
Primary Syphilis is a stage of infection with Treponema pallidum

characterized by one or more ulcerative lesions (e.g. chancre), which 
might differ considerably in clinical appearance. 

Laboratory Criteria for Diagnosis 
Confirmatory: 

 Demonstration of T. pallidum by darkfield microscopy in a
clinical specimen that was not obtained from the oropharynx 
and is not potentially contaminated by stool, OR

 Demonstration of T. pallidum by polymerase chain reaction
(PCR) or equivalent direct molecular methods in any clinical
specimen.

Supportive: 

 A reactive nontreponemal serologic test (Venereal Disease 
Research Laboratory [VDRL], rapid plasma reagin [RPR], or 
equivalent serologic methods), OR

 A reactive treponemal serologic test (T. pallidum particle 
agglutination [TP-PA], enzyme immunoassay [EIA],
chemiluminescence immunoassay [CIA], or equivalent
serologic methods).*

* These treponemal tests supersede older testing technologies,
including microhemagglutination assay for antibody to T. pallidum 
[MHA-TP]. 

Case Classification 
Probable  
A case that meets the clinical description of primary syphilis and the 
supportive laboratory criteria. 
Confirmed  
A case that meets the clinical description of primary syphilis and the 
confirmatory laboratory criteria. 

Secondary Syphilis is a stage of infection caused by T. pallidum 

characterized by localized or diffuse mucocutaneous lesions (e.g., rash 
– such as non-pruritic macular, maculopapular, papular, or pustular
lesions), often with generalized lymphadenopathy. Other signs can 
include mucous patches, condyloma lata, and alopecia. The primary
ulcerative lesion may still be present.*
*Because of the wide array of symptoms and signs possibly indicating
secondary syphilis, serologic tests for syphilis and a physical examination
are crucial to determining if a case should be classified as secondary
syphilis.

Laboratory Criteria for Diagnosis 
Confirmatory: 

 Demonstration of T. pallidum by darkfield microscopy in a
clinical specimen that was not obtained from the oropharynx 
and is not potentially contaminated by stool, OR

 Demonstration of T. pallidum by polymerase chain reaction
(PCR) or equivalent direct molecular methods in any clinical
specimen.

Supportive: 

 A reactive nontreponemal serologic test (Venereal Disease 
Research Laboratory [VDRL], rapid plasma reagin [RPR], or 
equivalent serologic methods), AND

 A reactive treponemal serologic test (T. pallidum particle 
agglutination [TP-PA], enzyme immunoassay [EIA],
chemiluminescence immunoassay [CIA], or equivalent
serologic methods).

Case Classification 
Probable 
A case that meets the clinical description of secondary syphilis and the 
supportive laboratory criteria. 
Confirmed 
A case that meets the clinical description of secondary syphilis and the 
confirmatory laboratory criteria 

Early Non-Primary, Non-Secondary Syphilis is defined as

a stage of infection in which the initial infection has occurred within the 
previous 12 months, and is based on the following criteria: 

Laboratory Criteria for Diagnosis 
Supportive: 
A current nontreponemal test titer demonstrating fourfold or greater 
increase from the last nontreponemal test titer, unless there is evidence 
that this increase was not sustained for >2 weeks.  

Case Classification 
Probable 
A person with no clinical signs or symptoms of primary or secondary 
syphilis who has one of the following: 

 No prior history of syphilis, AND a current reactive
nontreponemal test (e.g., VDRL, RPR, or equivalent serologic
methods), AND a current reactive treponemal test (e.g., TP-
PA, EIA, CIA, or equivalent serologic methods), OR

 A prior history of syphilis and meets the supportive laboratory
criteria.

AND evidence of having acquired the infection within the previous 12 
months based on one or more of the following criteria: 

 Documented seroconversion or fourfold or greater increase in
titer of a nontreponemal test during the previous 12 months,
unless there is evidence that this increase was not sustained
for >2 weeks

 Documented seroconversion of a treponemal test during the
previous 12 months

 A history of symptoms consistent with primary or secondary
syphilis during the previous 12 months

 Meets epidemiologic criteria

Epidemiological Criteria: 
 A history of sexual exposure to a partner within the previous

12 months who had primary, secondary, or early non-primary
non-secondary syphilis (documented independently as
duration <12 months).

 Only sexual contact (sexual debut) was within the previous 12
months.
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Syphilis of Unknown Duration or Late is a stage of infection 

caused by T. pallidum in which initial infection has occurred >12 months 
previously or in which there is insufficient evidence to conclude that 
infection was acquired during the previous 12 months. 

Case Classification 
Probable 
A person with no clinical signs or symptoms of primary or secondary 
syphilis who meets one of the following sets of criteria: 

 No prior history of syphilis, and a current reactive
nontreponemal test (e.g., VDRL, RPR, or equivalent serologic
methods), and a current reactive treponemal test (e.g., TP-PA,
EIA, CIA, or equivalent serologic methods), OR

 A prior history of syphilis, and a current nontreponemal test
titer demonstrating fourfold or greater increase from the last
nontreponemal test titer, unless there is evidence that this
increase was not sustained for >2 weeks, OR

 Clinical signs or symptoms and laboratory results that meet
the likely or verified criteria for neurologic, ocular, otic, or late
clinical manifestations syphilis (see below)

AND who has no evidence of having acquired the disease within the 
preceding 12 months (see Syphilis, early non-primary non-secondary) 

Comments 
Although cases of syphilis of unknown duration are grouped together 
with late syphilis for the purposes of surveillance, the conservative 
clinical and public health responses to these cases will differ when there 
is uncertainty about the duration of infection. When faced with 
uncertainty, clinicians should act conservatively and treat unknown 
duration syphilis as if it were late infection, with three doses of 
benzathine penicillin. In contrast, the most conservative approach for 
STD control programs would be to manage cases of syphilis of unknown 
duration as early non-primary non-secondary infections and search for 
partners who may have been recently infected. Because this would not 
be feasible for most STD control programs, programs should consider 
prioritizing cases of syphilis of unknown duration with higher 
nontreponemal titers (e.g., 1:32 or higher) for investigation and partner 
services.  

Congenital Syphilis is a condition caused by infection in utero

with Treponema pallidum. A wide spectrum of severity exists, from 

inapparent infection to severe cases that are clinically apparent at 

birth. An infant or child (aged less than 2 years) may have signs such as 

hepatosplenomegaly, rash, condyloma lata, snuffles, jaundice (nonviral 

hepatitis), pseudoparalysis, anemia, or edema (nephrotic syndrome 

and/or malnutrition). An older child may have stigmata (e.g., 

interstitial keratitis, nerve deafness, anterior bowing of shins, frontal 

bossing, mulberry molars, Hutchinson teeth, saddle nose, rhagades, or 

Clutton joints).

Laboratory Criteria for Diagnosis 
Demonstration of Treponema pallidum by: 

 Darkfield microscopy of lesions, body fluids, or neonatal
nasal discharge, OR

 Polymerase chain reaction (PCR) or other equivalent direct
molecular methods of lesions, neonatal nasal discharge,
placenta, umbilical cord, or autopsy material, OR

 Immunohistochemistry (IHC), or special stains (e.g., silver
staining) of specimens from lesions, placenta, umbilical
cord, or autopsy material.

Case Classification 
Probable 
A condition affecting an infant whose mother had untreated or 
inadequately treated* syphilis at delivery, regardless of signs in the 
infant, OR an infant or child who has a reactive non-treponemal test for 
syphilis (Venereal Disease Research Laboratory [VDRL], rapid plasma 
reagin [RPR], OR equivalent serologic methods) AND any one of the 
following: 

 Any evidence of congenital syphilis on physical examination
(see Clinical description)

 Any evidence of congenital syphilis on radiographs of long 
bones

 A reactive cerebrospinal fluid (CSF) venereal disease research
laboratory test (VDRL) test

 In a non-traumatic lumbar puncture, an elevated CSF
leukocyte (white blood cell, WBC) count or protein (without 
other cause):

 Suggested parameters for abnormal CSF WBC and protein
values:

1. During the first 30 days of life, a CSF WBC count of >15
WBC/mm3 or a CSF protein >120 mg/dl is abnormal.

2. After the first 30 days of life, a CSF WBC count of >5 WBC/mm3
or a CSF protein >40 mg/dl, regardless of CSF serology.

The treating clinician should be consulted to interpret the CSF 
values for the specific patient. 

*Adequate treatment is defined as completion of a penicillin-based
regimen, in accordance with CDC treatment guidelines, appropriate for
stage of infection, initiated 30 or more days before delivery
Confirmed
A case that is laboratory confirmed.

Comments 
Congenital and acquired syphilis may be difficult to distinguish when a 
child is seropositive after infancy. Signs of congenital syphilis may not be 
obvious, and stigmata may not yet have developed. Abnormal values for 
CSF VDRL, WBC count, and protein may be found in either congenital or 
acquired syphilis. Findings on radiographs of long bones may help 
because radiographic changes in the metaphysis and epiphysis are 
considered classic signs of congenitally acquired syphilis. While 
maternal antibodies can complicate interpretation of serologic tests in 
an infant, reactive tests past 18 months of age are considered to reflect 
the status of the child. The decision may ultimately be based on 
maternal history and clinical judgment. In a young child, the possibility 
of sexual abuse should be considered as a cause of acquired rather than 
congenital syphilis, depending on the clinical picture. For reporting 
purposes, congenital syphilis includes cases of congenitally acquired 
syphilis among infants and children as well as syphilitic stillbirths. 
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