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Letters to Editor

Considerations on the 
use and interpretation 

of Treponema pallidum 
hemagglutination test 

for diagnosis of syphilis
Sir,
We have read with great interest two papers 
published in your journal about the usefulness of 
Treponema pallidum hemagglutination  (TPHA) test 
for the serological diagnosis of syphilis.[1,2]

As well mentioned by the authors, the TPHA test is 
a treponemal assay for the serological confirmation 
of syphilis, according to the traditional algorithm. 
It is not accessible in all laboratories and for this 
reason patients with positive nontreponemal tests 
are immediately treated with the specific antibiotic 
schedule, according to national/local guidelines 
for avoiding the progression or transmission of 
the illness.[3] However, if the treponemal tests are 
available we should follow‑up the recommendations 
made by World Health Organization.[4]

Testing for syphilis is an essential skill for all general 
physicians, but is often perceived as difficult and 
confusing, and can be a daunting prospect for doctors 
in training.[5] In this sense, a key point not mentioned 
in previously stated papers is that nontreponemal 
and treponemal test results must be interpreted 
according to the stage of syphilis suspected or the 
epidemiological history of the patient. The simple 
understanding of serological results does not define 
the current physical condition of the patient. Each 
combination of possible results by these tests has 
different interpretations in relation to the individual 
context of each patient  [Table 1].

Unfortunately, this information is not always on 
the analysis submissions and it is vital for the 
test selection and to conduct certain tests, such 
as a quantitative nontreponemal assay in sera 
from patients with nonreactive qualitative results 
when a clinical suspicion of secondary syphilis 
is present  (due to prozone reaction). Two of our 
secondary syphilitic patients, diagnosed during 2013, 
had nonreactive qualitative VDRL/RPR and titers 
superior to 32 in the quantitative tests, including 
HIV patients.

We agree with Bala et  al. recommendation that a 
confirmatory test such as TPHA should be performed on 
all sera with a reactive VDRL regardless of its titer[1] as 
the authors have reported high TPHA positivity (86.8%) 
in sera with VDRL titres  <1:8. Moreover, TPHA is 
also important for confirming results ≥8 because it 
is possible to obtain biological false positives  (BFP) 
with these titers in persons with other infectious or 
noninfectious diseases in which tissue damage occurs.

For example, during 2013 we analyzed 471 sera using 
VDRL/RPR  (Centis, Cuba) and TPHA  (Centis, Cuba), 
41% (193/471) of them from HIV positive patients. We 
found reactivity in 52.9% (249/471) of sera suggesting 
syphilis, 4.2% (20/471) with history of treated syphilis 
or diagnosis of late syphilis, 15.1%  (71/471) of BFP 
and 27.8%  (131/471) without syphilis or in the 
preserologic period of treponemal infection.

From the sera of BFP, 84.5%  (60/71) had titers ≤4 as 
is expected, 9.9%  (7/71) titers of 8, 4.2%  (3/71) 16 
and 1.4%  (1/71) 32. Only HIV status information of 
these patients was available. The patient with titer 
of 32 was positive to HIV infection. During 2009 
we had another BFP with the same titer in an old 
woman with hemolytic anemia.

In relation to the use of TPHA for confirming 
syphilis in pregnant, recognized cause of BFP by 
nontreponemal tests, we have records of 29.8–37.4% 

Table  1: Possible interpretations according to serological results

Results by nontreponemal 
and treponemal tests

Possible interpretations

VDRL/RPR reactive and 
TPHA reactive

1. Syphilis, if there are clinical suspicion of the infection or if the patient was in contact with 
a diagnosed case
2. Seroresistance or immunological memory during 1–2  years after treatment of syphilis 
(titers  by VDRL/RPR are habitually  <4)

VDRL/RPR reactive and 
TPHA nonreactive

1. Biological false positive  (titers by VDRL/RPR are generally  <8)
2. Very early syphilis, if the patient has a chancre with little time of development  (positive by 
dark field microscopy or polymerase chain reaction). Study of a new sample is recommended

VDRL/RPR nonreactive and 
TPHA nonreactive

1. Nonsyphilis
2. Very early syphilis, preserologic period during primary syphilis  (evidence of chancre). 
Study  of a new sample is recommended

VDRL/RPR nonreactive and 
TPHA reactive

1. Historical or treated syphilis
2. Late syphilis  (late latent or tertiary syphilis)

TPHA=Treponema pallidum hemagglutination; VDRL=Venereal disease research laboratory; RPR=Rapid plasma reagin
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of nonreactive results in gravid with results inferior 
to 8 by RPR/VDRL and unusually, titers from 8 to 64.

These examples demonstrate the fact that TPHA is 
essential for the diagnosis of syphilis, irrespective 
of the VDRL/RPR titer, but the physicians should 
always consider all other factors such as sexual 
behavior, medical history, previous treatment history 
of syphilis, etc. The TPHA is a simple and useful 
tool for the serological diagnosis of syphilis in both 
low‑  and high‑prevalence populations.
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Seroprevalence 
of hepatitis B, 

hepatitis C, Human 
Immunodeficiency Virus 

surface, and syphilis 
among blood donors: 

A 6‑year report from a 
sentinel site in Western 

Himalayas, India
Sir,
Transfusion‑transmitted infections  (TTIs) continue 
to be a threat to safe transfusion practices. A 6‑year 

record‑based retrospective study was conducted 
in a tertiary care teaching hospital located in 
the rural hilly area of Kangra valley of Western 
Himalayas, India. The records were retrospectively 
evaluated with respect to screening outcome for 
hepatitis B surface antigen  (HBsAg), anti‑HIV, 
anti‑hepatitis C virus  (HCV), and VDRL. HIV 
status of donors was determined by screening for 
antibodies to HIV‑1 and HIV‑2 by third‑generation 
rapid immunochromatography sandwich assay. 
HBsAg and anti‑HCV antibodies were determined 
using commercially available qualitative 
immunochromatographic assay kits. Antibodies 
to syphilis were tested in donor samples using 
qualitative solid phase immunochromatographic 
assay. The percentage and proportions for each 
variable were calculated.

A total of 27,995 blood donations were recorded. 
Among them, 26,306  (94%) were males and 
1689  (6%) were females. 13,705  (49%) were 
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