






















































































































































































































































































































































































z 

v-v 	' (Ring System A) 

H 

(Ring System B) 

claims 

1. A compound of Formula (I): 

0-1-1-T-1.242  (I) 

5 	or a pharmaceutically acceptable salt thereof, wherein: 

F1  and F2  are each independently selected from ring systems A, B, C and D: 

(Ring System C) 

10 (Ring System ID); 

each R is independently selected from the group consisting of H. .Ci-C20  alkyl, -CDC8  

alkenyl, -C2-C6 alkynyl, halo, hydroxyl, alkoxy, 	-NH(Ci-Ca alkyl), -N(CI-C,, 
alkyl)2, -NO2, -C6-014  aryl and -Oren heteroaryl, and wherein said -Cs-CH  aryl and -CrCi4 
heteroaryl are optionally substituted with 1 to 5 substituents independently selected 

15 	from -01-Clo alkyl, -CI-Cie alkoxy, -halo, -C1-010 alkylthio, -trifluoromethyl, -NH2, -NH(Ci-C8  

to 
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4. 	•• PC72042 

alkyl), -N(Ci-Cs alky1)2, -C1-Cis alkyl-N(Ci-Cs alkyl)2, -01-03 alkylthlo, -NO2  or -C1-010 

heterocyclyl, for each ring system In which R appears; 

each V1  is independently a bond, 0, N(R) or S, for each ring system in which VI  appears; 

each V2is independently 0, N(R) or 8, for each ring system In which V2  appears; 

	

5 	W1  and VV2  are each independently H, or -Ci-Cs alkyl, for each ring system in which W1  and 

VV2  appear; 

each X is Independently -OH, -0-acyl, azIdo, halo, cyanate, thiocyanate, isocyanate, 
0 ii 

t—ors—tt li 
thioisocyanate, or 	0 ,for each ring system in which X appears; 

each Y is independently selected from the group consisting of H, -area 

	

10 	alkyl-R", -C(0)RA, -C(S)R", -C(0)OR", -S(0)20R", -C(0)N(R52, -C(8)14(RA)2, glycosyl, -NO2  

and -PO(ORA)2, for each ring system in which Y appears, wherein each RA  is independently 

selected from the group consisting of H, -C1-C2s alkyl, -C1-Ca heteroalkyl, -06-CH  aryl, 

aralkyl, '-C1-C10 heterocyclyl, -03-Cs carbocyclyi and -C,-020  alkylN(R)2, wherein said -C,-C20  

alkyl, -C,-Cs  heteroalkyl, -Cs-Cu aryl, aralkyl, -C,-Cis heterocyclyl, -Cs-Cs carbocycly1 

15 and -C1-C2o alkylN(R)2  are optionally substituted with 1 to 3 subsitutents independently 

selected from R; 

each Z is independently selected from the group consisting of I-I, and -Ch-Ca alkyl and 

wherein said Cs-Ce alkyl, are each optionally substituted with 1 to 3 subsitutents 
independently selected from R, for each ring system In which Z appears; 

	

20 	L1  and L2  are each independently a direct bond 

T Is selected from: 

wherein each RE  Is independently selected from the group consisting of H, -C1-Cs 

alkyl, -C1-Cs heteroalkyl, -Cs-Cu aryl, -aralkyl, -C1-010 heterocyclyl, -Cs-Cs  

	

25 	carbocyclyl, -C(0)0C1-Cs alkyl, -C(0)N(01-08 alky02, and -C(0)-halo, and wherein each RE  

is optionally substituted with 1 to 3 subsitutents independently selected from R, and 
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PC72042 	 .1 

-C(A1)X1-12X1C(51)-, where 12  Is: 

wherein each Xi  is independently a bond wherein Al  and Bt  are each independently =0, 

wherein R1, R2, R3, and R4  are each independently H, wherein g and j are each 

independently 0 or 1 and m is 1 , and wherein D is -C,Ce carbocyclo, where said —Ca-Ca 

carbocyclo is optionally substituted with —RE  , -C(0)RE, -C(0)ORE, -N(RE)2, -N(R)C(0)RE  

or -N(R)C(0)0RE, and D Is additionally optionally substituted by 1 to 2 R, 

• 

2. A compound of Formula (IIA): 

to 	 (IIA) 

or a pharmaceutically acceptable salt thereof, wherein: 

P is: 

Ft 	T 

wherein: 

15 	Fl  and F2  are each independently selected from ring systems A, B, C and D: 

z 

Y-V 	tit  (Ring System A) 

W2  

HN 

\ 	 (Ring System B) 

H 
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(Ring System C) 

t4 

(Ring System D); 

each R is independently selected from the group consisting of 11, -0i-0w alkyl, -Cres 

alkenyl, -02-es alkynyl, halo, hydroxyl, alkoxy, -NH2, -NH(Cres alkyl), -N(Ci-Cs  

5 	alkyl)2, -NO2, -C6-014 aryl and -es-Cis heteroaryl, and wherein said -Cs-Cu aryl and -es-C14 

heteroaryl are optionally substituted with 1 to 5 substituents independently selected 

from -01-010 alkyl, -01-Oro alkoxy, -halo, -Ci-Cia alkylthio, -trifluoromethyl, -NH2, -NH(Ci-C3  

alkyl), -N(Ci-Cs alkyl)2, -Crew alkyl-N(Ci-Cs alkyl)2, -Ci-Cs alkylthlo, -NO2  or -C1-010 

heterocyclyl, for each ring system in which R appears; 

io 	each V.1  is independently a bond, 0, N(R) or S, for each ring system in which V' appears; 

each V2  Is independently 0, N(R) or S, for each ring system in which V2  appears; 

WI  and W2  are each Independently H, or -el-Cs alkyl, for each ring system in which WI and 

W2  appear, 

each X Is independently selected from -OH, -0-acyl, azido, halo, cyanate, thiocyanate, 

/5 	isocyanate, thloisocyanate, or 	0  for each ring system in which X appears; 

each 	Y 	is 	independently 	selected . 	from 	a 	bond, 

0, -c(0)RA, -C(S)R'', -C(0)0RA, -S(0)20RA, -C(0)N(RA)2, -C(S)N(RA)2, glycosyl, -NO2 

and -P(0)(0R52 for each ring system In which Y appears, wherein each Fe is Independently 

,selected from H, -C1-020 alkyl, -Cres heteroalkyl, -C6-C14 aryl, aralkyl, -Crete' 
20 heterocyclyl, -Ca-Cs carbocyclyl, -Crew alkylN(R)2, -Cre2s alkylene, -Cres 

heteroalkylene, -es-C74  arylene, aralkylene, -Crew heterocyclo, -Cs-Os carbocyclo 
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and -01-C20  alkylN(R)-, and RF  where said RA is optionally substituted with 1 to 3 subsituents.  

• independently selected from R, and wherein one Y is divalent and is bonded tot., 

RF Is -N(R5)QN(R5)C(0)- and is bonded to L at the carbonyl adjacent N(115), wherein R5  and 

Rs  are each independently selected from the group consisting of H, -Cr-Ca alkyl, -C1-C8  

	

5 	heteroalkyl, -Ceti, aryl, -aralkyl, -Cram heterocycly1 and -C3-Ca carbooyclyl, or Rs  or RB  

joins with a substituted carbon on Q to form a -Crew heterocyclic or-Ca-C14  heteroaryl ring, 

or R5  and Re join together to form a -CrOie heterocyclic or-Ca-C14  hetero aryl ring system, 

and where Q is -Ores alkylene-, 	heteroalkylene-, -Cs-C14 

arylene-, -aralkylene-, -CrCit heterocycle- or -CrCs carbocyclo-, wherein Q, R5  and Rs  are 

	

10 	each independently optionally substituted with i to 3 subsituents independently selected 

from R; 

each Z is independently selected from the group consisting of 11, and -ere'  alkyl and 

wherein said C,-Ca alkyl, are each optionally substituted with 1 to 3 subsitutents 

independently selected from R, for each ring system in which Z appears; 

	

15 	12 and L2  are each independently a direct bond 

T Is selected from: 

wherein each RE  is Independently selected from the group consisting of H, -C1-08  

alkyl, -Gres heteroalkyl, -aryl, -aralkyl, -Crew heterocyclyl, -Ca-Ca carbocyclyl, C(0)00 i-Ca 

	

20 	alkyl, -C(0)N(01-08 alkyl)2, and -C(0)-halo, and wherein each RE  is optionally substituted 

with 1 to 3 subsitutents Independently selected from R, 

-9(g)X1-12-X10(131)-, where f is: 

wherein each X1  is independently a bond wherein Al  and B1  are each independently =0 

25 wherein F21, R2, R3, and R4  are each independently 1-1 wherein g and j are each 
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independently 0 or f and m is 1 , and wherein D Is -Ca-Ca carbocyclo, where said -C2-02  

carbocyclo Is optionally substituted with —112  , -C(0)112, -C(0)0RE, -N(R2)2, -N(R)C(0)1i2  

or-N(R)C(0)ORE, and D Is additionally optionally substituted by 'I to 2 R; 

L Is La  Le 	wherein LA Is selected from the group consisting 
5 	of -halo, -N(R)2, -CON(R)2, -S-aryl optionally substituted with -NO2 or — 

CON(R)2, -8-heteroaryl optionally substituted with -NO2, alkyl-SOtheteroaryl, arylSor 

heteroatyl-, 

LD is Lai-422-0s  wherein LEI is absent or Is one or more components selected from the 
10 	group consisting of -C(0)- , 

-C(0)NR , 

	

	 -C(0)NRCi-Calkyi-, -Cy-C6alkyl(OCHICH2)14-, -C(0)02-C6alky 
INRC(0)-, -C(0)Cresalicyl(OCH2CHer, -Gt-Cfialkyl(OCH2CH2).1.6-C(0)-, 
CgalkyiNRC(0)CH2-, -Ci.C6alltyl(OCH2CH2)14NRC(0)CH2-, -C(0)C1.Csalkyl-NRC(0)C1.fialkyl 

-N=CR-phenyl-O-C1.C4alkyl-C(0)-, .C(0)-C1.C6alkyl(OCH2C 

15 	H2)1.5NRC(0)-, -C(0)CI.C6alkyl-phenyt(NR-C(0)C1.C6allryl)t-4-, -C(0)Ci.C6alicyl(OCH2C1-12)i-2-
NRC(0)Ci.Caalkyl-, -Ci_Cfialkyl-, -8-, -C(0)-CH(NR-C(0)Ci-Coallcyl)-Ci-Colkyl- and 

(-CHrCH2-0-)1.2o, 

wherein 1-22  is AA242, wherein M is a natural amino acid, or a non-natural amino acid, 

Las  is or absent; 

20 	L°  is absent or independently selected from the group consisting 
of -Ci_Ceallwlene-, -NRCrCrheterocyclyINR-, -NRC3-Ca-carbocyclyINR-, 

-NRCI-C6alkylene-, -8-, -NR-, -NRNR-, -0(CR2)1.43-8(CR2)1_4N(R)-, -NRCi-Cralkylenephen 
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yleneNR-, -NRCi-CsalkylenephenyieneS02NR-, -0C1eeallty1S-SC1.C6alkylC(COOR)NR-, -N 

RC(COOR)CbC6alkylS-SOE.Caalloil0-1  

i

l—XA 	Xal 
Ve / 

(X90-2 

-I- 

and 114  1—XA rD) 

,

X2  

e/ 	 4.3 

 

(W
X
a 

  

wherein 

5 WisCRorN, 

W is CH, CR(C(R)2)14NR, CR(C(R)2)140, CR(C(R)2)14C(0)NR, CR-(C(R)2)14C(0)NRNR, 

CR(C(R)2)t4S02NR, CR(C(R)2)14NRNR, CR(C(R)2)14NRC(0) or N, 

each >te  Is R, 

each XI)  Is -(CH2)14-,  or is absent; 

10 	XE  Is 0, S, C(R)2, C(R)(CA2)14-NR2 or NR and 

each W is (C(R)2)14-NR or C(R)2-(C(R)2)14-0. 

3. A compound of Formula (IIIA): 

AB—(L—P)1.20  (IIIA) 

15 	or a pharmaceutically acceptable saltthereof, wherein: 

AB is an antibody; 

P is: 
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Fl— LILT— L2- F2  

wherein: 

F1  and F2  are each independently selected from ring systems A, B, C and D: 

WI 

HN z 

Y—V 	" (Ring System A) 

5 	 V2 	• (Ring System B) 

R i• 

Ye 	(Ring System C) 

vf. 

(Ring System D); 

each R Is independently selected from the group consisting of I-I, -01-C20 alkyl, -C2-Cs 
alkenyl, -CrCe alkynyl, halo, hydroxyl, alkoxy, .NH2, -NH(G1-C2 alkyl), -N(CrCa 

1.0 	alky1)2, -NO2, -06-014  aryl and -Ca-Cu heteroaryl, and wherein said -Ca-Ct4 aryl and -06-Cu 

heteroaryl are optionally substituted with 1 to 5 substltuents Independently selected 

from -Cs-Com alkyl, •Ci-Cio alkoxy, -halo, -C1-C10 alkylthio, -trifluoromethyl, -NH2, -NH(Ci-Ca 

alkyl), -N(01-C2 alkyl)2, -01-Cio alkyl-N(C1-C2 alkyl)2, -C1-C3  alkylthio, -NO2  or -Craw 

heterocyclyl, for each ring system in which R appears; 

is 	each V1  Is independently a bond, 0, N(R) or e, for each ring system in which \P appears; 

each V2  is independently 0, N(R) or 8, for each ring system In which V2  appears; 
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W1  and W2  are each Independently H, or -CI-Csalkyl for each ring system in which WI  and 

W2  appear; 

each X is independently selected from -OH, -0-acyl, azido, halo, cyanate, thiocyanate, 
0 if 

1—o-S-R 	• 
isocyanate, thioisocyanate, or 	0  , for each ring system in which X appears; 

5 each Y is independently selected from a bond, 

H, -C(0)RA, -C(S)R", -C(0)OR", -8(0)20RA, -C(0)11(42, -C(8)N(RA)2, glycosyl, -NO8  

and -P(0)(ORA)2 for each ring system in which Y appears, wherein each R" Is independently 

selected from H, -01-020 alkyl, -Cr% heteroalkyl, -C8-014  aryl, aralkyl, -Ci-Cio 

heterocyclyl, -C3-C8  carbocyclyl, -C1-C20  aikylN(R)2, -Crew alkylene, -Ci-C8  

10 heteroalkylene, -Crag arylene, aralkylene, -Crew heterocyclo, -C3-C3 carbocyclo 

and -C8-C28  alkylN(R)-, and R" where said RA  Is optionally substituted with I to 3 subsituents 

independently selected from R, and wherein one Y is divalent and is bonded to L, 

RE  is -N(R6)QN(R5)C(0)- and is bonded to L at the carbonyl adjacent N(125), wherein R5  and 

R6  are each independently selected from the group consisting of H, -01-08  alkyl, -01-C8 

15 	heteroalkyl, -06-014 aryl, -aralkyl, -Ci-Cro heterocyclyl and -C3-C8  carbocyclyl, or R5  or R6  

joins with a substituted carbon on Q to form a -Ci-Cio heterocyclic or-C6-C,4 heteroaryl ring, 

or R6  and Fe join together to form a -C,-0,0  heterocyclic or -C8-CH heteroaryl ring system, 

and where 0 Is -C,e8  alkylene-, -C1-Cs  heteroalkylene-, -C8-014 

arylene-, -aralkylene-, -C1-010  heterocyclo- or -C3-08  carbocyclo-, wherein Q, Wand R6  are 

20 	each independently optionally substituted with I to 3 subsituents Independently selected 

from R; 

each Z is independently selected from the group consisting of I-I, and -C,-C8 alkyl and 

wherein said 01-08 alkyl, is each optionally substituted with 1 to 3 subsitutents Independently 

selected from R, for each ring system in which Z appears; 

25 	L' and L2  are each independently a direct bond 

wherein each RE  is independently selected from the group consisting of Ft, -C1-03 

alkyl, -C1-08  heteroalkyl, -aryl, -aralkyl, -C1-010 heterocyclyl, -C3-C8  carbocyclyl, -C(0)0C1-Ca 

alkyl, -C(0)N(C1-05  alkyl)2, and -0(0)-halo, and wherein each R5  is optionally substituted 

with 1 to 3 subsitutents independently selected from R, 
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-C(A1)X142-X1C(B5-, where T is: 

wherein each X1  is Independently a bond, wherein Al  and $1  are each Independently =0 

wherein R1  , R2, R3, and R4  are each Independently H wherein g and j are each 

5 	independently 0 or 1 and m is 1, and wherein D is -03-Ca  carbocyclo, where said —Ca-Ca 

carbocyclo is optionally substituted with —RE  , -C(0)RE, -0(0)0RE, -N(RE)2, -N(R)C(0)RE 

or-N(R)C(0)ORE, and D is additionally optionally substituted by 1 to 2 R; 

is LA-LE-(LE)1.3; 

LA  is selected from: a bond to AB, -NR-(bond to AB), alkyl-S02-heteroaryl, arylSOr 

20 heteroaryl-, 

toAB) 

4-NH 

(bond WAS) 

LB is 01-02-0 

wherein L81  is absent or Is one or more components selected from the group consisting 

of -C(0)- , -C(S)- 

IS 	, -C(0)NR , 	 -0(0)NRCi-CsaliCY1-, -Ci-05alkyl(OCFECH2)1-r, -C(0)G-Csalky 

INRC(0)-, -C(0)C1-iCsalkyKOCHaCH2)1.r, C1-esalkYKOCHaCH01.6-C(0)-1 

CaalkyINRC(0)CH2-, -01.Caalkyl(0CH2CH2)141RC(0)CH2-, -0(0)C,..C6alkyl-NRC(0)C1.6alkyl 

-N=CR-phenyl•O-C(.Caaikyl-C(0)-, -C(0)-Ci.Ccalkyl(OCH2C 

H2)i.aNRC(0)-, -C(0)C1.Caalkyl-phenyl(NR-0(0)C1.Csalkyl)14-, -C(0)c1.C6alkyl(OCH2CH2)14- 

20 	NRC(0)01.C6alkyl-, -Ci_Caalkyl-, -8-, -C(0)-CH(NR-C(0)Ci-Coalkyl)-C1-Csalkyl- and 

(-CHrCHr0)i.28; 

LE2  is AA342, wherein AA is a natural amino acid, or a non-natural amino acid, 
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0 

Lea fs or absent, 

L°  is absent or Is independently selected from the group•consisting 

of -CvCsalkylene-, -NRC3-08-heterocyclyINR-, -NRC3-Ca-carbocyclyINR-, -NRCi-CealkyINR-, 

-NRCi-CealkyIene-, -8-, -NR-, -NRNR- , -0(C122)1.48-S(CR2)t-iN(R)-, -NRC1-Cralkylenephe 

5 

	

	nyleneNR-, -NRCi-C8alloilenephenylene802NR-, -OCI.Cealky18-8C1-CsalkylC(COOR)NR-. - 

NRC(COOR)Ci.CealkylS-SCI.C6alky10-, 

and Q(°) 
e
xE 

(10,3  
.
(xFh
X  
-2 

wherein 

XA  is CR or N, 

10 	XB  is CH, CR(C(R)2)14NR, CR(C(R)2)140, CR(C(R)2)130(0)NR, CR-(C(R)2)t.aC(0)14RNR, 

CR(C(R)2)14802NR, CR(C(R)2)14NRNR, CR(C(R)2)14NRC(0) or N, 

each X°  is R; 

each X°  Is -(CH2)1.6-, or Is absent; 

r is 0, 8, C(R)2, C(R)(C(R)2)1.3-NR2 or NR, and 

15 	each XP  is (C(R)2)14-NR or C(R)2-(C(R)2)1.3-0  . 

4. A compound of Formula (118): 
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FLLI.T.4,242 

L 	(I1B) 

or a pharmaceutically acceptable salt thereof, wherein: 

F1  and F2  are each Independently selected from ring systems A, B, C and D: 

wi I*  x 

HN 	Z 

Y— 	" (Ring System A) 

WI W4  

H 

S 
	 1.0 	(Ring System B) 

I 

(Ring System C) 

4 

(Ring System D); 

each R is independently selected from the group consisting of H, -C1-02; alkyl, -C2-Cs 

alkenyl, -C2-Cs  alkynyl, halo, hydroxyl, alkoxy, 41H2, -NII(Ci-C, alkyl), -N(Ci-Cs 

10 	alky1)2, -NO2, -C6-Cu aryl and -Orem heteroaryl, and wherein said -05-C14  aryl and -08-Cu 

heteroaryl are optionally substituted with 1 to 5 substituents independently selected 

from -C1-010 alkyl, -Ci-Cu, alkoxy, -halo, -01-Cio alkylthio, -trifluoromethyl, -NH2, -NH(Cres 

alkyl), -N(C1-C2 alkyl)2, -C1-010  alkyl-N(01-05  alkyl)2, -01-03 alkylthio, -NO2 or -Crew 

heterocyclyl, for each ring system in which R appears; 

15 	each V' is independently a bond, 0, N(R) or 8, for each ring system in which Vlappears; 

each V2  is independently 0, N(R) or S, for each ring system in which V2  appears; 
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WI  and W2  are each Independently H. or -Ci-Csalkyl, for each ring system in which W1  and 

1N2  appear; 

each X is independently -OH, -0-acyl, azido, halo, cyanate, thiocyanate, lsocyanate, 
• o 

thioisocyanate, or 	0  , for each ring system in which X appears; 

5 each Y is Independently selected from the group consisting of H, -C1-Ca 

-C(0)RA, -C(S)R", -C(0)0RA, -8(0)20RA, -C(0)N(RA)2, -0(8)N(RA)2, glycosyl, -NO2 

and -PO(ORA)2, for each ring system In which Y appears, wherein each RA  is independently 

selected from the group consisting of H, -Ci-C20 alkyl, -Ct-Cs heteroalkyl, -C6-014 aryl, 

aralkyl, -C1-012 heterocyclyl, 	carbocyclyl and -01-C22  alkyiN(R)2, wherein said -Oren 
10 	alkyl, -C1-C2 heteroalkyl, -Oren aryl, aralkyl, 	heterocyclyl, -C2-C2 carbocyclyl 

and -Ci-C20  alkylN(R)2  are optionally substituted with 1 to 3 subsitutents independently 

selected from R; 

each Z is independently selected from the group consisting of H, and -C1-Ca alkyl and 

wherein said Ci-Cis alkyl is each optionally substituted with 1 to 3 subsitutents independently 
15 	selected from R, for each ring system in which Z appears; 

Li  and L2  are each independently a direct bond 

T is selected from: 

-C(A1))C-T2-X10(135-, where e is: 

20 	wherein each XI  is independently a bond -wherein AI  and 131  are each independently =0, 

wherein 	, R2, R3, and R4  are each independently H, wherein g and are each 

independently 0 or 1 and in is 1, and wherein I) is -CrCa carbacyclo, where said -C2-Ca 

carbocydo is substituted with one member of the group selected from N(RE)C(0)-where the 

TM-NURFITRIAH
Typewritten Text
200



PC72042 

carbonyl Is bonded to L, and -0(0)- where the carbonyl is bonded to L, and additionally 

optionally substituted by f to 2 R; 

where each RE  is Independently selected from the group consisting of H, -01-C2 alkyl, -CI-Ca  

heteroalkyl, -aryl, -orally', 	heterocyclyl, -Ca-C2  carbocyclyl, -C(0)0CDC2  

	

5 	alkyl, -C(0)N(Ci-Cs alky1)2, and -C(0)-halo, and wherein each RE  Is optionally substituted 

with '1 to 3 subsitutents independently selected from R; 

L Is LA-04.514; 

LA  is selected from -halo, -N(R)2, -CON(R)2, -S-aryl optionally substituted with -NO2  
or -CONR2, -S-hetemaryl optionally substituted with -NO2, alkyl-SOrheteroaryl, arylSOr 

	

10 	heteroaryl-; 

4  

LB is 01-032-1-133  

wherein L51  is absent or is one or more components selected from the group consisting 
of -C(0)- , -C(S)- 

is 	, -0(0)NR -, -C(0)CI-Colkyl-, -C(0)NRCI-Cealkyl-, -01-Calkyl(OCH2CH2)1.6-. -C(0)Ci-Cealk 
y1NRC(0)-, •C(0)Ci-Cealkyl(OCH2CH2)i.e-, -Ci-Caalkyl(OCH2CH2)wC(0)-, -Ci.Csalkyl-s-S-C 

i_CsalkyINRC(0)CH2-, -Cr-Cealkyl(OCHICH2)i.614RC(0)Clir, -C(0)Claalkyl-NRC(0)C2.2alk 
yl-, 	 -C(0)-Ct-Coalkyl(OCH2 
CH2)i.6NRC(0)-, -C(0)C1.C6alkyl-phenyl(NR-C(0)Ci.C2alky1)1.4-, -C(0)Ci.Csalkyl(OCH2CH2)1- 

20 	s-NRC(0)Ci.Caalkyl-, 	-2-, -C(0)-CH(NR-C(0)C1-ecalkyl)-01-02alkyl- and 

(-CHrCHr041-24 

LB' is AA2.12. wherein AA is a natural amino acid, or a non-natural amino acid, 

TM-NURFITRIAH
Typewritten Text
201



zeka 

X5
+ 
	i )(EI  

-3 	-3 
	 4 1-N 

PC72042 

kiss 

03  IS C %IR or is absent 

Lc is absent or is independently selected from the group consisting 

of -Ci.Csalkylene-, -NRC3-CrheterocyclyiNR-1  -NRCrCacarbocyclyiNR-, -NRCI-CalkyINR-, 

-NRCI-Colkylene-, -8-, -NR-, -NRNR- , -0(CR2)1.48-8(CR2)14N(R)-, -NRCI-Caalkylenephe 

5 

	

	nyleneNR-, -NRCI-CsalkylenephenyleneS02NR-, -OCI.C2alkylS-SCI.csalkylC(COOR)NR-, - 
NRC(COOR)C1.06alkylS-SCI_Colky10-, 

1—x^ bc1) xai—
V 1 I 	Oa 

(X5)0.2 

and 
i 

 A  k-3 
..xA 1X13) 	AG 

\e/  
(7
i  
04 

wherein 

XA  is CR or N, 

10 	X°  is CH, CR(C(R)2)14NR, CR(C(R)2)140, CR(C(R)2)1.2C(0)NR, CR-(C(R)2)1.30(0)NRNR, 

CR(C(R)2)s3SO2NR, CR(C(R)414NRNR, CR(C(12)2)2.3NRC(0) or N; 

each X°  is R; 

each X°  is -(CH2)i.r, or Is absent 

XE  is 0, S, C(R)2, C(R)(C(R)2)1.2-NR2 or NR, and 

15 	each Xr  is (C(R)2)14-NR or ent(CR2)14-0. 

6. A compound of Formula (IIIB): 
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(F1-L1-T-L2-1 

1-20 (gIS) 

or a pharmaceutically acceptable salt thereof, wherein: 

AB is an antibody; 

Ft  and F2  are each independently selected from ring systems A, B, C and D: 

WI LYE 

HN 	 Z  

5 
	 v—v i  (Ring System A) 

Att 
(Ring System C) 

(Ring System D); 

each R is independently selected from the group consisting of H, -01-022  alkyl, -C2-C2  

10 alkenyl, -CrCs alkynyl, halo, hydroxyl, alkoxy, 	-NH(Ci-C, alkyl), -N(C2-C8  

alkY02, -NO2, -02-014 aryl and -Cs-014 heteroaryl, and wherein said -Dreg aryl and -C4-0r4 
heteroaryl are optionally substituted with 1 to 5 substltuents independently selected 

from -Crew alkyl, -C1-010  alkoxy, -halo, -C,-Cio alkylthio, -trifluoromethyl, -NH2, -NH(Ci-C2  

alkyl), -14(C,-CB  alky02, -01-C10 alkyl-N(C1-C2  alkyl)2, -Ci-C2  alkylthio, -NO2  or -Crei0  

15 	heterocyclyl, for each ring system In which R appears; 

A33 
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each VI  is independently a bond, 0, N(R) or 8, for each ring system in which Vlappears; 

each V2  is independently 0, N(R) or S, for each ring system in which V2  appears; 

W1  and W2  are each independently H, or -Cres alkyl for each ring system in which WI  and 

W2  appear; 

5 each X is independently -OH, -0-acyl, azido, halo, cyanate, thiocyanate, isocyanate, 
0 

thioisocyanate, or 	6 , for each ring system In which X appears; 

each Y is independently selected from the group consisting of H. -01-Cs 

alkyl-R", -0(0)1e, -0(8)172", -C(0)OR", -8(0).20RA, -C(0)N(R52, -C(S)N(RA)2, glycosyl, -NO2 

and -PO(ORA)2, for each ring system in which Y appears, wherein each IRA  is independently 

10 selected from the group consisting of H, -Ci-C20  alkyl, -C1-C8  heteroalkyl, -Cr-C» aryl, 

aralkyl, -Ct-Oto heterocyclyi, -02-Ca  carbocyclyl and -01-C20 alkyiN(R)2, wherein said -C1-020 

alkyl, -Ct-Ca heteroalkyl, -06-014  aryl, aralkyl, 	heterocyclyl, -Cs-C2 carbocycly1 

and -C1-020  alkylN(R)2  are optionally substituted with 'I to 3 subsitutents independently 

selected from R; 

is 	each Z is independently selected from the group consisting of H, and -C1-05  alkyl and 

wherein said Cres alkyl is each optionally substituted with 1 to 3 subsitutents Independently 

selected from R, for each ring system in which Z appears; 

L1  and L2  are each independently a direct bond 

T is selected from: 

20 	-0(A1)X1-72-X10(131)-, where f is: 
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wherein each X1  is independently a bond wherein Al  and 131  are each independently =0 , 

wherein R1  , R2, R3, and le are each independently H , wherein g and j are each 
Independently 0 or 1• and in is 1, and wherein D is -Ores carbocyclo, where said -Cs-05  
carbocyclo Is substituted with one member of the group selected from N(RE)C(0)-where the 

	

5 	carbonyl is bonded to L, and -C(0)- where the carbonyl is bonded to L, and additionally 
optionally substituted by 1 to 2 R; 

where each RE  is Independently selected from the group consisting of H, -C1-Cs  alkyl, -CrOs 
heteroalkyl, -aryl, -aralkyl, 	heterooyclyl, 	carbocyclyl, -0(0)0C1-Cs 

alkyl, -C(0)N(01-C3  aikyl)2, and -6(0j-halo, and wherein each RE  is optionally substituted 

	

10 	with 1 to 3 subsitutents independently selected from R; 

L is LA-L0-(L0)14; 

LA Is selected from: a bond to AB, -NR-(bond to AB), alkyl-SOrheteroaryl, arylSOr 
heteroaryl-, 

(bondloAB) 

  

(toad to AD) 

 

  

(bond to AB) 

and 

  

 

H0 0 

 

;L5  is Lm-LB2-03  

15 	wherein LB1  is absent or is one or more components selected from the group consisting 
of -0(0)- , 
-0(0)NR-, -C(0)C1-Csalkyl-, -0(0)NRCi-Coalkyl-, -01-Csalkyl(OCH2CH2)1.s-, -0(0)C1-Csalky 

INRC(0)-, -C(0)C1-06alkyl(OCH2C1-12)14-, -0I-Coalkyl(OCH2C1-12)14-C(0)-, 
CaalkyINRC(0)CHr, -C1.CaalkyKOCH2CH2heNRC(0)CH2-, -C(0)C1.Csalkyl-NRC(0)Cvsalkyl 

20 	-N=CR-phenyl-O-Ct:Coalicyl-, -N=CR-phenyl-O-C1.Csalkyl-C(0)-, -C(0)-Ct.Cealityt(OCH2e 

H2)1.8NRO(0)-, -C(0)Ci.C6alkyl-phenyl(NR-C(0)C1.CaalkYfh-s-, -0(0)C1.C6alkyi(OCH2CH2)1e 
NR6(0)C1.Caalkyl-, -Ct.C6alkyl-, -9-, -C(0)-CH(NR-0(0)01-Csalkyl)-C1-Coalkyl- and 

(-6H2-CHr0-)1.20; 

. B2 L 	Is AA0.12, wherein AA le a natural amino acid, or a non-natural amino acid, 
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or absent  

IP is absent or is independently selected from the group consisting 

of -CsCsalkylene-, -NRC3-CrheterocyclyINR-, -NRCrCacarbocyclyINR-, 

-NRCi-Csalkylene-, -S-, -NR-, -NRNR- , -0(CR2)1.48-8(CR2)14N(R)-, -NRCi-Cralkylenephe 

5 

	

	nyleneNR-, -NRC1-CsalkyienephenyleneS02NR-, -0C1esalkyIS-SCiE6alicy1C(COOR)NR-, - 

NRC(COOR)Ci.CsallcylS-SCI.Caalicy10-, 

i
x13) x84— 

\LI—do-3 

(xn)o-2 

s  _Atm 

NX 

(41:3 

 

 

and (xD) XE 

	i‘0.3 

wherein 

X" is CR or N, 

10 	Xs  is CH, CR(C(R)2)1.311R, CR(C(R)2)1.30, CR(C(R)2.)14(0)NR, CR-(C(R)2)1.3C(0)NRNR, 

CR(C(R)01.3802NR, CR(C(R)2)coNRNR, CR(C(R)2)1.2NRC(0) or N; 

each X°  is R; 

each Xn  is -(CH2)1.5-, or Is absent; 

XE  is 0, S, C(R)2, C(R)(C(R)2)1..41R2  or NR, and 

15 	each XF  Is (C(R)2)14-NR or C(R)2-(C(R)2)14-0. 

6. The compound of claim 'I, or a pharmaceutically acceptable salt, wherein: 

TM-NURFITRIAH
Typewritten Text
206



' PC72042 

each R is independently selected from the group consisting of H, -C1-C20 alkyl and -NH2; 

each VI  Is Independently 0 or N(R) for each ring system in which Vtappears; 

each V2is independently 0 or N(R) for each ring system in which V2  appears; 

WI  and W2  are each independently H, or -Ci-Csalkyl for each ring system in which WI and 

	

5 	VV2  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(0)124, -C(0)N(RA)2, 

glycosyl, -NO2 and -PO(ORI52, for each ring system in which Y appears, wherein each ISA  is 

independently selected from the group consisting of H, -01-020  alkyl, -Cy% 

	

10 	heteroalkyl, 	carbocyclyl and -01.020 alkylN(R)2, wherein said -Cr-C28  alkyl, -01-013  

heteroalkyl, -Orem carbocyclyl and -0,-C20  alkylN(R)2  are optionally substituted with 7 to 3 

subsitutents independently selected from R; 

L' and L2  are each independently a direct bond ; and 

T is selected from: 

	

15 	-cctote-xic035-, where 'r2  is: 

wherein each X1  is a bond, wherein Al  and B./  are each independently =0, wherein RI, R2, 

R3, and R4  are each independently H , and wherein D is -C3-Ca carbocyclo, where 

said -03-08  carbocyclo is optionally substituted with -NH2, -N(R)C(0)H or -N(R)C (0)0H. 

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

each R is Independently selected from the group consisting of H, -01-020 alkyl and -NH2; 

each VI  Is Independently 0 or N(R) for each ring system in which V1  appears; 
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each V2  is independently 0 or N(R) for each ring system In which V2  appears; 

W1  and W2  are each Independently H or -Cs-Csalkyl for each ring system in which W1  and 

W2  appear; 

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

5 each Y is independently selected from a bond, 

H, -C(0)RA, -C(S)RA, -C(0)0RA, -S(0)20RA, -C(0)N(RA)2, -C(S)N(RA)2, glycosyl, -NO2  

and -P(0)(ORA)2  for each ring system in which Y appears, wherein each RA  is independently 

selected from H, -C1-020 alkyl, -C1-CB heteroalkyl, -Cs-C14 aryl, aralkyl, 
heterocyclyl, -Cs-Cs  carbocyclyl, -C1-C20  alkylN(R)2, -Cress alkyiene, -Ci-Cs 

to heteroalkylene, -Cs-C14  arylene, aralkylene, -Cr-Cie heterocyclo, -Cs-Ca carbocyclo 

and -01-C2o alkylN(R)-, and RF where said RA  is optionally substituted with 1 to 3 subsituents 
Independently selected from R, and wherein one Y is divalent and is bonded to L, 

RF  is -N(R6)QN(116)0(0)- and is bonded to L at the carbonyl adjacent N(R5), wherein R6  and 
126  are each Independently selected from the group consisting of H, -CrCs alkyl, and -C1-C6  

15 	heteroalkyl, or 116  or R5  joins with a substituted carbon on Q to form a -C1-C10  heterocyclic 

or -CG-C14 heteroaryl ring, or R5  and R6  join together to form a -Cram heterocyclic or -Cs-C14 

heteroaryl ring system, and where Q is -01-C6  alkylene-, -C6-C14  arylene-, or-Cs-Cs  
carbocyclo-, wherein Q, R5  and R6  are each independently optionally substituted with 1 to 3 
subsituents independently selected from R; 

20 	L1  and L2  are each independently selected from a direct bond; and 

T is selected from; 

-C(A1)X1-1-2-X1C(B1)-, where T2  is: 

wherein each X1  is a bond, wherein Al  and B1  are each independently =0, wherein RI, R2, 

25 	R3, and R4  are each Independently Fl wherein g and j are each Independently 0 or 1 and m is 
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1, and wherein D is -03-Ca carbocyclo, where said -Ca-Ca carbocyclo is 

optionally substituted with -NH,, -N(R)C(0)H or-N(R)C(0)OH. 

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

each R Is independently selected from the group consisting of H. -C1-C20  alkyl and -N142; 

s 	each V1  is independently 0 or N(R) for each ring system in which VI  appears; 

each V2  Is Independently 0 or N(R) for each ring system in which V2  appears; 

W1  and W2  are each independently H, or -01-C5 alkyl for each ring system In which WI and 

W2  appear, 

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

each Y Is Independently selected from the group consisting of H, -C(0)RA, -C(0)N(R52, 

glycosyl, -NO2 and -PO(ORA)2, for each ring system in which Y appears, wherein each It is 

independently selected from the group consisting of H, -01-C20 alkyl, -CrCa  

heteroalkyl, -C4-C2  carbocycly1 and -Cr-C20  alkylN(R)2, wherein said -01-C20 alkyl, -C1-Ca  

heteroallwl, -03-Ca carbocycly1 and -01-C20 alkylN(R)2  are optionally substituted with 1 to 3 

is 	subsitutents independently selected from R; 

Li  and L2 are each independently a direct bond; and 

T Is -C(A1)X142-X1C(B1)-, where f is; 

wherein each X1  is a bond, wherein Al  and Blare each independently =0, wherein R1, R2, 

20 

	

	122, and R4  are each independently H wherein g and j are each independently 0 or 1 and m Is 

1, and wherein D is -Cs-C& carbocyclo, where said --C3-C6  carbocyclo is 

optionally substituted with -NH2, -N(R)C(0)H or -N(R)C(0)OH. 

9. The compound of any of claims 2 and 4, or a pharmaceutically acceptable salt, wherein: 
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LA is selected from the group consisting of -halo, -N(R)z, -CON(R)2, -8-aryl optionally 

substituted with -NO2 or—CON(R)2, -8-hetemaryl optionally substituted with -NO2, alkyl-802-

heteroaryl, arylSO2-heteroaryl-, and 

4- 

5 	LA  Is L31-1232-123  wherein Lim  is absent or is one or more components selected from the 

group consisting of -C(0)- , 
-0(0)NR-, -0(0)01-0fialkyl-, -C(0)NRC1-Ceallwl-, -01-Csalkyl(0C1-12CH2)1.6-, -0(0)C1-Coalky 

INRC(0)-, -C(0)C1-Csalkyl(OCH2Ch12)1-6-, -C1-Czalkyl(OCIACH2)14-C(0)-, -C1.Czaky1-8-8-01. 

CoalkyINRC(0)C1-12-, -0,..Czalkyl(00H2CH2)1.6NRC(0)CHr, -0(0)Cr.Czalkyl-NRC(0)C1.zalkyl 

ID 	-C(0)-Ci.Czalkyl(001-1201-12)14NRC(0)-, -C(0)01.Caalkyl-phenyl(NR-C(0)01.Ccallry1),.4-, -C( 

0)01.06alkyl(001-601-12)1.rNRC(0)01_Cdalkyl-, 	-S- -0(0)-CH(NR-C(0)Ci-

Ccalkyl)-Ci-Czalkyl- and (-CH2-0H2-O-)120, wherein 1321s AA042, wherein AA is a natural 

amino acid, or a non-natural amino acid, 

0 

o-* 

and LEI  is 1-11 	 or absent; and 

15 • LA  is absent. 

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

LA is selected from: a bond to AB, -NR-(bond to AB), alkyl-302-heteroaryi, arylSOr 

heteroaryl-, 

and 
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1.9  is 1,1-1.92-1.99  wherein L91  is absent or Is one or more components selected from the 
group consisting of -0(0)- , -C(8)- 
, -C(0)NR-, -C(0)CrCsalkyl-, -C(0)NR0rCsalltyl-, -01-Csalkyl(OCHICH2)1.6-, -0(0)C1-Ccalk 
Y1NRC(0)-, -0(0)01-Csalkyl(OCH2CH2)1.6-, -Ci-Csalltyl(OCH2CH.2)14-C(0)-, -Ci.Csalkyl-S-S-C 

5 	1.CoalkyINRC(0)C1-12-, -Ci.Cgallty1(00H2CH2)1.6NRC(0)CH2-, -C(0)C1.CGalltyl-NRC(0)016alk 
yl-, -C(0)-Clesalkyl(OCH2CH2)1.6NRC(0)-, -C(0)C1.e1alkyl-phenyl(NR-C(0)C1nsalkyl)1.4-, 

C(0)CiLsalicyl(OCH2CH2)1.5-NRC(0)01.Csalkyl-, -C1.C2alkyl-, -S-, -C(0)-CH(NR-C(0)C1-

Colkyl)-C1-Caalkyl- and (-cH2-CH2-0)140, wherein L92  is AA0.12, wherein AA is a natural 
amino acid, or a non-natural amino acid, 

L°  is absent  

0 

0'7 >0 o)Lss(  

or absent; and 

11. The compound of claim 1, wherein each V1  Is 0, for each ring system in which V1  
appears; and each Y is independently selected from the group consisting of 

as 	H, -C(0)N(RA)2, -0(3)N(RA)2, -P0(012")2  or glycosyl for each ring system in which Y appears,)  
wherein each R" is independently selected from the group consisting of H, -C1-C20  

alkyl,and -C1-C20  alitYIN(R)2, and wherein said -01-02o alkyl, and -01-C20 alkylN(R)2  are 
optionally substituted with 1 to 3 subsltutents independently selected from R. 

12. The compound according to any one of claims 1-5, or a pharmaceutically acceptable 

20 	salt thereof, where one or more W is C1-C3  alkyl. 

13. The compound according to any one of claims 1.5 , or a pharmaceutically acceptable 
salt thereof,where one or more X is chloro. 

14. The compound according to any one of claims 1-5 , or a pharmaceutically acceptable 
salt thereof, where one Y is H or —0(0)Ci-Cioalkyl. 

25 	15. The compound according to any one of claims 1-5, or a pharmaceutically acceptable 

salt thereof, where one or more Z is H. 
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16. A compound, or a pharmaceutically acceptable salt thereof, selected from: 

Ho i "OH 
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YON 

yoc 

17. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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0,51..Koj 

,and 	• 

18. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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N-"N Cl 	 CI 
N 	0 	0 
H 	 . 0 N 

	

H 	
N,". 

0 	 P 	 0 	0 
HO' SOH 

Or 

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

01,0 
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20. A linker-payload or an antibody-drug-conjugate, or a pharmaceutically acceptable salt 

thereof, comprising a radical of a compound of claim 16 or claim 17. 

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

a." 
iti 	

A , 	Kra' 
Yer I 
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N 	 Nom` 
/\ 

 

a 	I 0 1!)-. 1.),0 'N-8------,  	1 
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TM-NURFITRIAH
Typewritten Text
222



e
ce
N

ci  

4b1"--°%.•'%0*-"o•-•-,c1/4- t̂rA;rtritiekdi  

\t4 H  

i?C72042 

TM-NURFITRIAH
Typewritten Text
223



HO 

OH 

PC72042 

TM-NURFITRIAH
Typewritten Text
224



'PC72042 

TM-NURFITRIAH
Typewritten Text
225



Cl 

0 	0 

0 
0 HO OH 

0 	(Br 

HNAo 
0..„) 

PC72042 

it 

TM-NURFITRIAH
Typewritten Text
226



'PC72042 

and 

22. A compound, or s pharmaceutically acceptable salt thereof, selected from: 
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and 

23, A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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24. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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25. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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where X is an 1L13 antibody or Y is VEOF antibody. 

28. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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where X Is an IL13 antibody or Y is VEGF antibody. 

27. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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where Xis an Ill 3 antibody or Y is VEGF antibody. 

28. A compound, or a pharmaceutically acceptable salt thereof, selected from: 
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where Xis an 1L13 antibody or Y is VEGF antibody. 

29. A pharmaceutical composition comprising a compound of any one of claims 1 to 28 

or a pharmaceutically acceptable salt thereof, and pharmaceutically acceptable excipient. 

30. The pharmaceutical composition of claim 29, for the treatment of cancer. 

31. The pharmaceutical composition of Claim 30, wherein said cancer is bladder cancer, 

5 	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. 
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