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group is attached to the tether between the tomamycin units, and are generally cleaved by 

action of an enzyme on the linker group. 

 

The present inventors have developed a novel approach to forming PBD conjugates with cell 

binding agents, and in particular PBD antibody conjugates. 5 

 

Summary  

In a general embodiment the present disclosure provides a conjugate comprising a PBD 

dimer compound with a linker for connecting to a cell binding agent, wherein the linker has a 

triazole, piperazine, propargylene or oxime group attached to a phenylene or pyriydylene in 10 

the bridge linking the two PBD monomers. The cell binding agent is preferably an antibody. 

 

In a first aspect, the present disclosure provides novel conjugate compounds of formula (A): 
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wherein: 15 

R2 is 

R
36a

R
36b

, where R36a and R36b are independently selected from H, F, C1-4 

saturated alkyl, C2-3 alkenyl, which alkyl and alkenyl groups are optionally substituted by a 

group selected from C1-4 alkyl amido and C1-4 alkyl ester; or, when one of R36a and R36b is H, 

the other is selected from nitrile and a C1-4 alkyl ester;   

 R6 and R9 are independently selected from H, R, OH, OR, SH, SR, NH2, NHR, NRR’, 20 

NO2, Me3Sn and halo; 

 R7 is independently selected from H, R, OH, OR, SH, SR, NH2, NHR, NRR’, NO2, 

Me3Sn and halo; 
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A second aspect of the present disclosure provides novel drug-linker compounds of formula 

(B): 
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Where all the groups are as defined in the first aspect of the present disclosure; and 5 

 YL is selected from a group of formulae B1, B2, B3, B4, B5 and B6: 
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where YC is selected from a group of formulae C1, C2, C3, C4 and C5: 
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n

 

(C5) (C6) 

either 

(a) R30 is H, and R31 is OH, ORA, where RA is C1-4 alkyl; or 

(b) R30 and R31 form a nitrogen-carbon double bond between the nitrogen and carbon 

atoms to which they are bound; or 5 

(c) R30 is H and R31 is OSOzM, where z is 2 or 3 and M is a monovalent 

pharmaceutically acceptable cation; or 

(d) R30 is a nitrogen protecting group and R31 is OProtO, where ProtO is a hydroxy 

protecting group; and 

R40 and R41 are as defined for R30 and R31 respectively; and 10 

all the remaining groups are as defined in the first aspect of the present disclosure. A fourth 

aspect of the present disclosure provides compounds of formula (D) which may be used in 

the preparation of the compounds of the second and third aspects of the present disclosure: 
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YD is selected from a group of formulae D2, D3, D4 and D6: 

  

(D2) (D3) 

 

 

(D4) (D6) 

and all the remaining groups are as defined in the third aspect of the present disclosure. 

 

A fifth aspect of the present disclosure provides compounds of formula (E) which may be 5 

used in the preparation of the compounds of the second, third and fourth aspects of the 

present disclosure: 
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YE is selected from a group of formulae E1, E2 and E5: 
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where  

RE1 is selected from H and TMS;  

RE2 is selected from Br, Cl and I; and 

all the remaining groups are as defined in the third aspect of the invention. 

 5 

An embodiment of the present disclosureprovides the use of a compound of the first aspect 

of the present disclosure in a method of medical treatment. An aspect of the present 

disclosure also provides a compound of the first aspect for use in therapy. Another aspect 

also provides a pharmaceutical composition comprising a compound of the first aspect, and 

a pharmaceutically acceptable diluent, carrier or excipient. 10 

 

Another aspect of the present disclosure provides a compound of the first aspect of the 

present disclosure or a pharmaceutical composition as disclosed above for use in the 

treatment of a proliferative disease in a subject. Another aspect also provides the use of a 

compound of the first aspect in a method of manufacture of a medicament for the treatment 15 

of a proliferative disease. An embodiment provides a method of treating a mammal having a 

proliferative disease, comprising administering an effective amount of a compound of the 

first aspect or a pharmaceutical composition as disclosed above. 

 

Another aspect of the present disclosure provides a method of synthesis of a compound of 20 

the first aspect of the present disclosure, comprising the step of conjugating a drug-linker of 

the second aspect with a cell-binding agent. 

 

The present disclosure also provides the synthesis of compounds of the second aspect of 

the present disclosure from compounds of the third, fourth or fifth aspect of the present 25 

disclosure by reacting them with suitable reagents. 






















































































































































































































































































































