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Syphilis can be treated to the point of presumptive cure as there is no test for cure. As per various recommendations, still Penicillin is the drug of choice to treat Syphilis. Other treatments are considered as inferior to that, because of poor penetration into placental and blood brain barrier. When Penicillin cannot be used (Hypersensitivity or non-availability), alternate ideal drugs are not available to prevent congenital syphilis and neurosyphilis. Desensitization procedures are cumbersome and not able to be followed at many centers. 
In the recent years, many patients had persistent reactive non-treponemal serological tests for 12-24 months after the appropriate and adequate antisyphilitic treatment as per guidelines. In one of my studies, out of 121 cases of syphilitic serology positive individuals during the period of January 2010 to September 2017, 106 (87.65%) were found to have real syphilis (not associated with HIV) as per Trponemal tests. After antisyphilitic treatment, 45 were lost to follow up. Among the 59 who were followed up, 18 (30.5%) had attained either a considerable fall in titer or a reversal to nonreactive status for Syphilis whereas another 41 (69.5%) are still on my follow up for one year and in some cases up to 5 years with persistent serology either in same titer or a raise in titer. The response to treatment and sero-reversion in cases of early syphilis is prompt still, when compared to late or late latent syphilis. Among these 41 patients, 15 were further treated with Injection Procaine Penicillin daily for 21 days without any benefit. Whether Treponemes are becoming resistant to Penicillin or the host response was poor? Have to be studied further.
Recent guidelines of WHO or Center for Disease Control, fail to consider special attention to Cardiovascular Syphilis. Therapeutic Paradox is another problem when we treat Cardiovascular, Neuro and Optic Syphilis (apart from Jarish Herxheimer reactions) due to fast healing with fibrosis which leads to adverse outcome as with aortic aneurysm, Coronary ostial stenosis, General paresis, other Central nervous involvements and optic neuritis. Recent years once again  incidence of early Syphilis had been in an ascending trend throughout the world, 30% of either missed or inadequately treated cases of  old infection are appearing sporadically with late manifestations have to be considered and have to be guided properly with regards to treatment. 
Lastly, in the presence of HIV infection, syphilis poses a lot of problems in the diagnosis, management and for the follow up.

