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 NO-independent, heme-dependent sGC stimulators displayed several important differentiating 

characteristics when compared with NO-independent, heme-independent sGC activators. These include 

crucial dependency on the presence of the reduced prosthetic heme moiety for their activity, strong 

synergistic enzyme activation when combined with NO and stimulation of the synthesis of cGMP by 

direct stimulation of sGC, independent of NO. The benzylindazole compound YC-1 was the first sGC 

stimulator to be identified. Additional sGC stimulators with improved potency and specificity for sGC 

have since been developed.  

 Compounds that stimulate sGC in an NO-independent manner offer considerable advantages 

over other current alternative therapies that target the aberrant NO pathway. There is a need to develop 

novel stimulators of sGC. There is also a need to develop efficient processes that are amenable to large 

scale manufacturing for the synthesis of these new sGC stimulators and, in particular, for compounds of 

Formula I. There is a need for efficient processes, amenable to large scale manufacturing, which 

provide stable sGC stimulators in high purity and yields. 

SUMMARY  

[0006a] In one aspect of the present disclosure, there is provided a process for preparing a compound of 

Formula II: 
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[0006b] In another aspect of the present disclosure, there is provided a process for preparing a 

compound of Formula II: 
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 Novel processes for preparing compounds of Formula I are also described herein.  
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 Some compounds of Formula I and their pharmaceutically acceptable salts are sGC stimulators 

that are useful for treating diseases or disorders that benefit from sGC stimulation or from an increase in 

the concentration of NO and/or cGMP. Other compounds of Formula I are useful as intermediates in the 

synthesis of other sGC stimulators, including other compounds of Formula I. 

 For a compound of Formula I, the following definitions apply: 

R1 is unsubstituted phenyl or 5 to 6-membered heteroaryl ring containing up to three ring 

heteroatoms independently selected from N, O or S;  

R2 is phenyl or 6-membered heteroaryl, both optionally substituted with up to three instances of 

R5; wherein said 6-membered heteroaryl ring contains up to 2 nitrogen ring atoms; 

R4 is halogen or ˗NR6R7; 

each R5 is independently selected from C1-6 alkyl, C1-6 alkoxy or halogen; 
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