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ABSTRACT

Introduction: The occurrence of sexually transmitted infections with oral manifestations, such as syphilis, remains a challenge in the era of rapid tests
associated with an adequate clinical evaluation in the patients’ approach. Objective: To describe the clinical and laboratory aspects involved, from
the diagnosis to prognosis, of three case reports of recent syphilis with oral manifestations attended at a university clinic in the city of Niteroi, Rio de
Janeiro, Brazil. Case report: Three cases of recent syphilis with oral manifestations in the tongue region. The first one, a 38-year-old female patient who
presented syphilis in regions of the body other than the oral cavity (case I); the second one, a 31-year-old male patient with oral ulcerative lesions with
associated genital lesion (case II); and, finally, a 49-year-old female patient suspected of oral human papillomavirus (HPV) lesions, in which syphilis
was confirmed after a long path to obtain her diagnosis (case III). All cases were laboratory tested at the time of diagnosis and received appropriate
treatment and guidance. Conclusion: It was possible to observe through the present study that some situations need attention: evaluation of the oral
cavity should occur concomitantly with the investigation of genital lesions; diagnosis hypothesis of occurrence of syphilis with oral manifestation
should be considered in the clinical evaluation; oral lesions may present similar clinical manifestations, suggesting investigation of their possible
infectious etiology.
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RESUMO

Introdugio: A abordagem das infec¢des sexualmente transmissiveis com manifestagdes orais, tais como a sifilis, ainda permanece um desafio na era dos
testes rapidos associados a adequada avaliagdo clinica na assisténcia de pacientes. Objetivo: Descrever os aspectos clinicos e laboratoriais envolvidos,
do diagndstico ao prognostico, de trés casos clinicos de sifilis recente com manifestagdes orais atendidos em uma clinica universitaria do municipio de
Niteroi, estado do Rio de Janeiro. Relato de caso: Trata-se de trés casos de sifilis recente com manifestagdes orais na regido de lingua, que ocorreram
em: uma paciente do sexo feminino, 38 anos, em que as manifestagdes da sifilis foram observadas em outras regides do corpo e na cavidade oral (caso I);
um paciente do sexo masculino, 31 anos, que apresentava lesdes ulceradas orais com les@o genital associada (caso II); e, por fim, uma paciente do sexo
feminino, 49 anos, sob suspeita de infecgdo pelo virus do papiloma humano (HPV) oral, em que foi confirmada sifilis apds percorrer um longo trajeto até o
estabelecimento do seu diagndstico (caso III). Todos os casos realizaram testes laboratoriais por ocasido do diagnéstico e receberam tratamento e orientagdo
adequados. Conclusio: Foi possivel observar pelo presente estudo algumas situagdes que necessitam de atengo: a avaliagdo da cavidade oral deve ocorrer
de forma concomitante e sistematica com a investigagdo de lesdes genitais; a hipotese diagnostica de ocorréncia de sifilis com manifestagdo oral deve ser
considerada na avaliagdo clinica; lesdes bucais podem apresentar manifestagdes clinicas similares a outras doengas, sugerindo investigagéo de sua possivel
etiologia infecciosa ou néo.

Palavras-chave: manifestagdes orais; cirurgido-dentista; sifilis.
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Aspects involved in the diagnosis of oral lesions pass by a series
of ethical, subjective and professional factors in which odontology
has a prominent role, as the oral cavity can signal or highlight dis-
ease systemic manifestations". In this context, we find syphilis, a
sexually transmitted infection known since the end of the 15™ cen-
tury whose etiologic agent is the Treponema pallidum®>.

Also known as the “great imitator”, due to the diversity of dif-
ferential diagnosis that it presents, syphilis is a public health world
problem®. In Brazil the diagnoses are notifiable, and according to
the Ministry of Health, in the epidemiological bulletin published in
2016, more than 84 thousand syphilis cases were notified, more than
37 thousand acquired by pregnant women and, finally, a number
around 20 thousand cases of congenital syphilis, totaling 185 deaths®.
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Oral manifestations may occur in any of the three stages of the
disease evolution, found less frequently in the primary one. The fact
of the primary lesion of syphilis (chancre) also evolves spontaneously
tends to confuse health professionals about the diagnosis and the
interruption of the investigation®®”.

When syphilis is in the secondary stage, diagnosis through oral
lesions may become more evident, since there are other systemic
signs and symptoms that can be associated with the disease®79.

For the effective eradication of syphilis, it is necessary to inter-
rupt the transmission, and so prevent new cases. For this to occur,
early diagnosis and appropriate treatment become necessary, and the
patient submitted to quantitative serological assessments (Venereal
Disease Research Laboratory—VDRL or rapid plasma reagin—
RPR) during the first year, evaluated in the third, sixth and 12™
month after treatment®. The partners should also be investigated in
case of quantitative serology through reagent treponemal test and
prophylaxis held whenever possible.

The present study was previously approved by the Ethics and
Research Committee (Comité de Etica e Pesquisa—CEP) of
Universidade Veiga de Almeida, no. 2424828, and aimed at describ-
ing the clinical and laboratory aspects involved in the diagnosis,
treatment and prognosis of three recent clinical syphilis cases with
oral manifestations.

CASE REPORTS

Case 1

Female patient, 38 years old, student, married, black, from the city
of Niterdi, RJ, Brazil, attended a consultation with the main complaint
of “bruises in the genital region and around the anus”. According to
the patient’s own report, a small painless sore in the genital region
appeared about six months before, followed by an adenopathy at
the same side of the lesion. Patient also described an improvement
compared to the initial lesion, followed by the appearance of reddish
spots on the body that, according to her information, seemed allergic
reactions, and lumps in various parts of the body, especially on the
genitalia, that took a whitish aspect and associated pain.

Described herself heterosexual, with a history of the first inter-
course at the age of 17, practicing vaginal, oral and anal sex, with-
out condom, twice a month at this stage of the disease. According to
the patient, the frequency of relations was three or four times a
week. She told she had a single partner in a five-year relationship.
Reported not having supplementary health plan, with family income
between one to two Brazilian minimum wages, high school degree,
studying to get into a university. Patient didn’t know whether her
partner had any kind of complaint about any disease.

Throughout the whole period of the disease evolution, the
patient reported to be often in medical consultations. However,
she presented no diagnosis for pathology. After approximately
30 days, VDLR was indicated, and when received the result the
patient sought the Programa Médico da Familia (Family Doctor
Program), in which she was seen by a doctor who referred her to
the gynecology service of a municipal hospital, being diagnosed
with condylomatous HPV, and the treatment proposed was the
cauterization of the lesions.
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With this diagnostic hypothesis, patient was referred to the
Sexually Transmitted Diseases Department of the Universidade
Federal Fluminense University (Niter6i, RJ, Brazil) recommend-
ing that patient was submitted to surgical excision of the lesions.

On physical examination, patient was collaborative and with
good general appearance. Patient presented visible erythematous
lesions in chest, mainly in the dorsal region, and disseminated pap-
illomatosis; presence of mucous membrane plaques in the tongue;
papillocrusted injuries that occurred in the mentonian area, corners
of the mouth and nose wing. It was still possible to observe the
presence of palpable lymph nodes in cervical posterior chain and
in the inguinal region, which were movable and painless. In the
inguinal, perineal and perianal regions, the syphilis lesions were
verified with painful, whitish, humid compatible with the flat con-
dyloma. The genitalia showed the presence of the same injuries in
the regions mentioned, compromising mainly small and big lips and
perineal region (Figure 1).

The VDRL was 1:256, and the treatment done with benzathine
penicillin G was adequate for the stage. Patient was requested to
return to the clinic for revaluation in 30 days. She returned three
months after treatment and was uninjured.

The VDRL was 1:32. The patient reported that her partner,
although asked, didn’t attend to our service, but she reported that
he was treated in a clinic close to his residence.

Case I1

Male patient, 31 years of age, bank clerk, resident in Niter6i,
college degree, heterosexual, white, was referred to a public uni-
versity clinic in the city of Rio de Janeiro, RJ, Brazil, complaining
of “aphthae”.

Patient reported that oral lesions, which he thought to be aph-
thae, had emerged about 30 days, approximately. Oriented by a

Figure 1 — (A) The mucous in the tongue back; (B) papillocrusted
injury in mentonian region; (C) papillomatosis lesions in the genital
region; (D) plaque on back of tongue.
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pharmacy clerk, he made use of hydrogen peroxide, sodium bicar-
bonate, among other products, according to the patient. Not show-
ing improvement, sought medical attention, being diagnosed with
candidiasis, and it was recommended mouthwash with Nystatin and
routine tests. Due to the persistence of symptoms, patient returned
to the health unit, where he was prescribed fluconazole, and new
tests were requested.

Aggravated the clinical symptoms, the patient searched for
another medical center, where he was prescribed a medication for
his stomach. Still not improving his physical condition, he sought
the university clinic mentioned before and reported “bruise on
penis for about five months and spots on the body that appeared
and disappeared”. In anamnesis, patient informed previous HPV
and electrocauterization.

Patient described himself heterosexual, informed he had sexual
activity with frequency of four times a week. According to the patient
himself, he was insertive and receptive to oral intercourse and inser-
tive in anal intercourse, without using condoms during intercourse.
Patient reported first intercourse at 13 years of age.

In the oral cavity, he presented white plaques in the back of the
tongue and in the lower lip mucosa (Figure 2), as well as atypical
thorax and genitalia with framed injury to the penis, which accord-
ing to his report disappeared after the use of medication.

The treponema rapid test was reagent. Patient was treated with
benzathine penicillin G. The VDRL (1:64) took place two weeks after
the treatment. In the following month, the VRDL was 1:32. On that
occasion, it was observed in his clinical revaluation that lesions
disappeared and he was in the stage of healing control (Figure 2).

Case 111

Female patient, 49 years of age, married for five years (was sep-
arated from her husband for a year and reconciled one year before

Figure 2 — (A), (B) and (C) Irregular white plaques in back of
tongue and lower lip mucosa; (D) total regression of the lesion.

the assistance), attended a Basic Health Unit in the city of Niteroi,

referred to a dentist, worried about the presence of white lesions

in both edges of the tongue, causing burning sensation and pain of
medium intensity. Patient reported she was already seen by several
professionals in the period of two months prior to this consultation
without a diagnosis definition.

The patient reported spots on the body, for about five months,
thinking they were caused by some allergy.

Patient’ path until resolution of her case:

+ First professional: doctor 1 was a dermatologist that tried to
understand the spots on the body, prescribed prednisone 20 mg,
without remission of symptoms after use;

+ Second professional: surgeon-dentist 1, who was looked for after a
month of the previous consultation, due to white lesions on the edges
of the patient’s tongue, right and left, with burning and pain. The
professional referred the patient to an oral/maxillofacial surgeon;

* Third professional: doctor 2 was an otorhinolaryngologist. A
week after the dentist 1 evaluation, the patient experienced
intense discomfort in the throat and sought the professional,
who was surprised at the changes that seemed to have been
caused by corrosive agent. As the patient reported the use of
sodium bicarbonate (on her own trying to heal the lesion on
the tongue), the doctor prescribed pantoprazole sodium ses-
quihydrated 40 mg. Without clinical improvement, the patient
returned to the doctor after a week and was oriented to perform
mouthwash with Nystatin solution. There was no improvement
with the use of the antifungal;

* Fourth professional: the surgeon-dentist 2 suggested an oral/
maxillofacial surgeon for the removal of white lesions in
hospital environment and requested some pre-surgery tests.
Worried about the surgical indication, patient returned to sur-
geon-dentist 1, that referred her for further evaluation with a
dentist-surgeon 3 at a public unit of basic health attention in
the city of Niteroi;

» Fifth professional: surgeon-dentist 3 conducted evaluation of
the oral cavity and anamnesis. During the anamnesis, the patient
reported the spots on her body, her path in search for diagnosis
and the medications used, with no success. During oral examina-
tion, the patient presented not detachable and not bleeding white
lesions at the right and left edges of the tongue (Figures 3A, 3B
and 3C). The physical examination observed that patient had
numerous pink coloring and papular lesions with discrete pru-
ritus in abdomen, dorsal and lumbar regions and lower extrem-
ities for about four months. Before the oral lesions with con-
comitant skin changes, the professional suspected of a sexually
transmitted infection. The rapid tests (human immunodeficiency
virus — HIV, syphilis, hepatitis B and hepatitis C) and exfolia-
tive cytology (tongue border fragments, right side) were carried
out in the health unit. The rapid test for syphilis was reagent,
and the others were non-reagents. The cytology had nonspecific
outcome. Due to the positive result of the treponemal quick test,
VDRL was requested and showed reagent with 1/512 dilution,
and syphilis was the diagnosis.

The treatment was made with penicillin G benzathine, and after the
first administration, the mouth and skin lesions completely regressed
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in two weeks. Then, the patient underwent counseling consultation
and guided about the need for investigation of infection of her part-
ner, who carried out the VDRL with dilution of 1:1, and fluorescent
treponemal antibody absorption test (FTA-ABS) was reactive, as
he had been properly treated and oriented. Currently, the patient is
under healing control.

DISCUSSION

As syphilis is a sexually transmitted infection, it is possible that
the oral cavity is also one of the first manifestation sites — like
chancre, although genitals are the most involved sites. The occur-
rence of chancre can indicate the location of inoculation of the
microorganism (7. pallidum) in regions such as anal, genital, oral,
amongst others!”.

Among the differential diagnoses of chancre, there are: infectious
lesions whose etiologic agent is the herpes simplex virus (HSV),
squamous cell carcinoma, some fungal lesions or even caused by
trauma, and other types of ulcerative injuries". In secondary syph-
ilis, other injuries can also be considered as differential diagnosis,
such as erosion, Pemphigus vulgaris, papular and nodular lesions,
leukoplakia, among others'?. The cases presented in this study
showed that patients were at the stage of recent syphilis.

The VDRL result is able to be reagent from five or six weeks after
infection and two or three weeks after the emergence of the initial
injury, i.e., chancre. However, this injury is not usually found in the
mouth, but it can be observed in some cases. The sensitivity of the
VDRL is quite high, especially in secondary syphilis. However, in
late stages this sensitivity is considerably reduced from 100% to
approximately 70%1%.

Non-treponemal tests become of extreme value with regard to the
control of healing. The persistence of low titles present in patients
undergoing proper treatment can be considered a serological scar,
which can remain for many years'¥.

Another important point is that, during the patient’s monitoring
and follow-up concerning the response to the proposed treatment,
patient is submitted to the same diagnosis test. Whenever possible,
preferably the same professional who made the diagnosis should
interpret the results during monitoring and healing control>'9.

Although in this study not all patients had the FTA-ABS (at least
two made the quick test and one the FTA-ABS), it is possible to make
use of other types of tests for syphilis detection, and the choice will
normally be linked to the evolutionary stage of the disease. Both in
primary and secondary syphilis, in the latter, only in some lesions,
the diagnosis can be made through the direct test, i.e., through the
demonstration of the presence of T. pallidum, which is usually rec-
ommended in situations in which the lesion is in its initial stage,
when the number of microorganisms is very high!7:%.

Another modality are the rapid tests, important in the diagnosis
nowadays, since their reading occurs immediately'”, and should be
used for screening®”, as observed in the reports of patients 1 and 3.

Differently from presented by the Ministry of Health in 2016,
the most reported age group with diagnosis of acquired syphilis was
from 20 to 29 years, corresponding to 34.1% of cases®, while in
the present study two of the three patients described in the reports
were in the age group from 30 to 39 years. One of them was female
(38 years old) and the other one male (31 years old). Another study
from the Ministry of Health in 20165 showed that 42.02% belonged
also to the age group between 20 and 29 years old®".

Giacomozzi® reported that the use of drugs, whether legal or ille-
gal, increases the probability of not making use of condoms or even
engage in sexual activities with multiple partners. In the reports of
the present study, the patients denied the use of drugs and declared
they chose not to use condoms, even knowing about their risks. It
is important to emphasize that the use of condoms not only reduce
the risk of transmission of sexually transmitted infections, but also
minimize unwanted pregnancy®.

It is important that the individual is aware that s/he should worry
not only about his/her health, but also with his/her partner, whether
fixed or not, as in case III. A study conducted in Brazil, in the state
of Cear4, syphilis appeared as the second infection with the highest
number of diagnoses. In this study, all patients were women, and
80% of them reported having acquired the disease from their cur-
rent partner®®.

A study from 2007 showed that 63.6% of the patients included
and diagnosed with syphilis had acquired the disease previously,
which may be a warning for the adoption of new measures related
to safe sexual practices®).

Figure 3 — (A) White plaque with linear filiform formation in the lateral edge of tongue; (B) white plaque only; (C) Lesion regression.
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CONCLUSION

Patients seeking care with complaints of genital lesions should
also be examined regarding possible oral manifestations (includ-
ing the evaluation of the oral cavity should be part of the routine
of the clinical examination) (case I);

Syphilis should be considered as a possible diagnostic hypothesis
to be investigated in patients with oral lesions, especially ulcer-
ative processes (case 11);

The search for care for a possible oral infection may, when clini-
cally evaluated, present another pathology also of infectious origin,
that is, may signal infections with similar clinical manifestations,
which need to be better elucidated as to their etiology (case II1);
Regardless of the type of sexual practice (oral sex) and socio-
economic cultural level of the patients, cases of syphilis have
occurred and still perpetuate in the sexually active population
(cases I, IT and III).

In the current era of rapid tests, they are indicated as an effective
tool in the initial diagnosis, allowing the appropriate approach of
patients (cases IT and III). It is emphasized that they are carried out
in order to promote early screening of this sexually transmitted
infection (STI), which still remains a challenge. Therefore, sero-
logical healing control should be performed with a qualitative
and quantitative VDRL test.
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