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Syphilis, caused by Treponema pallidum subsp pallidum
(T. pallidum), is a chronic, systemic human disease
transmitted through sexual contact. The incidence and
prevalence of syphilis is still high in China.['! To guide the
prevention measures and management of this disease, we
renew the guidelines on diagnosis and treatment of syphilis
[Supplementary file, http:/links.lww.com/CM9/A292].
Manifestations and diagnosis of all stages of syphilis are
presented in Table 1, and management in Table 2.

In addition, after recommended treatment, regular follow-
up should be performed, including clinical and serological
evaluation. The assessment criteria of effective treatment
include disappear of the skin lesion and clinical symptoms,
and the titer of a non-treponemal serological test (NTT)
should decline by more than or equal to four-fold within
3 to 6 months after treatment. If the NTT reverts from
negative to positive or the titer is increased by four-fold, it
is defined as serological reactivation. If clinical symptoms
reappear (usually accompanied by increased NTT titer),
it is defined as clinical reactivation. All patients with
serological or clinical reactivation should receive treatment
again. In a few syphilis patients, the titer of NTT may
decline, but it usually does not return to negative, and
remain positive within certain period (even through life), in
which case, defined as serofast.
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Table 1: Manifestations and diagnosis of all stages of syphilis.

Diagnostic classification

Stages

Clinical features

Probable case

Confirmed case

Primary syphilis

Secondary syphilis

Tertiary syphilis
(late syphilis)

Neurosyphilis

Latent syphilis

Congenital syphilis

1. Chancre;
2. Indolent enlargement of lymph
nodes.

1. Cutaneous or mucosal lesions;
2. Generalized lymphadenopathy.

. “Benign” late syphilis;

. Cutaneous or mucosal lesions;

. Syphilis of bone;

. Syphilis of other viscera;

. Cardiovascular syphilis.”!

. Asymptomatic neurosyphilis;

. Syphilitic meningitis;

. Meningovascular syphilis®;

. Parenchymatous neurosyphilis

. Ocular syphilis®;

. Auricular syphilis.!®!

No clinical manifestation of
syphilis

Early congenital syphilis: Rhinitis,
laryngitis, osteomyelitis,
osteochonitis, and ossitis.

Late congenital syphilis: Saddle-
nose, Hutchinson teeth, and skin
radially chapped around mouth,
and so on.!”!

Latent congenital syphilis: No

clinical manifestation of syphilis.

AN NP W RE G WD =

[4],
bl

With epidemiological
history and clinical
features and positive
NTT or positive TT

With epidemiological
history and clinical
features and positive
NTT or positive TT

With epidemiological
history and clinical
features and positive
NTT or positive TT;

With epidemiological
history and clinical
features and positive
NTT or positive TT

With positive NTT or
positive TT

All the infants born by
the mother with
syphilis but untreated
before. Or all the
stillbirth and abortion
cases without enough
evidence to confirm
fetal transmission of
syphilis.

With epidemiological history and
clinical features and positive
DEME; Or with both positive NTT
and positive TT

With epidemiological history and
clinical features and positive DFME
or both of positive NTT and TT

With epidemiological history and
clinical features and both of positive
NTT and TT

With epidemiological history and
clinical features and both of positive
NTT and TT

With both of positive NTT and TT

With one of the below tests or follow-

up scenarios:

1. Positive DEME or positive argentic
staining;

2. Positive sera IgM test;

3. NTT titer by fourfold or greater
than the mother’s serum, and
positive TT;

4. Negative NTT at birth;

5. TT remains positive at 18 months.

Epidemiological history, the patients usually have unprotected sex contact with the sex partner, and either of several sex partners or sex partner who had
been infected with syphilis in the past or history of blood transfusion. DFME: Darkfield microscopy examination; NTT: Non-treponemal serological

tests; TT: Treponemal test.

Table 2: Managements of all stages of syphilis.

Stages Recommended regimen Penicillin allergy

Early syphilis” Benzathine penicillin G 2.4 million units IM in both buttocks,
one dose or two doses of 2.4 million units each at 1-week
intervals. Or procaine penicillin 800,000 units IM daily for 15
days.[®!

Benzathine penicillin G 2.4 million units IM in both buttocks
separately, three doses in total, once weekly. Or procaine
penicillin 800,000 units IM daily for 20 days (defined as a
course of treatment), when it is necessary, repeating a course
of treatment after a 2-week interval.

Aqueous crystalline penicillin G 100,000 units IM at first day,
one time. Aqueous crystalline penicillin G 100,000 units IM at
secondary day, two times. Aqueous crystalline penicillin G
200,000 units IM at third day, two times. From forth day,
following the below regimens: procaine penicillin 800,000
units IM daily for 20 days, repeating a course of treatment
after a 2-week interval. Or Benzathine penicillin G 1.2 million
units IM in each buttock, total three doses, once weekly.”!

Doxycycline 100 mg twice daily,
orally for 15 days.

Late syphilis Doxycycline 100 mg twice daily,

orally for 30 days.

Cardiovascular syphilis Doxycycline 100 mg twice daily,

orally for 30 days

(continued )
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(continued).

Stages

Recommended regimen

Penicillin allergy

Neurosyphilis, ocular,
and auricular syphilis

Congenital syphilis

Aqueous crystalline penicillin G 18 to 24 million units daily IV
for 10 to 14 days, if necessarily, following with Benzathine
penicillin G 2.4 million units IM weekly, total three doses. Or
Procaine penicillin 2.4 million units IM once daily and
Probenecid 500 mg orally four times a day, for 10 to 14 days,
if necessarily, following with Benzathine penicillin G 2.4
million units IM weekly, total three doses.['"!

Early congenital syphilis: Aqueous crystalline penicillin G
100,000-150,000 units’kg intravenously daily, administered as
50,000 units/kg per dose intravenously every 12 h during the
first 7 days of life and every 8 h thereafter for 10 to 14 days.
Or procaine penicillin G 50,000 units’kg IM in a single daily
dose for 10 to 14 days.!'

Late congenital syphilis: Procaine penicillin 50,000 units/kg IM
daily for 10 days defined as a course of treatment (the dose of
penicillin should be less than that of adults in the same stage
of syphilis).

Doxycycline 100 mg twice daily,
orally for 30 days.

No best alternative treatment so
far, if without a history of
ceftriaxone allergy, ceftriaxone
(normal examination of
cerebrospinal fluid 125 mg,
abnormal examination of
cerebrospinal fluid 250 mg)
IM daily for 10 to 14 days, be
aware of possible cross-allergic
reactions with penicillin.

Early syphilis’, alternative regimen is ceftriaxone 500 mg to 1 g, IM or intravenously daily for 10 days. Early congenital syphilis: <2 years of age; Late

congenital syphilis: >2 years of age. IM: Intramuscularly.

11 Department of Dermatology, Sir Run Run Shaw
Hospital of Zhejiang University School of Medicine,
Hangzhou, Zhejiang 310016, China

Funding

This work was supported by grants from the Union
Innovation Team Project of the Chinese Academy of
Medical Sciences (No. 2016-12M-3021), and the National
Natural Science Foundation of China (Nos. 817722009,
81601804).

Conflicts of interest

None.

References

1. Long FQ, Zhao LS, Chen J. Acquired syphilis in a Chinese family
among three generations. Chin Med J 2018;131:1761-1762. doi:
10.4103/0366-6999.235888.

2. Dang G, Saleh M, Tandon T, Sirineni G, Alla VM. Cardiovascular
syphilis: down but not out!. Eur Heart ] Cardiovasc Imaging
2018;19:1. doi: 10.1093/ehjci/jey052.

3. Perez Barragan E, Urdez Hernandez E, Pérez Orozco B, Sanchez
Gonzilez M. Meningovascular neurosyphilis with basilar artery
thrombosis in HIV patient. ] Infect Public Health 2017;11:439-441.
doi: 10.1016/.jiph.2017.09.009.

4. Drago F, Merlo G, Ciccarese G, Agnoletti AF, Cozzani E, Rebora A,
et al. Changes in neurosyphilis presentation: a survey on 286 patients.
J Eur Acad Dermatol Venereol 2016;30:1886-1900. doi: 10.1111/
jdv.13753.

5. Borges CR, Almeida SM, Sue K, Koslyk JLA, Sato MT, Shiokawa N,
et al. Neurosyphilis and ocular syphilis clinical and cerebrospinal
fluid characteristics: a case series. Arq Neuropsiquiatr 2018;76:373—
380. doi: 10.1590/0004-282X20180054.

6. Draper EM, Malloy KA. Progressive visual and hearing loss
secondary to neurosyphilis. Optom Vis Sci 2012;89:e65-€71. doi:
10.1097/0PX.0b013e31826ae123.

7. Kanai M, Arima Y, Shimada T, Hori N, Yamagishi T, Sunagawa T,
et al. Sociodemographic characteristics and clinical description of
congenital syphilis patients and their mothers in Japan: a qualitative
study, 2016. Sex Health 2018;15:460-467. doi: 10.1071/SH18033.

8. Cao Y, Su X, Wang Q, Xue H, Zhu X, Zhang C, et al. A multicenter
study evaluating ceftriaxone and benzathine penicillin G as treatment
agents for early syphilis in Jiangsu, China. Clin Infect Dis
2017;65:1683-1688. doi: 10.1093/cid/cix611.

9. Drago F, Ciccarese G, Merlo G, Sartoris G, Parodi A. Is the standard
treatment for early syphilis sufficient to prevent cardiovascular and
neurologic syphilis? Am J Cardiol 2016;117:310-311. doi: 10.1016/
j.amjcard.2015.10.048.

10. Jay CA. Treatment of neurosyphilis. Curr Treat Options Neurol
2006;8:185-192. doi: 10.1007/s11940-006-0009-7.

11. Walker GJ, Walker D, Molano Franco D, Grillo-Ardila CF.
Antibiotic treatment for newborns with congenital syphilis. Cochrane
Database Syst Rev 2019;2:CD012071. doi: 10.1002/14651858.
CD012071.pub2.

How to cite this article: National Center for Sexually Transmitted Disease
Control, China Centers for Disease Control and Prevention; Committee
of Sexually Transmitted Disease, Branch of Dermatovenereology, Chinese
Medical Association; Committee of Sexually Transmitted Disease, Branch
of Dermatologists, Chinese Medical Doctor Association. 2019 Chinese
expert consensus statement on diagnosis and treatment of syphilis. Chin
Med ] 2020;133:2335-2337. doi: 10.1097/CM9.0000000000001035

2337


http://www.cmj.org

	2019 Chinese expert consensus statement on diagnosis and treatment of syphilis
	Funding
	Conflicts of interest
	References


