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Abstract

Background: During the last several years, we have observed a rise in the number of patients with syphilis in our center. Aims: To
find out the trends in the presentation of syphilis to our clinic over a 6-year period and to analyze the clinicoepidemiological features
of those patients. Settings and Design: A retrospective chart review. Subjects and Methods: We analyzed the case records of all
cases of syphilis registered in our sexually transmitted infection (STI) clinic from October 1, 2012, to September 30, 2018. Syphilis was
diagnosed based on clinical or serological evidence. We also evaluated these patients for any concomitant STI, including hepatitis B,
hepatitis C, and HIV. Statistical Analysis Used: The data were analyzed using SPSS software (version 20). Chi-square test was done
for comparing categorical data, and P < 0.05 was considered statistically significant. Results: During the study period, 215 patients with
STl attended our clinic. Of these, 66 (31%) patients had acquired syphilis. Among them, 3 (4.5%) had primary syphilis, 23 (34.8%) had
secondary syphilis, and 40 (60.6%) had latent syphilis. Fifteen (22.7%) patients had concomitant HIV infection. A statistically significant
rise in the number of cases of syphilis compared with other STIs was noted in the latter half of the study period (P = 0.001). Among
the 50 males with acquired syphilis, 29 (58%) were men having sex with men (MSM), including 19 bisexual persons. Among the five
antenatal cases, two were detected very late in pregnancy. Conclusions: We observed a marked increase in the number of cases of
syphilis during the latter half of the study period. Primary and secondary syphilis were more frequent among MSM, suggesting a need to
strengthen targeted intervention programs among them. More rigorous antenatal screening is necessary to prevent congenital syphilis.
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Introduction

Worldwide, there was a marked rise in the incidence of
viral sexually transmitted infections (STIs), including HIV,
during the late 1990s, and a relative fall in the incidence
of bacterial STIs like syphilis, chancroid, and gonorrhea.!'?
Following that, in the first two decades of this century, an
increasing trend in the incidence of syphilis was observed.
Re-emergence of syphilis in HIV positives was reported
by Pialoux et al. in Europe and the United States in
2008 and Shah et al. in India in 2015.54 Muldoon and
Mulcahy noticed a rising trend of syphilis in Ireland from
2007 to 2009.7 There has also been changes in sexual
practices, with more people, especially men who have sex
with men (MSM), engaging in penoanal and orogenital
contacts.[!

Recently, in our tertiary care hospital, we have been
observing a steady rise in the number of patients with
syphilis, especially secondary and primary syphilis. Hence,
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we decided to undertake a 6-year retrospective study on
the trends in the frequency of presentation of patients with
syphilis in our STI clinic and their clinicoepidemiological
profile.

Subjects and Methods

After obtaining permission from the institutional ethics
committee, a retrospective chart review of all cases
who attended the STI clinic from October 1, 2012, to
September 30, 2018, was done. Those cases diagnosed
and treated as syphilis were included in the analysis.
Demographic details of age, sex, occupation, and marital
status, history of premarital or extramarital sexual contact,
sexual preference (homo/hetero/bisexual), history of
orogenital/penovaginal, penoanal contact, whether an active
or passive partner in case of MSM, duration of symptoms,
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symptoms of all STIs including HIV were noted. The
characteristics of genital ulcer, skin rash, any other mucosal
lesions, lymphadenopathy, any other concomitant STI and
details of treatment received were collected.

Men/women who reported having sex only with the
opposite gender were considered as heterosexuals. Men
who reported having sex with the same gender were
considered as MSM. Men/women who reported having
sex with partners of both the genders were considered as
bisexuals.

A clinical diagnosis of primary syphilis was suspected
in patients who had a painless indurated genital ulcer. In
all genital ulcers, dark ground microscopy was done to
demonstrate treponemes and Gram stain for Haemophilus
ducreyi bacillus. If herpes was suspected, Tzanck smear
was done for multinucleated epithelial giant cells.
According to the latest Sexually Transmitted Diseases
Treatment Guidelines by the Centers for Disease Control
and Prevention (CDC), a nontreponemal test (rapid
plasma reagin [RPR] test or venereal disease research
laboratory [VDRL] test) and a treponemal test (treponema
pallidum hemagglutination [TPHA] test) were done for the
presumptive diagnosis of syphilis.”

A clinical diagnosis of secondary syphilis was suspected
in patients with asymptomatic macular or papular skin
rash, mucosal lesions on the oral, genital, or anal mucosa,
and generalized lymphadenopathy with or without
systemic symptoms. Dark ground microscopy was done
to demonstrate treponemes from most lesions on the skin
or mucosal lesions. Diagnosis of secondary syphilis was
further confirmed by serological tests such as RPR or
VDRL in dilution and TPHA.

A diagnosis of latent syphilis was made if nonspecific
tests such as RPR or VDRL and specific tests such as
TPHA were positive in patients with no clinical features
of syphilis. A thorough clinical evaluation for features of
cardiovascular, ocular, and neurosyphilis was done in all
cases before making a diagnosis of latent syphilis. Cases
within 1 year of acquiring syphilis were classified as
early latent and those of more than 1-year duration as late
latent syphilis. Cases with high-risk sexual behavior or
having a partner diagnosed with syphilis reporting negative
nontreponemal tests but positive treponemal tests were
also diagnosed as latent syphilis if they presented with no
documented treatment for syphilis. Patients, whose exact
duration of disease was unknown, were designated as latent
syphilis of unknown duration and were grouped under late
latent syphilis. A diagnosis of congenital syphilis was made
as per the CDC guidelines (MMWR 2015) and as per the
national strategy and operational guidelines toward the
elimination of congenital syphilis.*! Serological tests for
HIV, hepatitis B, and hepatitis C were done for all patients.

The data were entered into MS Excel and analyzed using
SPSS software (version 20, IBM, USA). Chi-square test
was done for comparing categorical data, and P < 0.05 was
considered statistically significant.

Results

During the 6-year study period, 215 patients attended the
STI clinic of our institution. Of these, 66 (31%) patients
were diagnosed as acquired syphilis. To analyze the
trend in recent years, we divided the study period into
two equal halves, the first half from October 1, 2012,
to September 30, 2015, and the second from October
1, 2015, to September 30, 2018. Of the 75 patients

with STIs attending our clinic in the first half of the
study, 11 (14.7%) had acquired syphilis compared to
55 (39.3%) among 140 patients who attended in the
second half (P = 0.001) [Table 1]. Figure 1 shows the
number of cases in each stage of syphilis across the study
period. Age of patients with acquired syphilis ranged
from 18 to 62 years with the majority (n = 29, 43.9%)
belonging to 21-30 years [Table 2]. Twenty-six (52%)

Resurgence of acquired syphilis
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Figure 1: Number of acquired syphilis cases and their clinical staging
reported from October 2012 to September 2018

Table 1: Proportion of syphilis in the first and second
half of the study period

Stage of Proportion of syphilis in the study period
syphilis (n=total number of STIs)
First half (October Second half
2012 - September 2015) (October 2015 - September 2018)

(n=75), n (%) (n=140), n (%)
Primary 2 (2.7) 1 (0.7)
Secondary 5 (6.7) 18 (12.9)
Early latent 0 3 (2.1)
Late latent 4 (5.3) 33 (23.6)
Total 11 (14.7) 55 (39.3)

Table 2: Demographic details of patients with acquired
syphilis during the study period (age group, marital
status, and occupation)

Demographic details Males (n=50) Females (n=16) Total (n=66), n (%)
Age group (years)

<20 4 1 5 (7.6)
21-30 22 7 29 (43.9)
31-40 17 2 19 (28.8)
>40 7 6 13 (19.7)
Marital status
Married 26 16 42 (63.6)
Unmarried 24 0 24 (36.4
Occupation
Manual laborers 23 1 24 (36.4)
Office clerk 11 2 13 (19.7)
Drivers 6 0 6 (0.9)
Traders 3 0 3 (0.4)
Students 2 0 2 (0.3)
Unemployed 5 0 5 (0.8)
Homemakers 0 13 13 (19.7)
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of the 50 males and 5 (31.25%) of 16 females had
more than one sexual partner. Twenty-eight males used
condom occasionally during contact with their nonregular
partners, while 22 never used condoms. Of the 66 patients
with acquired syphilis, 3 (4.5%) had primary syphilis,
23 (34.8%) had secondary syphilis, and 40 (60.6%) had
latent syphilis [Table 3].

There were no female sex workers (FSWs) in this
study. None of the females in our study had same-sex
behavior [Table 4]. Out of the 16 females, 5 (31.3%)
were antenatal cases. Among the five antenatal cases,
three (one case of secondary syphilis and two cases
of latent syphilis) were detected before 36 weeks of
pregnancy. The remaining two cases were detected after
36 weeks of pregnancy.

Out of 50 males, 29 (58%) were MSM. Of the 29 patients
with MSM behavior, 17 (58.6%) had early syphilis,
compared to 7 (33.3%) among 21 male patients without
MSM behavior (Mantel-Haenszel Chi = 3.06; P = 0.04).
There were no transgender or transsexual individuals in
our study.

All three patients with primary syphilis were bisexual
males who were active MSM and had only occasional
heterosexual contacts. They presented with single painless
chancres [Figure 2a].

Among the 23 patients of secondary syphilis, 18 (78%)
were male. Out of these 18 males, 13 (72%) had same-sex
behavior. Of the five female patients with secondary
syphilis, one was pregnant. The skin lesions were
predominantly papules in 20 (87%) patients. Figure 2b
shows a patient with annular lesions on the beard area.
Nine patients had psoriasiform lesions, and eleven had
lichenoid papules on the palms and soles [Figure 2¢]. The
other clinical manifestations noted were mucosal erosions in
five (22%) patients, of which three had oral erosions, one
had erosion on the glans penis, and one had anal erosion.
Ten (44%) patients had generalized lymphadenopathy.

Three cases of early latent and 37 cases of late latent
syphilis were observed during the study period. RPR was
reactive in all cases of early syphilis. Of the 37 patients
with late latent syphilis, RPR was nonreactive in ten
patients. The highest titer of 1:1024 was observed in a
patient with secondary syphilis. A relatively high RPR titer
of more than 1:16 was noted in eight cases of late latent
syphilis. They included two patients diagnosed during
routine antenatal checkup. Exact duration of syphilis could

Table 3: Clinical staging of patients with syphilis

not be ascertained in these two patients as their partners
were seronegative. They were grouped under late latent
syphilis. Two patients with latent syphilis who showed high
RPR titer were HIV positive. The remaining four patients
denied a history of sexual exposure and were grouped
under syphilis of unknown duration and were treated as late
latent syphilis. TPHA was positive in all patients.

Twenty (30.3%) out of 66 cases of acquired syphilis had
coinfection with other STIs [Table 5]. HIV was the most
common coinfection in our study (n = 15, 22.7%). Of the
15 cases who were HIV positive, one had primary, four
had secondary, one had early latent, and nine had late
latent syphilis.

Forty-eight (72.7%) patients were treated with doxycycline,
16 (24.2%) were treated with benzathine penicillin, and
two patients were lost to follow-up before administering
treatment. No instances of reinfection or relapse were noted
in any patients during follow-up.

Discussion

According to this study spanning over 6 years from 2012,
there is a steep increase in the number of cases of syphilis

Figure 2: (a) Primary chancre on the prepuce , (b) multiple annular plaques
on the beard area , (c) syphilitic cornee on the palms

Stage of syphilis Number of patients in each

Number of patients in each stage among females (n=16)

Total number of patients in

stage among males (n=50)

Nonpregnant (n=11)

Pregnant (n=5) each stage (n=66), n (%)

Primary 3 0
Secondary 18 4
Early latent 3 0
Late latent 26 7

0 3 (4.5)
1 23 (34.9)
0 3 (4.5)
4 37 (56.1)

Table 4: Clinical stage of syphilis and its relationship with sexual behaviour

Stage of syphilis Number of patients with heterosexual behavior

(n=37), n (%)

Number of patients with same-sex behavior
Homosexual (n=10) Bisexual (n=19) Total (n=29), n (%)

Primary 0

Secondary 10 (27)
Early latent 2 (5.4)
Late latent 25 (67.6)

0 3 3 (10)
5 8 13 (45)
1 0 13)
4 8 12 (42)
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Table 5: Coinfection with other sexually transmitted infections and its relationship with sexual behavior

Coinfected STI Number of heterosexual persons Number of persons with same-sex behavior Total (n=66),
(n=37; 56.1%), n (%) Number among Number among Total (n=29; 43.9%), n (%)
homosexuals (n=10) bisexuals (n=19) n (%)
HIV 8 (21.6) 2 5 7 (24.1) 15 (22.7)
Condylomata acuminata 0 1 1 2 (6.9) 2 (3)
Herpes genitalis 1(2.7) 1 0 1 (3.4) 2 (3)
Nongonococcal urethritis 0 0 1 1 (3.4) 1 (1.5)

STI=Sexually transmitted infection

from 2015 onward. Resurgence of syphilis was noticed in
several studies from India and abroad.!'>*! We also noticed
an increase in the number of patients with early syphilis
in the present study. Although late latent stage of syphilis
outnumbered other stages of syphilis, a marked surge in
the number of patients with early syphilis, especially of
the secondary stage, was observed since 2015. Shah et al.
had also reported early syphilis in 75 out of 110 (68.1%)
patients with syphilis.!

According to the CDC fact sheet 2017, 10.5% increase
in the number of cases of early (primary and secondary)
syphilis was reported between 2016 and 2017.1" The
possible reasons for the recent increase in the prevalence of
syphilis, mentioned in various studies, include an increased
frequency of penooral and penoanal sex and an increased
frequency of MSM and HIV coinfection.!'] Kidd et al.
have highlighted the high frequency of intravenous drug
use among patients with primary and secondary syphilis.['?!
However, our study did not show such a finding.

In the present study, 76% of the cases were male. Male
preponderance has been observed in several other studies
from India and abroad.*>? Of the 50 males, 29 (58%)
were MSM (10 homosexuals and 19 bisexuals) and 21
were heterosexual. In the study by Muldoon and Mulcahy
from Ireland between 2007 and 2009, 86.8% of cases of
syphilis were among MSM. In a study by Shah ef al. in
2013-2014, 22.7% were MSM."! In a more recent study
from South India, 104 (42.2%) out of 246 males were
MSM with 32 having bisexual behavior.['¥ Increased
prevalence of syphilis among MSM as observed in these
studies and the present study underlines the need for
strengthening targeted intervention (TI) programs in
this population. The systematic review (2008) on MSM
in India by Setia et al. suggested culturally sensitive
prevention programs for controlling STIs among MSM
as they had observed many MSM were forced to get
married to females due to stigma and social issues
associated with homosexuality.''! Recent decriminalization
of homosexuality (2018) in India might have facilitated
self-reporting of STIs, as well as destigmatization.[">! It
may also help in reducing the chance of getting married to
monogamous females for social reasons and thereby reduce
transmission of STIs among their female partners.

Several studies have reported a high frequency
of coinfection of syphilis and HIV infection among
MSM.B101617 This agsociation results not only from the
common modes of transmission but also from the increased
frequency of unsafe sexual behavior among MSM infected
with HIV.5!' In a recent study by Safren et al., high
prevalence (32.7%) of bacterial STIs and condomless sex
was observed among MSM in urban India.'¥! In the present
study, the most common STI found in association with
syphilis was HIV (22.7%). Coexistence of HIV was found
in 24.5% of cases by Shah et al. and 28.7% by Muldoon
and Mulcahy.*3 In our study, among the 15 cases of

coinfection of syphilis and HIV, 7 (46.7%) were MSM.
Recently, there have been rapid developments of new point
of care (POC) tests for STIs apart from the main ones for
syphilis and HIV. Incorporation of these POC tests would
help in early diagnosis and treatment of even asymptomatic
STIs as coinfection with more than one STIs is common in
the high-risk population.!'”’

Tracing and screening of partners are difficult among
MSM. The increasing indulgence in oral sex is considered
as an important factor contributing to the increase in
syphilis.'® Oral sex is mistakenly considered as a “safe”
sexual behavior by some persons. MSM are at higher risk
of STIs because they indulge in diverse types of sexual
behavior.?” Regular use of condom was low among both
MSM and others in the present study. Condom use for oral
sex should be an essential component of patient counseling
to prevent STIs.['¢]

Interestingly, there were no FSWs in this study. A recent
study from Tamil Nadu had 30% of FSWs among
85 females attending an STI clinic.['¥ The Government
of Kerala conducts a TI program called Suraksha, under
which FSWs are screened every 6 months for syphilis and
HIV, and provided treatment if needed. Effectiveness of
this program could be a possible reason why they do not
attend the tertiary care hospital. Other possible reasons are
practical difficulties and stigma among FSWs to attend STI
clinics of tertiary care centers.

Although the number of females was low in our study,
nearly one-third among them were antenatal cases. Other
studies too have shown a high prevalence of syphilis in
pregnancy.?'*21 The most likely method of acquisition of
disease among pregnant women is from their infected
partners. The risk factors observed in other studies included
the previous history of STIs, having multiple sex partners,
sexual contact with MSM, and oral and intravenous drug
use.?!?2) Usually, women are screened for syphilis twice
during pregnancy: in the first trimester and at term. The
CDC and the American College of Obstetricians and
Gynecologists recommend one more screening between
28 weeks and 32 weeks of gestation in communities and
populations with a high prevalence of syphilis.[”)

As there is a resurgence of syphilis in our population,
early syphilis in antenatal cases may go undetected if
VDRL or RPR are not done in dilution. As part of the
routine antenatal checkup, nonspecific serological tests for
syphilis are usually done in undiluted serum during the
first trimester for all cases and third trimester in high-risk
cases.l®! Hence, it is advisable to do VDRL/RPR in dilution
in antenatal cases with high risk.

Conclusion

We are witnessing an era of resurgence of syphilis.
Physicians, researchers, and health administrators should
work together to face this emerging challenge. Early
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syphilis is especially more among MSM suggesting a need
to strengthen targeted intervention programmes among them
Antenatal screening should be more rigorous to prevent
congenital syphilis.
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