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First part 



 
 

•Syphilis has many presentations and can mimic 

many other infections and immune-related 

processes in the later stages. Consequently, he 

received the nickname "the great impostor." 

•The complex and diverse manifestations of the 

disease prompted Sir William Osler to note: "A 

doctor who knows syphilis knows a cure." 



 
 

 

•Many famous persons throughout history are 

thought to have suffered from syphilis, including 

Bram Stoker, Henry VIII, and Vincent Van Gogh.  

•Since the discovery of penicillin in the mid-20th 

century, the spread of this once very common 

disease has been largely controlled, but efforts to 

eradicate the disease entirely have been 

unsuccessful. 



• Syphilis is a human infectious disease caused 

by the bacterium Treponema pallidum 

• T. pallidum was identified in 1905 by 

Schaudinn and Hoffman.  

• It is an obligate human parasite. There are no 

reservoirs for this organism in animals or the 

environment. 

 



• Nearly all cases of venereal syphilis are 

acquired by direct sexual contact with lesions 

of an individual who has active primary or 

secondary syphilis.  

• Syphilis can be transmitted congenitally from 

an infected mother by transplacental passage of 

treponemes to the fetus.  

• Less common modes of syphilis transmission 

include blood-borne (due to blood transfusion 

or sharing of needles), nonsexual personal 

contact, and accidental direct inoculation. 

 



Treponema pallidum.  
• T. pallidum, the organism responsible for 

syphilis, is a very small, spiral bacterium  

whose form and corkscrew rotation motility 

can be observed only by dark-field 

microscopy.  

• The reproductive time is estimated to be 30 to 

33 hours. Serum levels of antibiotics must 

therefore persist for at least 7 to 10 days to kill 

all replicating organisms.  

• The Gram stain cannot be used, and growing 

the bacteria is difficult. 



• T. pallidum may infect any organ, 

causing an infinite number of clinical 

presentations 

thus the old adage,  

• "he who knows syphilis knows 

medicine." 



• Syphilis is a chronic, systemic infection 

characterized by periods of active clinical 

disease that are interrupted by periods of 

latency.  



Acquired syphilis 
 

● In acquired syphilis, T pallidum rapidly 

penetrates intact mucous membranes or 

microscopic dermal abrasions and, within a 

few hours, enters the lymphatics and blood to 

produce systemic infection.  

● Incubation time from exposure to 

development of primary lesions, which occur 

at the primary site of inoculation, averages 3 

weeks but can range from 10-90 days.  



Acquired syphilis 

 

● Studies in rabbits show that spirochetes can be 

found in the lymphatic system as early as 30 

minutes after primary inoculation, suggesting 

that syphilis is a systemic disease from the 

outset. 

 



Epidemiology 

● Internationally, the prevalence of syphilis varies 

by region. Syphilis remains prevalent in many 

developing countries and in some areas of 

North America, Asia, and Europe, especially 

Eastern Europe.  

● The highest rates are in South and Southeast 

Asia, followed closely by sub-Saharan Africa.  

● The third highest rates are in the regions of 

Latin America and the Caribbean. 



Age distribution of syphilis 

 

● Syphilis is most common during the years of 

peak sexual activity.  

● Most new cases occur in men and women 

aged 20-29 years.  

● In 2013, the rate of primary and secondary 

syphilis was highest in people aged 25-29 

years (27 per 100,000).  



Sex distribution of syphilis 

 

● Men are affected more frequently with 

primary or secondary syphilis than women.  

● This difference has varied over time.   

● The past decade has seen a sharp rise in 

syphilis cases among men, driven mostly by 

the MSM community.  

● Males with primary and secondary syphilis 

outnumber females 10 to 1.  



Primary stage 

• The primary lesion develops at the site of 

inoculation 2 to 6 weeks after infection.  

• The median incubation period (3 weeks) in 

humans suggests the introduction of an 

average inoculum of 500 to 1000 organisms.  



• Fourteen to 21 days after T. pallidum has been 

inoculated into a dermal site, a painless papule 

appears at the site of inoculation.  

• Within a few days the papule grows to a size 

of 0.5 to 1.5 cm in diameter and ulcerates, 

producing the typical chancre of primary 

syphilis, a round or slightly elongated ulcer, 1 

to 2 cm across, with an indurated margin.  



• The ulcer has a clear base, without an exudate 

being present.  

• It is remarkable that genital ulcers of 1 to 2 cm 

in diameter are painless; this feature 

contributes importantly to the natural history 

of the infection. 





• Because of their venereal origin, primary 

syphilitic chancres most frequently occur in 

the genital, perineal or anal area;  

• however, any part of the body may be affected.  

• Most chancres are found on the penis of men, 

and on the labia, fourchette, or cervix of 

women.  



• Modest enlargement of inguinal lymph nodes, 

frequently bilaterally, is observed in the 

majority of patients who have genital lesions.  

• Although solitary lesions are often thought to 

be typical, multiple lesions frequently occur. 











• Therefore, syphilis is usually diagnosed in its 

primary stage in heterosexual men.  

• In contrast, because the chancre is not visible 

in women and is also painless, syphilis is 

usually not diagnosed in women until the 

secondary stage.  





• In the absence of treatment, syphilitic chancres 

heal spontaneously within 3 to 6 weeks. 

• The mechanism for healing is obscure; some 

kind of local immunity is responsible, since 

secondary lesions regularly appear during or 

after the regression of the primary one.  

• As a general rule, syphilis should be 

considered as a possible cause of any 

ulcerating lesion of the genitalia or other 

erogenous zone!!! 



 







Differential diagnosis 



Herpes genitalis in a male patient 

Pain or burning, followed  

after several hours by 

 the eruption of grouped  

vesicles on an  

erythematous base 

 in herpes simplex 

After several days,  

the clear vesicles of 

 herpes become pustules. 







Differential diagnosis 



• However, coinfection by both organisms may 

occur, and secondary bacterial infection of a 

limited vesicular eruption may produce 

coalescent lesions that can be confused with 

syphilitic chancres. 



• A chancre that is smaller, but otherwise 

indistinguishable from that caused by syphilis, 

may be transiently present in 

lymphogranuloma venereum.  

• Simple trauma to the penis, or a fixed drug 

eruption may cause lesions resembling a 

chancre.  



 Chancroid. 

Multiple ulcers of chancroid. 

Coused by haemophilus ducrey. 

a painful, solitary, genital ulcer that may be foul-smelling 





Differential diagnosis 



 Granuloma inguinale. 

A beefy yet asymptomatic ulcer with exuberant granulation tissue 

Coused by Calymmatobacterrium granulomatis 



Lymphogranuloma venereum  

Coused by chlamidia trachomatis 

A papulovesicle progresses to a small and often unnoticed erosion 



DIFFERNTIAL DIAGNOSIS OF A PENILE 
ULCER 



SUMMARY OF THE WORK-UP 

FOR A PENILE ULCER 



 

 



 



 

Thank you for your attention! 



 

Second part 



Secondary stage 

• Secondary syphilis represents the disseminated 

stage of disease that results from the 

multiplication and dissemination of 

treponemes. 

•  The secondary stage occurs simultaneously 

with or up to 6 months after the healing of the 

primary lesion.  



Secondary stage 

• It is characterized by a variety of 

manifestations that may include malaise, low-

grade fever, headache, generalized 

lymphadenopathy, a generalized rash with 

lesions on the palms and soles, mucous patches 

in the oral cavity or genital tract, condylomata 

lata in moist intertriginous regions, and 

alopecia. 



Secondary stage 

• Asymptomatic dissemination of T. pallidum to 

all organs occurs as the chancre heals, and the 

disease then resolves in approximately 75% of 

cases.  



• The clinical signs of the secondary stage begin 

approximately 6 weeks (range, 2 weeks to 6 

months) after the chancre appears and last for 

2 to 10 weeks.  



• Hepatosplenomegaly may be present.  

• In some cases lesions of secondary syphilis 

appear before the chancre heals.  

• The distribution and morphologic 

characteristics of the skin and mucosal lesions 

are varied and may be confused with numerous 

other skin diseases.  

• As with most other systemic cutaneous 

diseases, the rash is usually bilaterally 

symmetric. 



• There is little or no fever at the onset.  

• Lesions are noninflammatory, develop slowly, 

and may persist for weeks or months.  

• Pain or itching is minimal or absent.  

• There is a marked tendency to polymorphism, 

with various types of lesions presenting 

simultaneously, unlike other eruptive skin 

diseases in which the morphologic appearance 

of the lesions is uniform.  



• The color is characteristic, resembling a 

"clean-cut ham" or having a coppery tint.  

• Lesions may assume a variety of shapes, 

including round, elliptic, or annular.  

• Eruptions may be limited and discrete, 

profuse, generalized, or more or less confluent 

and may vary in intensity. 



• The types of lesions in approximate order of 

frequency are maculopapular, papular, 

macular, annular, papulopustular, psoriasiform, 

and follicular.  

• Lesions occur on the palms or soles in most 

patients with secondary syphilis. 

•  Lesions of secondary syphilis of the palms 

and soles are isolated, oval, slightly raised, 

erythematous, and scaly.  





 







 

 



• Temporary irregular ("moth eaten") alopecia of 

the beard, scalp, or eyelashes may occur. 

Moist, anal, wartlike papules (condylomata 

lata) are highly infectious.  

• Lesions may appear on any mucous 

membrane. Mucosal lesions, either small, 

superficial, ulcerated areas with grayish 

borders that resemble painless aphthous ulcers 

or larger gray plaques, also are common.  

• Erosive gastritis has been documented in rare 

instances. 



 



 

 



• With or without treatment, all secondary 

lesions heal without scar formation in 2 to 10 

weeks. 

• Macular eruptions (roseola syphilitica) consist 

of .05- to 2-cm, pink, discrete, nonscaling, oval 

macules and patches, which predominantly 

involve the trunk and flexor aspects of the 

upper extremities 

• The face is usually spared 



Macular syphilis (roseola syphilitica) with 

nonscaling, oval pink, ill-defined macules and 

patches on the chest and abdomen. 



Syphilis showing a combination of erythematous 

macules and coppery papules 







Papulosquamous syphilitic eruption with 

erythematous, well-demarcated, flattened 

plaques covered with scales (Biette's collarette). 















Lichenoid syphilitic eruption with pink to 
violaceous, planar, polygonal papules 

resembling lichen planus. 



Corymbose syphilitic eruptions occur late in the 

secondary stage, usually after 6 to 8 months of 

infection. A larger papule or plaque is 

surrounded by smaller satellite papules 





Rounded, gray, moist, vegetating papules 

(condylomata lata) develop most frequently on 

the anogenital area, but may arise on the lips, 

groin, and toe webs.  

The lesions are often confused with condylomata 

acuminata 

 (venereal warts). 



Coppery, eroded, and crusted papules of 

secondary syphilis may also be found in the toe 

webs, where they may be mistaken for tinea, 

erythrasma or, as in this case, Kaposi's sarcoma 





• Secondary syphilis is a systemic disease, and 

interest in the dermatologic manifestations 

should not blind the physician to the presence 

of other symptoms, such as malaise, sore 

throat, headache, weight loss, low-grade fever, 

or muscle aches.  







Mucous patches on the lips. These erosions 

covered with gray-white, macerated scales are 

seen on the lips, oral mucosa, tonsils, and larynx. 

Lesions in the buccal commissure are fissured in 

the center (split papules). 



Alopecia 
• Alopecia may be the only sign of secondary 

syphilis.  

• It has been described in 3 to 7 percent of cases, 

and may be either patchy, diffuse, or both. 

• The more characteristic type consists of small 

irregular patches of nonscarring alopecia 

throughout the scalp but predominantly on the 

occipital and parietal regions.  



Alopecia 

• Because the margins are not sharp, the term 

moth-eaten is often used descriptively.  

• In some cases, the lesions resemble 

trichotillomania or alopecia areata.  

 



Alopecia 

• Occasionally the eyebrows, beard, and other 

hair-bearing areas are affected.  

• Diffuse hair loss may occur as a result of scalp 

involvement by secondary syphilis or as a 

telogen effluvium, clinically noticeable 3 to 5 

months after the infection begins. 

 



Moth-eaten alopecia is the more common form 

of hair loss.  

Irregular, patchy, nonscarring alopecia is present 

more frequently on the occipital scalp, and 

occasionally affects the eyebrows and beard. 





Differential diagnosis 

• The skin rash of secondary syphilis may be 

confused with pityriasis rosea, psoriasis, 

especially if it is scaly, erythema multiforme or 

a drug eruption  





Differential-diagnostic 

characteristics of secondary 

syphilis and toxicoderma 
 

• Table 3  
 



Differential-diagnostic 

characteristics of secondary 

syphilis and toxicoderma 
 

  
 



Differential-diagnostic 

characteristics of secondary 

syphilis and toxicoderma 

 

 
 



• Sometimes the diagnosis of nummular eczema 

is made, even by skilled observers.  

• Basically, unless lesions are present on the 

palms or soles, any cause of generalized 

papular eruption may be confused with 

secondary syphilis.  



• Approximately 25% of untreated patients with 

secondary syphilis may experience relapse, 

most of them (approximately 90%) during the 

first year, a small percentage in the second 

year, and none after the fourth year. 



• serological tests for syphilis should probably 

be included in evaluations of sexually active 

adults who have a generalized skin eruption. 

• The diagnosis is based primarily on clinical 

and serologic grounds.  

• Histologic studies, in the majority of cases, 

may confirm the disease. 

 













Latency 

• Latent syphilis is defined as syphilis 

characterized by seroreactivity without other 

evidence of disease.  

• Patients who have latent syphilis and who 

acquired syphilis within the preceding year are 

classified as having early latent syphilis.  



Early latent syphilis can be diagnosed if, within 

the year preceding the evaluation, they had: 

a) a documented seroconversion (i.e., RPR, 

VDRL not a false-positive test result) without 

evidence of active disease. Often the physician is 

unable to confirm the specific time interval of 

conversion; 

b) unequivocal symptoms of primary or 

secondary syphilis; 

c) a sex partner documented to have primary, 

secondary, or early latent syphilis. 

 



• All patients who have syphilis should be tested 

for HIV infection. 



Tertiary syphilis 

 

● Symptomatic tertiary syphilis is the result of a 

chronic, progressive inflammatory process 

that eventually produces clinical symptoms 

years to decades after the initial infection.  

● The liver and skeleton are possible sites of 

infection; such infections are characterized by 

fever, jaundice, anemia, and/or nighttime 

skeletal pain. 

 



 

● Gummatous syphilis is characterized by 

coalescent granulomatous lesions, called 

gummas, that usually affect skin, bone, and 

mucous membranes but may involve any 

organ system, often causing local destruction 

of the affected organ system 



 

● Cutaneous gummas are indurated, nodular, 

papulosquamous or ulcerative lesions that 

form characteristic circles or arcs with 

peripheral hyperpigmentation.  

● They may mimic other granulomatous 

ulcerative lesions and may be histologically 

indistinguishable from them. 



 



Tertiary syphilis 

 

● Tertiary (late) syphilis is slowly progressive 

and may affect any organ. The disease is 

generally not thought to be infectious at this 

stage.  



Tertiary syphilis 

● Trauma may predispose a specific site to 

gumma involvement. 

● The lesions of gummatous tertiary syphilis 

usually develop within 3-10 years of infection. 

The patient complaints are usually secondary 

to bone pain, which is described as a deep 

boring pain characteristically worse at night.  

 



The central nervous system  

● (CNS) is invaded early in the infection; during 

the secondary stage, examinations 

demonstrate that more than 30% of patients 

have abnormal findings in the cerebrospinal 

fluid (CSF).  



The central nervous system  

● During the first 5-10 years after the onset of 

untreated primary infection, the disease 

principally involves the meninges and blood 

vessels, resulting in meningovascular 

neurosyphilis.  

● Later, the parenchyma of the brain and spinal 

cord are damaged, resulting in 

parenchymatous neurosyphilis. 

 



 

● Neurosyphilis may be either asymptomatic or 

symptomatic. 

● In asymptomatic neurosyphilis, no signs or 

symptoms are present, but CSF abnormalities 

are demonstrable, including possible 

pleocytosis, elevated protein, decreased 

glucose, or a reactive CSF Venereal Disease 

Research Laboratory (VDRL) test. 

 



Symptomatic neurosyphilis may 

manifest in the following three 

forms: 

 

 

 

● Syphilitic meningitis, cranial neuritis, or 

meningovascular disease 

● Meningovascular neurosyphilis 

● Parenchymatous neurosyphilis 



 

● Some patients may present up to 20 years after 

infection with behavioral changes and other 

signs of dementia, which is indicative of 

paresis. 



 

 

● Manifestations may include the following: 

● Impaired balance, paresthesias, incontinence, 

and impotence 

● Focal neurologic findings, including 

sensorineural hearing and vision loss 



Congenital syphilis 

 

● Early congenital syphilis occurs within the 

first 2 years of life.  

● Late congenital syphilis emerges in children 

older than 2 years.  

● A small percentage of infants infected in utero 

may have a latent form of infection that 

becomes apparent during childhood and, in 

some cases, during adult life.  



Congenital syphilis 

 

● The earliest symptom that occurs prior to age 

2 years is rhinitis (snuffles), soon followed by 

cutaneous lesions.  

● After age 2 years, parents may note problems 

with the child’s hearing and language 

development and with vision. Facial and 

dental abnormalities may be noted. 



Syphilis. This photograph shows an 

example of Hutchinson teeth in 

congenital syphilis 
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DIAGNOSTIC TESTS 
 

• The definitive test in early syphilis is 

demonstration of spirochetes in lesional 

exudate or tissue either by dark-field 

microscopy or by direct immunofluorescence.  

• Serological test 

• Unless the diagnosis is unequivocal as a result 

of these examinations or from clinical 

evaluation of typical lesions coupled with 

reactive serologic results, skin biopsy is 

recommended in primary, secondary, and 

certainly in tertiary syphilis lesions. 

 



Approach Considerations 
 

● Penicillin is the drug of choice to treat 

syphilis. 

● Doxycycline is the best alternative for treating 

early and late latent syphilis. 

● In the treatment of late syphilis by weekly 

injections, missing a dose of penicillin for a 

period of 10-14 days does not require 

restarting the entire course of injections. 



STDs 

● Patients diagnosed with syphilis should also 
be tested for other sexually transmitted 
diseases (STDs), including chlamydia, 
gonorrhea, trichomoniasis, bacterial 
vaginosis, and HIV infection. 



 

Thank you for your attention! 


