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Paradigm Shift!Paradigm Shift!
• 2009

– CDC-APHL Report:  Presents 

algorithm for screening with Trep

EIA
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algorithm for screening with Trep
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Which Algorithm?Which Algorithm?
Traditional Reverse Sequence

Detects active infection Detects early primary and 
treated infection that may be 
missed by traditional screening

High rate of biologic false positives
- Confirmation with treponemal

Nontreponemal test needed to 
detect active infection

test
- Use of both tests results in a 

high positive predictive
value

Can miss early primary and treated 
infection

Ideally, EIAs and CIAs should 
have perfect specificity

- EIAs and CIAs are 
nonspecific

- Varies by risk of population
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Reverse Sequence AlgorithmReverse Sequence Algorithm

TP-PA

TP-PA+ Syphilis 
(past or present)

TP-PA− 
Syphilis unlikely

Evaluate clinically, determine if treated 
in past, assess risk for infection, and 
treat per CDC STD Guidelines if not 

previously treated

Evaluate clinically, determine if treated 
in past, assess risk for infection, and 
treat per CDC STD Guidelines if not 

previously treated

Reverse Sequence AlgorithmReverse Sequence Algorithm

TP-PA

TP-PA+ Syphilis 
(past or present)

TP-PA− 
Syphilis unlikely

If at risk for syphilis, repeat RPR in 
several weeks

If at risk for syphilis, repeat RPR in 
several weeks

Scenarios ReviewScenarios Review

Syphilis EIA-POS 
VDRL-POS: Scenario 1

Syphilis EIA-POS 
VDRL-POS: Scenario 1

Exam/History Impression
Management/ 

Treatment
Exam findings not 
consistent with 
syphilis AND

Old treated
syphilis

•No treatment

•No furthersyphilis AND
History of past 
treatment with 
adequate treatment 
response AND
No recent exposure 
to an infectious 
case

•No further 
follow-up 
needed

Syphilis EIA-POS 
VDRL-POS: Scenario 2

Syphilis EIA-POS 
VDRL-POS: Scenario 2

Exam/History Impression
Management/ 

Treatment
Exam findings 
consistent with 

hili OR

New syphilis
infection

•Treat based upon 
stage of the  
diseasesyphilis OR

History of recent 
exposure to an 
infectious case 
AND No history 
of treatment in 
the past

disease
•Examine and 
treat contacts

•Monitor serologic  
response to  
treatment

•Follow-up per 
protocol

Syphilis EIA-POS 
VDRL-POS: Scenario 3

Syphilis EIA-POS 
VDRL-POS: Scenario 3

Exam/History Impression
Management/ 

Treatment
History of past treatment 
AND Exam 
findings/recent

Inadequate
response to 
syphilis 

•Treat based upon   

stage of the                

disease
symptoms consistent 
with syphilis OR
Inadequate serologic 
response to past 
treatment or no test 
results available OR
Recent exposure history 
OR ≥4-fold increase in 
VDRL titer compared 
with previous titer

treatment

Possible 
syphilis re-
infection

disease 

•Examine and treat 

contacts

•Follow-up per      

protocol

•Monitor serologic 

response to   

treatment
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Syphilis EIA-POS 
VDRL-POS: Scenario 4

Syphilis EIA-POS 
VDRL-POS: Scenario 4

Exam/History Impression
Management/ 

Treatment
No positive exam 

findings for syphilis 

AND

Possible 
syphilis re-
infection

•Treat based upon   

stage of the                

diseaseAND

No history of recent 

symptoms/exposure to 

primary or secondary 

syphilis AND

No history of treatment 

in the past

disease 

•Examine contacts 

and treat based on 

results

•Follow-up per      

protocol

•Monitor serologic 

response to   

treatment

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 1

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 1

Exam/History Impression
Management/ 

Treatment

History of past 

treatment 

Old treated 
syphilis

•No treatment

AND

No history of 

recent

exposure or 

re-infection

•No further 
follow-up
needed

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 2

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 2

Exam/History Impression
Management/ 

Treatment
Exam findings 
consistent 
OR

Syphilis 
infection 
present

•Treat based upon 
stage of the 
diseaseOR

History of recent 
exposure to an 
infectious case
OR
History of 
serologic 
conversion

present disease
•Examine and 
treat contacts

•Follow-up per 
protocol

•No further follow-
up if repeat   
VDRL is negative

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 3

Syphilis EIA-POS VDRL-NEG
T-PA-POS: Scenario 3

Exam/History Impression
Management/ 

Treatment

No history of 
past treatment

Syphilis 

infection 

•Treat as Late 

Latent   
AND
No history of 
recent 
symptoms/
exposure or 
re-infection

present Syphilis

•No further 

follow-up 

after 

treatment

Syphilis EIA-POS VDRL-NEG
T-PA-NEG: Scenario 1

Syphilis EIA-POS VDRL-NEG
T-PA-NEG: Scenario 1

Exam/History Impression
Management
/ Treatment

No exam findings 
consistent with 

Old treated 
syphilis

•No

treatment
syphilis 
AND
No history of 
recent exposure 
to an infectious 
case

Possible 
false 
positive

•No further 

follow-up      

needed

Syphilis EIA-POS VDRL-NEG
T-PA-NEG: Scenario 2

Syphilis EIA-POS VDRL-NEG
T-PA-NEG: Scenario 2

Exam/History Impression
Management/ 

Treatment

Exam findings 

consistent with 

Syphilis 
infection 
present

•Treat based upon 
stage of the 
disease

syphilis 

OR

History of 

recent exposure 

to an infectious 

case

present disease
•Examine and 
treat contacts

•Follow-up per 
protocol

•No further action 
if repeat VDRL 
and TP-PA is 
negative
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What Are the Reasons for 
Discordant Test Results?
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• Treated syphilis

• Early primary syphilis
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Challenges/Limitations 
of EIA/CIA 
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• Confusion about management of 

patients with discordant serology ***

• Confusion about management of 

patients with discordant serology ***
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