Supplementary Table 1. Key claim of evidence on major aspects of syphilis in people living with HIV and study design 

	Key claim
	Study design
	Population
	Evidence Grading
	Citations

	A single 2.4-MU dose of BPG is sufficient for the treatment of early syphilis in PLWH.
Additional weekly doses of benzathine penicillin G do not provide a significant benefit over a single dose
	Randomized controlled trials
	PLWH 
	A
	[117, 118]

	Doxycycline post-exposure prophylaxis may reduce the incidence of syphilis among selected PLWH at increased risk of bacterial STIs
	Randomized controlled trials
and observational study
	High risk individuals including  PLWH
	B
	[135, 136]

	Effective antiretroviral therapy may be associated with improved serological response to syphilis treatment in PLWH
	Observational study/ Retrospective cohorts
	PLWH
	B
	[129, 130]

	PLWH may exhibit atypical or altered serological responses to syphilis
	Observational studies/ retrospective cohorts
	PLWH
	B
	[132]

	Transient increases in HIV viral load may occur in PLWH with early syphilis
	Case reports/ case series/ Small observational studies
	PLWH
	C
	[40–43]

	Asymptomatic neurosyphilis may be more frequently identified among PLWH, although its clinical significance remains uncertain
	Observational study/ Retrospective cohorts
	PLWH
	B
	[90, 99, 100]

	CSF biomarkers such as CXCL13 may have potential utility in the diagnosis of neurosyphilis, including asymptomatic neurosyphilis, but remain investigational
	Observational study/ Retrospective cohorts
	PLWH
	B
	[101–104]

	Malignant syphilis and other atypical clinical manifestations may occur in PLWH
	Case reports / case series
	PLWH
	C
	[61]

	Syphilis may be associated with immune reconstitution inflammatory syndrome in PLWH, particularly after initiation of antiretroviral therapy
	Case reports / case series
	PLWH
	C
	[115]



PLWH: people living with HIV; BPG: benzathine benzylpenicillin; MSM: men who have sex with men; CSF: cerebral spinal fluid. 
Evidence grading system: A=RCT in PLWH, B=observational in PLWH or RCT in general population, C=case series/expert opinion. 
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