O)C;-CealkyINRC(O)-, -C(0O)C;-Cealkyl(OCH,CH,)1.6-, -C;-Csalkyl(OCH,CH,)1.6-C(O)-,
-C;.Cealkyl-S-S-C;.CsalkyINRC(O)CH,-, -C;.Cgalkyl(OCH,CH5); sNRC(O)CH,-,
-C(0)C,.Csalkyl-NRC(O)Cy¢alkyl-, -N=CR-phenyl-O-C; Cgsalkyl-,
-N=CR-phenyl-O-C,.Cgalkyl-C(O)-, -C(0)-C,.Csalkyl(OCH,CH); sNRC(O)-,
-C(0)C,.Csalkyl-phenyl(NR-C(O)C, Csalkyl); 4-,
-C(0O)C,.Csalkyl(OCH,CHy)1.6-NRC(O)C,.Csalkyl-, -C,.Csalkyl-, -S-, -C(0O)-CH(NR-C(O)C;-
Cealkyl)-C,-Csalkyl- and (-CH2-CH2-O-) 1 20;

LB2 is AAy.1», Wherein AA is a natural amino acid, a non-natural amino acid or

-(CR™),-S-S-(CR™), where o and p are each independently an integer from 1 to 20,
L% is -PABA-, -PABC-, -C(O)(CH,),C(O)- or absent;

L is absent or is independently selected from the group consisting of -C,.Cgalkylene-,
-NRC;-Cg-heterocyclyINR-, -NRC;-Cg-carbocyclylNR-, -NRC;-CgalkyINR-,
-NRC;-Csalkylene-, -S-, -NR-, -NRNR- , -O(CR3)1.4S-S(CR,)1.4N(R)-,
-NRC;-C¢-alkylenephenyleneNR-, -NRC;-CsalkylenephenyleneSO,NR-,
-OC,.CsalkylS-SC,.CgalkylC(COOR)NR-, -NRC(COOR)C;.CgalkylS-SC, CsalkylO-,
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- _XA sz) XB_é_ /\ B
\ ,l / _%_N XB N\/X
‘ 0-3 : 03 03 0-3
(X%)o-2
Wz
and % A P D E %
—Gg—X x® X
S (XN
0-3
wherein
X*is CR or N,

X8 is CH, CR(C(R)2)1.sNR, CR(C(R),)1.50, CR(C(R)2)1.:C(O)NR, CR-(C(R),)1.sC(O)NRNR,
CR(C(R),)15S0,NR, CR(C(R),):.sNRNR, CR(C(R),)1.sNRC(O) or N;

each X% is R;

each X® is -(CH.)..s-, or is absent;

XEis O, S, C(R)2, C(R)(C(R),)15-NR, or NR, and
each X" is (C(R)2)1.s-NR or C(R),-(C(R),)1.5-O.

6. The compound of claim 1, or a pharmaceutically acceptable salt or solvate thereof,

wherein:

each R is independently selected from the group consisting of H, -C;-C,, alkyl and -NH;;
each V' is independently O or N(R) for each ring system in which V* appears;
each Vis independently O or N(R) for each ring system in which Va appears;

W' and W’ are each independently H, or -C;-Cs alkyl for each ring system in which W* and

W? appear;

each X is independently halo, for each ring system in which X appears;
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each Y is independently selected from the group consisting of H, -C(O)RA, -C(O)N(RA)Z,
glycosyl, -NO,, and —PO(ORA)Z for each ring system in which Y appears, wherein each R is
independently selected from the group consisting of H, -C;-C, alkyl, -C;-Cg heteroalkyl,
-C3-Cg carbocyclyl and -C;-C, alkyIN(R),, wherein said -C;-C, alkyl, -C;-Cg heteroalkyl,
-C3-Cg carbocyclyl and -C;-Cy alkyIN(R), are optionally substituted with 1 to 3 subsitutents
independently selected from R;

L' and L” are each independently direct bond; and
T is selected from:

-c(AHX-TAx'c(BY)-, where T is:

wherein each X' is a bond, wherein A" and B are each independently =0, wherein g and j
are each independently 0 and m is 1, and wherein D is -Cs-Cg carbocyclo, where said
--C3-Cg carbocyclo is optionally substituted with -NH,, -N(R)C(O)H or -N(R)C(O)OH.

7. The compound of any of claims 2-3, or a pharmaceutically acceptable salt or

solvate thereof, wherein:

each R is independently selected from the group consisting of H, -C;-C» alkyl and -NH,;
each V' is independently O or N(R) for each ring system in which V* appears;

each Vis independently O or N(R) for each ring system in which va appears;

w' and W’ are each independently H, or -C,-Cs alkyl for each ring system in which W* and

W? appear;
each X is independently halo, for each ring system in which X appears;

each Y is independently selected from a bond, H, -C(O)RA, -C(S)RA, -C(O)ORA, -S(O)zoRA,
-C(O)N(RA)Z, -C(S)N(RA)Z, glycosyl, -NO,, and -P(O)(ORA)Z for each ring system in which Y
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appears, wherein each R" is independently selected from H, -C;-C, alkyl, -C;-Cg
heteroalkyl, -C¢-C14 aryl, aralkyl, -C;-C1o heterocyclyl, -Cs-Cg carbocyclyl, -C1-Cy alkylN(R),,
-C,-C, alkylene, -C;-Cg heteroalkylene, -C4-Cy4 arylene, aralkylene, -C;-Ci heterocyclo,
-C;-Cg carbocyclo and -C;-Cy alkyIN(R)-, and RT where said R* is optionally substituted with
1 to 3 subsituents independently selected from R, and wherein one Y is divalent and is
bonded to L,

R is -N(R®)QN(R®)C(O)- and is bonded to L at the carbonyl adjacent N(R®), wherein R® and
R® are each independently selected from the group consisting of H, -C;-Cg alkyl, and -C;-Cg
heteroalkyl, or R® or R® joins with a substituted carbon on Q to form a -C;-C,, heterocyclic or
-Cs-C14 heteroaryl ring, or R® and R® join together to form a -C;-Cy, heterocyclic or -Cg-Cy4
heteroaryl ring system, and where Q is -C;-Cg alkylene-, -C4-Cy4 arylene-, or -C3-Cg
carbocyclo-, wherein Q, R®and R®are each independently optionally substituted with 1 to 3
subsituents independently selected from R;

L' and L” are each independently a direct bond; and
T is selected from:
-C(AHYX -T*-X'C(BY)-, where T’ is:
R1R2 R3 R4
gD i

m

wherein each X' is a bond, wherein A" and B" are each independently =O, wherein g and j
are each independently 0 and m is 1, and wherein D is -C3-Cg carbocyclo, where said
--C3-Cg carbocyclo is optionally substituted with -NH,, -N(R)C(O)H or -N(R)C(O)OH.

8. The compound of any of claims 4-5, or a pharmaceutically acceptable salt or

solvate thereof, wherein:

each R is independently selected from the group consisting of H, -C;-C,, alkyl and -NH;;
each V' is independently O or N(R) for each ring system in which V* appears;

each Vis independently O or N(R) for each ring system in which Ve appears;
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W' and W are each independently H, or -C;-Cs alkyl for each ring system in which W* and
W? appear;

each X is independently halo, for each ring system in which X appears;

each Y is independently selected from the group consisting of H, —C(O)RA, —C(O)N(RA)Z,

glycosyl, -NO,, and -PO(ORA)z for each ring system in which Y appears, wherein each R is
independently selected from the group consisting of H, -C;-C,, alkyl, -C;-Cg heteroalkyl,
-C5-Cg carbocyclyl and -C;-C, alkyIN(R),, wherein said -C;-C,o alkyl, -C;-Cg heteroalkyl,
-C5-Cg carbocyclyl and -C;-Cyo alkyIN(R), are optionally substituted with 1 to 3 subsitutents
independently selected from R;

L' and L® are each independently a direct bond; and
Tis -C(AHYX-T>-X'C(B")-, where T is:
R1R2 R3 R4
oD i

m

wherein each X' is a bond, wherein A" and B are each independently =0, wherein g and j
are each independently 0 and m is 1, and wherein D is --C5-Cg carbocyclo is optionally
substituted with -NH,, -N(R)C(O)H or -N(R)C(O)OH.

9. The compound of any of claims 2 and 4, or a pharmaceutically acceptable salt or
solvate thereof, wherein:

L* is selected from the group consisting of -halo, -N(R), , -CON(R),, -S-aryl optionally
substituted with -NO, or —-CON(R),, -S-heteroaryl optionally substituted with -NO,, alkyl-SO,-
heteroaryl, arylSO,-heteroaryl-,and

$
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L® is LB1-L®2-L®® wherein L®' is absent or is one or more components selected from the
group consisting of -C(O)-, -C(S)- , -C(O)NR-, -C(0O)C;-Cgalkyl-, -C(O)NRC;-Cgalkyl-,
-C;-Cealkyl(OCH,CH,);.6-, -C(0O)C;-CealkyINRC(O)-, -C(0O)C;-Cealkyl(OCH,CH,);6-,
-C;-Cealkyl(OCH,CHy);.6-C(0)-, -C;.Cealkyl-S-S-C;.CealkyINRC(O)CH,-,
-C,.Csalkyl(OCH,CH,); iNRC(O)CH,-, -C(0)C,.Csalkyl-NRC(O)C; salkyl-,
-C(0)-C,.Csalkyl(OCH,CH,); sNRC(O)-, -C(0O)C,.Csalkyl-phenyl(NR-C(O)C;.Cealkyl);.4-,
-C(0)C,.Cgalkyl(OCH,CH,)16-NRC(O)C,.Cealkyl-, -C;.Cealkyl-, -S-, -C(0)-CH(NR-C(O)C;-
Cealkyl)-C1-Csalkyl- and (-CH,-CH,-0-) 1.0, wherein L®2 is AAq.1,, wherein AA is a natural
amino acid, a non-natural amino acid or -(CR"®),-S-S-(CR™), where o and p are each
independently an integer from 1 to 20, and L® is -PABA-, -PABC-, -C(O)(CH,),C(O)- or

absent; and
LS is absent.

10. The compound of any of claims 3 and 5, or a pharmaceutically acceptable salt or

solvate thereof, wherein:

L* is selected from: a bond to AB, -NR-(bond to AB),

(0] O
(bond to AB) (bond to AB)
NH
, and ) :

HO (0]

L® is L®*-L®2%-L®® wherein L®' is absent or is one or more components selected from the
group consisting of -C(0O)- , -C(S)-, -C(O)NR-, -C(0)C;-Csgalkyl-, -C(O)NRC;-Csalkyl-,
-C1-Cealkyl(OCH,CH,) 1.6, ~C(O)C1-CoalkyINRC(O)-, -C(O)C1-Coalkyl(OCH,CHy) .-,
-C1-Cealkyl(OCH,CH,)1.-C(O)-, -C.Cealkyl-S-S-C;.CgalkyINRC(O)CHy-,
-C1.Cealkyl(OCH,CH,)1 sNRC(O)CH,-, -C(0)C1.Coalkyl-NRC(O)C1salkyl-,
_C(0)-C1.Cealkyl(OCH,CHy)1. sNRC(O)-, -C(O)C1.Coalkyl-phenyl(NR-C(O)Cy.Cealkyl)r 4,
-C(0)C1.Cealkyl(OCH,CH,)y.s-NRC(O)Cy.Caalkyl-, -C1.Cgalkyl-, -S-, -C(O)-CH(NR-C(O)Cy-
Csalkyl)-C;-Csalkyl- and (-CH,-CH,-0-)1.50, Wherein L®? is AAq.1,, wherein AA is a natural
amino acid, a non-natural amino acid or -(CR"®),-S-S-(CR"), where o and p are each
independently an integer from 1 to 20, and L® is -PABA-, -PABC-, -C(O)(CH.),C(O)- or

absent; and

LS is absent.
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11. A compound according to Claim 1, or a pharmaceutically acceptable salt or
solvate thereof, selected from:

Cl—, Cl
N 6 N

/ A\

S ° © S

O\fO OYO
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Cl

0N
Z
O%
Z
U)
2/:\[

o , and
Cl—. Cl
7 A\
S © © S
@)
(@) W\ /O
O\« /P\
» o
0]

O:N+
O

12. A compound according to Claim 1, or a pharmaceutically acceptable salt or solvate

Cl—., Cl
N N
2 4 o A\
S S
H OPg

(0]

thereof, selected from:

C

/ | Q Cl
Nm/@/k“
4 o)
S \
s
OH o0 |

P
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O

PgO

where Pg is H, acyl, POsH,, or glycosyl.

Cl

Cl

OPg

Cl

()]

NH»

Cl

)

OPg

Cl
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13. A compound according to Claim 2, or a pharmaceutically acceptable salt or solvate

c—., cl
M A
/ \
S o © S
(@)
O/\//O \\P/O

HO” \OH

thereof, selected from:

N
H

AN

NH

i
o} o o /@/\O N N\
H
N/\/O\/\O/\/o\/\o/\/o\/\o/\)khIrN\)L |
\ H o H
(e}

07 "NH,

14. A compound according to Claim 2, or a pharmaceutically acceptable salt or solvate

thereof, comprising a payload and a linker, said payload selected from:

Cl—, cl

w
%Z
Z

NGPL

%0 OPg

OPg and

and said linker is selected from:
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(OorS)
l
o} 0 o o SN NP
&Z/\/O\/\o/\/O\/\o/\/O\/\O/\)k'\E/H\)kN/KjA | \[X]/
H :H
o o \L ,
X
(OorS) O™ 'NH;
JL |
N__P
o) o) 07 N A
H H
AL 2T
o M o :\kH
NH
NH O)\NHZ
(OorS)

(OorS)

, and
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where

P represents the point of attachment to said payload,
each R’ is independently H or -C;-Cy alkyl,

R® is -C;-Cy alkyl, -Cs-Cy4 aryl or -Ce-Cy4 heteroaryl,
Pg is H, acyl, PO3zH,, or glycosyl,

n = 0-20, and

m = 0-20.

15. A compound according to Claim 2, or a pharmaceutically acceptable salt or
solvate thereof, comprising a payload and a linker, said payload selected from:

CI_/,, CI Cl_/,, Cl
eefa’ates JNeera ates
o} o} Y
(0] (@] S

OPg

Cl

and said linker is selected from:
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N %N
o M o :\LH
NH
NH O)\NHZ

(OorS)

O @) o p
H
H2N/\/O\/\O/\/O\/\O/\/O\/\O/\)J\ ,\I( N \)J\N/©/\
H : H
@)

S

NH
07 "NH,

where

P represents the point of attachment to said payload,



10

- 202 -

each R’ is independently H or -C;-Cy alkyl,

R® is -C;-Cy alkyl, -Cs-Cy4 aryl or -Ce-Cy4 heteroaryl,
Pg is H, acyl, PO3zH,, or glycosyl,

n = 0-20, and

m = 0-20.

16. A compound according to Claim 3, or a pharmaceutically acceptable salt or

solvate thereof, selected from:

Cl—,

ReiEaars

Ho" \OH

S g 507 e
1

NH

07 "NH,
and wherein X is an antibody selected from the group consisting of IL13Ra2-AB08-v1.0,

CD33-11A1-v1417-hG1-(C), CD33-11A1-v1417-K334C-K392C-hG1-(C334+C392), and
CD33-11A1-v1417-K334C-hG1-(C334).

17. A compound according to Claim 3, or a pharmaceutically acceptable salt or solvate
thereof, selected

from:
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0 e 07 NN
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: A
O (0] O
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Ho§ i H
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NH
07 NH,
cl—, al
NY@\WN
%4 A\
S 0 © S
o>?S Qi:,o
HO™ “on

s
o) o o /@AOJ\N/\/N\
H
N/\/OM\O/\/O\/\ONOV\O/\)k'IrN\)LN !
Ho D= h
o

AB-S \L

NH
07 “NH,
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) 0 !
N/\/OV\O/\/OV\O/\/O\/\O/\/KN N\_)LN

3
AB-S o \L

o) o o) 0
H
N/\/Owo/\/o\/\o/\/o\/\o/\)k,;';rN\)LN
H :H
_d o

AB

0] O o /@/\
H
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N
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S
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N
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cl
cl
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s
s © 0
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and



10

15

20

- 209 -

Cl Cl

AT g S

- N
o " o \H
\H NH
AB\H/NH PN,
o)

where AB is an antibody.

18. The compound of claim 17, or a pharmaceutically acceptable salt or solvate
thereof, wherein said antibody AB is selected from trastuzumab, trastuzumab mutants,
oregovomab, edrecolomab, cetuximab, a humanized monoclonal antibody to the vitronectin
receptor (avp3), alemtuzumab, anti HLA DR antibodies, 1311 Lym 1, anti HLA Dr10
antibodies, anti cd33 antibodies, anti cd22 antibodies, labetuzumab, bevacizumab,
ibritumomab tiuxetan, ofatumumab, panitumumab, rituximab, tositumomab, ipilimumab, and

gemtuzumab.

19. Alinker payload or an antibody drug conjugate, or a pharmaceutically acceptable
salt or solvate thereof, comprising a radical of a compound of Claim 11 or Claim 12.

20. An antibody drug conjugagte, or a pharmaceutically acceptable salt or solvate

thereof, comprising a radical of a compound of any one of Claims 13 to 15.

21. A pharmaceutical composition comprising a compound of any one of Claims 1 to
20 or a pharmaceutically acceptable salt or solvate thereof, and pharmaceutically acceptable

excipient.

22. A compound according to any one of Claims 1 to 20, or a pharmaceutically
acceptable salt or solvate thereof, or a pharmaceutical composition of Claim 21, for use in

the treatment of cancer.

23. A compound, or a pharmaceutically acceptable salt or solvate thereof, or a
pharmaceutical composition for use according to claim 22, wherein said cancer is bladder
cancer, breast cancer, cervical cancer, colon cancer, endometrial cancer, kidney cancer,
lung cancer, esophageal cancer, ovarian cancer, prostate cancer, pancreatic cancer, skin

cancer, stomach (gastric) cancer, testicular cancer, leukemias and lymphomas.



