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Ulcera labial como signo de presentacion
de sifilis primaria en paciente con infeccion
por VIH no conocida: a proposito de un caso

A lip ulcer as a first sign of early syphilis in a patient with unknown HIV

infection: a case report

A. Pozo Porta’, I. Iriarte Ortabe?, P. Zaballos Diego*, M.A. Morey Mas?,
J. Collado Lépez', M.J. Pastor Fortea', I. Forteza-Rey Borralleras3

Resumen: Se presenta el caso de un paciente con Ulcera labial cuya apa-
riencia clinica simula un carcinoma escamoso. Sin embargo, una correcta
historia clinica y la realizacién de pruebas complementarias conducen al
diagndstico primario de infeccién por Treponema pallidum y secundario
de seropositividad para VIH. Tras el diagnéstico serolégico el tratamiento
antibiotico es efectivo para la sffilis.

Concluimos que ante una lesién labial de aspecto ulceroso debe contem-
plarse un diagnéstico diferencial que incluya el chancro sifilitico y reali-
zar, en el caso de que se confirme, las pruebas complementarias necesa-
rias para descartar infeccién concomitante por VIH.
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Abstract: A case report is presented of a patient with a lip
ulcer that led to a primary diagnosis of infection through
Treponema pallidum and to a secondary diagnosis of HIV
seropositivity. The diagnosis was made by serology and
the antibiotic treatment was effective for the syphilis.

We conclude that when faced by a lesion of the lip that
has an ulcerous appearance, a differential diagnosis should
be contemplated that includes a syphilis chancre and, if this
is confirmed, the necessary complementary test should be
carried out in order to rule out concomitant HIV infection.
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Introduccion

La sifilis ha reaparecido en los ulti-
mos afios en relacién con el virus de la
inmunodeficiencia adquirida (VIH). Cabe
pensar pues en ella ante lesiones orales,
ya que es la cavidad oral la primera loca-
lizacién extragenital en la infeccién por
Treponema pallidum, y en la posibili-
dad de manifestaciones atipicas, dado
que la infeccién por el virus del VIH
puede afectar el curso natural de la sifi-
lis e incluso su respuesta al tratamien-
to.

Nuestro caso intenta destacar el
diagnéstico de infeccién por Trepone-
ma pallidum a partir de una lesién labial
y como ésta sirve de signo para un pos-
terior estudio que confirma el diagnés-
tico secundario de infeccién por VIH.
Sefala también la importancia del diag-
nostico diferencial de esta lesién que
incluye el carcinoma escamoso de labio
y la infeccién por herpes.

Caso clinico

Varén de 38 afios que acude remi-
tido por su médico por urgencias para
valoracién de lesién en labio inferior de
un mes y medio de evolucién.

Presenta como antecedentes perso-
nales: hepatitis no filiada, amigdalecto-
mia en la infancia, y habito homosexual.

Hace un mes y medio el paciente
nota la apariciéon de una lesién en labio
inferior que mejora parcialmente tras
tratamiento con aciclovir por parte de
su médico de cabecera pero empeora
al dejarlo. El paciente refiere asimismo
lesiones en escroto y pie izquierdo de
aparicion reciente.

A la exploracién fisica presentaba
una lesion ulcerada de 2 cm en el lado
izquierdo del bermell6n del labio infe-
rior, de base indurada, no dolorosa a la

palpacién (Fig. 1). El cuello era negativo para adenopatias. No se
observaron otras lesiones en el drea de cabeza y cuello. Simulta-
neamente presentaba en el pie izquierdo una lesién de aspecto ulce-
rado de 0,5 cm interdigital (Fig.2), superficie lisa y exudado seroso
y multiples méaculas de menor tamafio, redondeadas, de color rojo
cobre e indoloras al tacto en la planta del mismo pie (Fig. 3). Por
Gltimo, mostraba en el escroto varias lesiones de pequefio tama-
flo (menores de 0,5 cm) de aspecto ulcerado en distintas fases de

Figura 1. Ulcera labial motivo de la consulta.

Figure 1. Lip ulcer leading to the consultation.

Figura 2. Ulcera interdigital pie izquierdo.
Figure 2. Interdigital ulcer on left foot.

Figura 3. Manchas plantares.
Figure 3. Patches on the sole of the foot.
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Introduction

Syphilis has reappeared over
the last years in conjunction
with the Human Immunode-
ficiency Virus (HIV). This
should therefore be taken into
account with regard to oral
lesions, as the oral cavity is
the first extragenital location
in Treponema pallidum infec-
tion, together with the pos-
sibility of atypical manifesta-
tions, given that infection by
the HIV virus can affect the
natural course of syphilis and
even the response to treat-
ment.

The case presented is aimed
at highlighting the diagnosis
of Treponema pallidum infec-
tion based on a lip lesion and
how this should serve as a
sign for further study in order
to confirm the secondary
diagnosis of HIV infection. It
shows the importance of a
differential diagnosis of this
lesion that includes squa-
mous cell carcinoma of the
lip and herpes infection.

Case Report

A 38-year-old male was sent
to the Emergency Unit by his
doctor for an evaluation of a
lesion on his lower lip that
had been evolving for a
month and a half.

His personal background
included:  undetermined
hepatitis, a tonsillectomy dur-
ing his youth, and a homo-
sexual habit.

For a month and a half the

patient had noticed the appearance of a lesion on his lower
lip that had improved partially with the acyclovir treatment
prescribed by his GP, but that worsened on stopping it. The
patient also referred to lesions on the scrotum and left foot
that had appeared recently.

The physical examination revealed an ulcerated lesion
measuring 2 cm on the left side of the lower lip vermilion, with
an indurated base, that was not painful to palpation (Fig. 1).
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resolucién y dolorosas a la palpacién (Fig.
4). El resto de la exploracién fisica esta-
ba dentro de los limites de la normali-
dad.

Se realiz6 biopsia de la lesion labial
que no fue concluyente y se solicitaron
pruebas de laboratorio para el despista-
je de infecciones por VHB (AgHBs: nega-
tivo, Anti-HBc: positivo, Anti-HBs cuan-
titativo: >1000 mUI/ml —positivo—), VHC
(ELISA-G: negativo), VIH (Inmunoblot:
positivo, ELISA 1gG: positivo, ELISA (22
técnica): positivo, Carga (Chiron): 3,69 -
Log copias de VIH-RNA/mI, Poblacién Figura 4. Lesiones escrotales.
linfocitaria (CD 3+): CD 4: 43%, CD 8: Figure 4. Lesion on the scrotum.
56%, Cociente CD 4/CD8: 0,77, CD 4
valores absolutos: 762 cel/ul, CD 8 valo-
res absolutos: 992 cel/ul), sifilis (RPR:
1/64 Positivo. TPHA: Positivo. ELISA cap-
tura G: Positivo (Test treponémico)) y
tuberculosis (Mantoux: negativo). No se
realizé estudio complementario de LCR
dado la ausencia de sintomatologia neu-
rolégica y corta evolucién.

Con el diagnéstico de sifilis en
paciente portador de VIH, el paciente
fue tratado con una monodosis de Peni-
cilina G Benzatina (2,4 mill U) i.m. con
resolucién completa de las lesiones en
dos semanas (Fig. 5 y 6). El control sero-
I6gico a los 6 meses confirmé la reso-
lucién del cuadro.

Figura 5. Resolucién lesién labial.
Figure 5. Lip lesion once resolved.

Discusion

La sifilis o lGes es una infeccién sisté-
mica de evolucién crénica y distribucién
mundial transmitida por contacto sexual
y ocasionada por un espiroqueta deno-
minada Treponema pallidum (TP).1.2

Tras las epidemias de las Gltimas
décadas relacionadas con la llamada

There were no neck
adenopathies and the intra-
oral examination was nega-
tive. No other lesions were
observed in the area of the
head and neck. He had a
simultaneous interdigital
lesion on the left foot with an
ulcerous appearance that
measured 0.5 cm (Fig. 2). It
had a smooth surface, a
serous exudate and there
were numerous smaller sized
macules on the sole of the
same foot that were round
and copper colored and pain-
less to palpation (Fig. 3). Last-
ly, he had on his scrotum var-
ious small lesions (measuring
less than 0.5 cm) that were
ulcerated in appearance and
painful on palpation (Fig. 4).
The remaining physical
examination was within nor-
mal limits.

A biopsy was carried out on
the lip lesion that was incon-
clusive and laboratory tests
were carried out for infection
screening HBV (HbsAg: neg-
ative; Anti-HBc: positive;
quantitative  Anti-HBs:
(>1000 mIU/ml), positive,
HCV (ELISA-G: negative),
HIV (Immunoblot: positive;
ELISA IgG: positive; ELISA
(second technique): positive;
load (Chiron): 3.69 log
copies of HIV-RNA/ml: lym-
phocyte count (CD+3): CD4:
43%, CD 8: 56%; CD
4/CD8 rate: 0.77, absolute
CD4 count: 762 cells/ul,

«revolucién sexual» (homosexual, la Glti-  Figura 6. Aspecto Ulcera interdigital tras tratamiento. absolute CD8 count: 992

ma), se observé en los ochenta una ten-
dencia a la disminucién de los casos de
sifilis debido en general a una modificaciéon de la conducta sexual
debida a la aparicién del virus del VIH.3 Sin embargo, la lGes vuel-
ve a reaparecer en la actualidad como un problema de salud publi-
co considerable.# Su incidencia, al igual que la de otras enferme-
dades de transmisién sexual (ETS), ha aumentado debido, segin
distintos estudios epidemioldgicos, al virus de la inmunodeficien-
cia adquirida habiendo sido descrita una prevalencia de hasta un
70% de esta afeccidn en pacientes portadores del VIH.46 Se ha docu-
mentado también como la sifilis supone un factor de riesgo para la

Figure 6. Appearance of interdigital ulcer following treatment.

cells/ul), syphilis (PRP: Posi-
tive at 1:64. TPHA; Positive.
Captia G ELISA: Positive (treponemal test)) and tuberculosis
(Mantoux: negative). A complementary CSF study was not
carried out given the absence of neurological symptoms and
the short development period.

As the diagnosis was of syphilis in a patient that was car-
rying HIV, the treatment consisted in penicillin benzathine
(2.4 mU) IM, there being complete resolution of the lesions
after two weeks (Fig. 5 and 6). The serologic tests at 6 months
confirmed the resolution of the symptoms.
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transmision del VIH.7 Finalmente la infeccién por el virus del VIH
puede afectar el curso natural de la infeccién y su respuesta al tra-
tamiento.6

Conocidas estas estadisticas que relacionan VIH e infeccion
por TP se recomienda que en todos los pacientes con sifilis (u otra
ETS) se descarte infeccién por VIH y que todos los pacientes sero-
positivos para VIH sigan valoraciones adecuadas para descartar una
ETS.

La sifilis dejada a su libre evolucién presenta tres estadios cla-
ramente distinguibles. En el periodo primario (sifilis primaria) la
clinica consiste en la aparicién del chancro, las adenopatias regio-
nales y un cuadro de malestar general debido a la diseminacion del
Treponema desde el lugar de inoculacién al torrente sanguineo. En
el secundario (sifilis secundaria) aparece un nuevo cuadro consti-
tucional, la afectacién ganglionar es generalizada y aparecen lesio-
nes cutaneas diseminadas conocidas como sifilides. Estas ultimas
son de dos tipos: maculares (de aparicion mas temprana) o papu-
lares que en su localizacién palmoplantar son la lesién mas carac-
teristica de este periodo. Finalmente en el estadio terciario se pro-
duce una afectacion generalizada que puede afectar a cualquier
6rgano de la economia, describiéndose en este periodo los carac-
teristicos gomas o la afectacién del sistema nervioso entre otros.'2

En los pacientes con infeccion intercurrente por VIH, tales esta-
dios no son tan claramente distinguibles solapadndose unas veces
entre ellos y tomando aspecto clinico distinto en otras.8° Asi por
ejemplo, la sifilis en pacientes infectados por el VIH se presentan
con mas frecuencia en estadio secundario y aquellos con sifilis secun-
daria es mas probable que tengan chancros.’ Del mismo modo se
estan describiendo casos de neurosifilis en periodos més tempra-
nos a lo que corresponde y en mayor frecuencia siendo una de las
principales complicaciones que aparece en la coinfeccién VIH-sifi-
lis."" En este marco es importante también para el clinico ser cons-
ciente de las distintas manifestaciones sistémicas posibles de la lGes
y amparar, dentro de estas, la afectacion oral,'2 pues existen dis-
tintas enfermedades que afectan a los pacientes con VIH que pue-
den dar clinica a nivel de la cavidad oral. En el caso concreto de la
sifilis la localizacién oral es la primera extragenital.' 2

En el caso del presente articulo y ante la presencia de la lesién
labial que condujo al paciente a solicitar consulta en nuestro ser-
vicio, el diagnéstico diferencial se realizé, una vez descartado por
lo florido de la lesién el diagndstico inicial de Ulcera labial por her-
pes, entre una lesién de tipo carcinoma y la que resulté ser, de sifi-
lis labial, de tratamiento no quirdrgico. Cabe enfatizar como a
través del diagnéstico inicial de la enfermedad de transmisién sexual
se contemplaron al mismo tiempo los estudios que condujeron al
segundo diagnéstico de seropositividad para VIH lo cual permitié
un tratamiento anti-retroviral anterior.

Las técnicas de diagnéstico habituales en la sifilis se dividen en
aquellas directas basadas en la visualizacién de la espiroqueta al
microscopio e indirectas o serolégicas que a su vez se diferencian
en pruebas no treponémicas (o reaginicas) -RPR (rapid plasma rea-
gin), VDRL (venereal disease research laboratory) como mas utili-
zadas- que miden los anticuerpos frente a sustancias producidas
por los tejidos dafados y treponémicas -FTA-ABS (fluorescent tre-
ponemal antibody absortion) y TPHA (Treponema pallidum hema-
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Discussion

Syphilis or lues is a chronic systemic infection found world-
wide that is transmitted through sexual contact. It is caused
by a spirochete called Treponema pallidum (TP),'2 which
is a slender spiral organism with a width of 0.25 mm and a
length of 5 to 20 mm. It can be identified by its character-
istic morphology and motility when observed by dark field
microscopy or with fluorescence techniques. It does not grow
in a laboratory medium, and it rarely reproduces itself in tis-
sue cultures, nor will it survive for long outside the human
body. It penetrates through mucosa and skin reaching the
regional lymphatic nodes in a few hours, spreading through
the organism rapidly.

Following the epidemics over the last few decades in con-
junction with the so called «sexual revolution» (from the end
on the 80s and during the 90s the incidence of primary and
secondary syphilis doubled in black Americans due to cocaine
abuse and prostitution). At the end of the nineties a decrease
in the syphilis trend was observed due generally to a modi-
fication in sexual conduct as a result of the appearance of
the HIV virus and to the intensive measures adopted by
the public health services.> However, lues is now reappear-
ing posing a considerable problem for public health.4 Its inci-
dence, like other sexually transmitted diseases (STD), has
increased due, according to different epidemiological stud-
ies, to acquired immunodeficiency virus¢ with a prevalence
described of up to 70% regarding this affection in patients
carrying HIV.47 Syphilis as a risk factor in the transmission
of HIV has also been documented.8? Finally, HIV virus infec-
tion can affect the natural course of the infection and its
response to treatment.”

Bearing in mind the statistics that connect HIV with TP
infection, ruling out HIV infection is recommended in all patients
with syphilis (or any other STD) together with proper assess-
ment of all HIV seropositive patients in order to rule out STD.

Syphilis left to develop freely has three clearly distin-
guishable stages. In the primary stage (primary syphilis) the
clinical presentation consists in the appearance of a chan-
cre, regional adenopathy and general symptoms of discom-
fort due to the dissemination of the Treponema from the
inoculation area into the blood stream. In the secondary
stage (secondary syphilis) a new constitutional set of symp-
toms appear. The nodes are affected generally and dissem-
inated cutaneous sores known as syphilids appear. These
can be of two types: macules (that appear earlier on) or
papules that, being located on the palms or soles, are the
most characteristic lesion during this period. Finally, in the
tertiary stage the body is affected generally and any organ
may be affected. During this period, among the symptoms
that appear are the characteristic gummas and nervous sys-
tem disorders.’?

Orally syphilis produces a chancre (red papule that quick-
ly turns into a painful ulcer with a serum-sanguinolent scab),
mucosal patches, gummas and associated adenopathies.
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glutination assay) entre otras- que valoran la existencia de anti-
cuerpos frente al TP.'2 La aplicacién de las distintas técnicas tiene
sus indicaciones a la vez que limitaciones. Asi, por ejemplo, se uti-
liza el examen directo del exudado para las fases iniciales de la enfer-
medad si bien puede dar falsos negativos ante la presencia de pocas
espiroquetas en la lesién; las pruebas no treponémicas no asegu-
ran sifilis ante su positividad si bien son las ideales para la evalua-
cién de la eficacia de los tratamientos; y las treponémicas son utili-
zadas para confirmar los resultados positivos, sin embargo no nega-
tivizan incluso una vez sanado el enfermo. En conjunto suelen emple-
arse ambos tipos de pruebas serolégicas en suero, plasma o LCR
segln el estadio o afectacion que se sospeche.'2

En cuanto al diagnéstico de sifilis en pacientes infectados por
VIH puede ser mas complicado debido a las falsas reacciones sero-
I6gicas,’>' y las presentaciones atipicas de ldes en la presencia de
infeccién por VIH.810

El tratamiento de la sifilis depende del estadio de la enfermedad
siendo en los mas precoces suficiente con una Unica dosis de 2,4 millo-
nes de unidades de penicilina G benzatina por via intramuscular. En
sifilis tardias (de mas de un ano de evolucién) o de duracién desco-
nocida se recomienda la misma dosis repetida una vez por semana
durante tres semanas. Finalmente, para el tratamiento de la neurosi-
filis debe afiadirse una pauta endovenosa previa a la anterior.'.2 Para
los pacientes alérgicos a la penicilina existen pautas distintas que uti-
lizan la ceftriaxona, la eritromicina o las tetraciclinas.

Se ha considerado un mayor indice de fracasos en pacientes VIH
positivos,'3-15 sin embargo se consideran (Gtiles las pautas clasicas
para el tratamiento de inicio. En Gltima instancia son indispensa-
bles los controles clinicos y serolégicos cada pocos meses hasta el
afio o los dos afios en los casos de mayor evolucién.'2 Es indis-
pensable también identificar cualquier contacto sexual del pacien-
te en los Gltimos tres meses en los casos precoces y hasta el afio en
los mas evolucionados.! 2
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In patients with intercurrent HIV infection, these stages
are not quite so clearly distinguishable as they overlap and
the clinical presentation will be altered.’-'3 Thus for exam-
ple, syphilis in patients infected with HIV present with sec-
ondary staging more frequently, and those with secondary
syphilis are more likely to have chancres.’*15 In a similar fash-
ion, cases of neurosyphilis are being reported at earlier stages
to those expected and with greater frequency, with this being
one of the principal complications that appears when there
is HIV-syphilis co-infection.’¢-'8 Within this framework it is
also important for the clinician to be aware of the different
possible systemic manifestations of lues and to be mindful,
within these, of abnormal oral conditions’® as various dis-
eases can affect patients with HIV that can lead to clinical
symptoms at an oral level. In the case of syphilis, the oral
cavity is the first extragenital location.2

With regard to the case in this article, and in view of the
lip lesion that led the patient to seek consultation with our
service, the differential diagnosis was made, after ruling out
the initial diagnosis of a lip ulcer due to herpes (as the infec-
tion was so florid), of either a lesion of a carcinoma type or
what turned out to be, syphilis of the lip, that required non-
surgical treatment. We should emphasize that due to the
initial diagnosis of a sexually transmitted disease, studies
leading to the second diagnosis of HIV seropositivity were
considered that permitted prior anti-retroviral treatment.

The usual diagnostic techniques for syphilis are divided
into those that are direct, and based on the visualization of
the spirochete under the microscope, and those that are indi-
rect or serological techniques. These in turn are differentiated
into non-treponemal (or reaginic) RPR (rapid plasma reagin)
VDRL (venereal disease research laboratory), that are the most
used, and which measure antibodies to the substances pro-
duced by damaged tissue, and treponemal tests such as FTA-
ABS (fluorescent treponemal antibody absortion) and also
TPHA (Treponema Pallidum hemaglutination assay) that assess
the existence of antibodies to TP.220 The application of dif-
ferent techniques has its indications as well as its limitations.
Thus, P.E. is used in the direct examination of the exudates
during the initial phases of the illness, although it can give
false negatives if there are only a few spirochetes in the lesion;
with the non-treponemal tests syphilis is not guaranteed when
positive, although these are the best tests for evaluating treat-
ment efficiency; and the treponemal tests are used for con-
firming positive results, however, they do not become nega-
tive even after the patient has been cured. Both types of sero-
logical tests tend to be carried out together using serum, plas-
ma or CSF depending on the staging or on the suspicions as
to how affected the patient is."2

With regard to the diagnosis of syphilis in patients infect-
ed by HIV, this can be more complicated due to false sero-
logical reactions?-26 and to the atypical presentation of lues
when there is HIV infection.0.1415

The treatment required for syphilis depends of the stage
of the disease. Penicillin is the drug of choice for all stages
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of syphilis. In order to cure syphilis, a plasma level of at least
0.03 Ul/ml for 6 to 8 days is needed. During early staging,
a single dose of 2.4 million units of Penicillin G Benzathine
via intramuscular injections is sufficient (a satisfactory blood
level for two weeks is produced). In late syphilis (cases that
have been evolving for over a year) or of unknown duration,
the same dose is recommended but repeated once a week
for a period of three weeks. Finally, for the treatment of neu-
rosyphilis, endovenous treatment should be included prior
to these last doses.’2 In patients with allergies to penicillin,
ceftriaxone can be used (1 gr IM every 3 days diluted in 3.6
ml of 1% lidocaine) or erythromycin or tetracycline (500 mg
taken orally every six hours for two weeks) or doxycyline, but
the effectiveness of these drugs is not well defined.

A greater failure rate in syphilis treatment has been
observed in HIV positive patients,'327.28 however, the classi-
cal guidelines are considered useful for initial treatment. Last-
ly, clinical and serological checks every few months for a year,
or for two if the disease is more advanced is essential. Also
essential is the identification of any sexual contact the patient
has had three months previously in early syphilis cases, and
for a year in those cases that are more advanced.’2



