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  BACKGROUND 
 This case very clearly demonstrates that idiopathic intrac-
ranial hypertension (IIH) is a diagnosis of exclusion and 
that it should not be accepted until even rare secondary 
causes have been explored. In our case, the intracranial 
hypertension was initially misdiagnosed as idiopathic due 
to low cerebrospinal fl uid (CSF) white blood cell (WBC) 
count. Although serological markers of syphilis indicated 
severe infection load the clinical signs were sparse and 
initially misinterpreted as Scarlet fever. During the recent 
years, syphilis, although not yet recognised in many clini-
cal settings, has had a strong resurgence in developed 
countries. As syphilis is a great mimicker the case should 
alert clinicians that the diagnosis should be considered in a 
broader spectrum of clinical presentations.  

  CASE PRESENTATION 
 A 32-year-old male presented with blurred vision in his 
right eye and persistent bi-frontal, retro-bulbar headache 
during 2½ week. The headache was constant and extending 

in intensity from very mild to severe attacks of throbbing 
pain of 5–10 min duration, occurring 3–5 times a day. He 
complained of photophobia, photopsia and bilateral tran-
sient visual obscurations. 

 Medical history included weekly episodes of mild, 
holocranial tension-type headache and periodic neck pain 
after a horseback riding accident 7 years earlier. He was 
otherwise healthy. 

 On examination, visual acuity was 10/20 on the right eye 
and 26/20 on the left. Ishihara colour vision was normal 
and no relative afferent pupillary defect (RAPD) was found. 
Visual fi elds (Humphrey 30-2) showed enlarged blind spots 
bilaterally ( fi gure 1 ) and eye motility examination disclosed 
subtle right sixth nerve palsy. Slit lamp examination was 
normal showing no infl ammatory cells in the anterior 
chambers or vitreous. Funduscopy revealed bilateral optic 
disc swelling, peripapillary haemorrhages and chorioretinal 
folds in the right posterior pole ( fi gure 2 ).   

 General and neurological examination was normal. 
Cerebral MRI with gadolinium was unremarkable, 
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 Figure 1    Visual fi elds (Humphrey 30-2) at time of diagnosis. Bilaterally enlarged blind spots.    
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optic nerves were normal with no signs of oedema or 
enhancement. Venous sequences excluded venous sinus 
thrombosis. 

 Standardised lumbar pressure measurement (relaxed 
decubital position with legs extended) revealed a raised 
CSF pressure of 28.5 cmH 2 O (normal range <25 cmH 2 O). 1  
CSF analysis demonstrated WBC 5×10 6 /l (≤3×10 6 ), protein 
0.44 g/l (0.15–0.50 g/l) and glucose 3.3 mM (2.2–3.9 mM). 
Blood samples were normal without signs of infection 
(WBC 5.9×10 6 /l, C-reactive protein 6 mg/l). The patient 
was non-obese, weight 93 kg, height 1.93 m (body mass 
index 25 kg/m 2 ). 

 Initially the diagnosis of IIH was assumed and treatment 
with acetazolamide 1500 mg daily was initiated. 

 The atypical phenotype, though, led to a second and 
more detailed interview revealing a history of homosexu-
ality, 6 months of night sweats and an episode of arthral-
gia, nuchal rigidity, generalised skin rash and tonsillitis 2 
months earlier (diagnosed as Scarlet fever by his general 
practitioner and treated with penicillin V 2.4 million units 
a day for 10 days). 

 Thorough investigation for secondary causes revealed 
strongly positive syphilis serology indicating acute and 
active infection: Wasserman (WR) 8, rapid plasma reagin 
(RPR) 64,  Treponema pallidum  fl agel IgG (AF-G) 10,  T pal-
lidum  fl agel IgM (AF-M) 4 and fl uorescens treponema 

antibodies (FTA-ABS) 3.03. HIV test was negative and 
additional blood tests were normal. 

 A second spinal tap to confi rm the clinical diagnosis of 
neurosyphilis was inconclusive. At this point there was 
no pleocytosis. WR, AF-G, AF-M, FTA-ABS were nega-
tive. CSF protein was, however, elevated (0.63 g/l) and the 
patient thus fulfi lled the diagnostic criteria of neurosyphilis 
( table 1 ).   

  DIFFERENTIAL DIAGNOSIS 
   Infl ammatory optic neuritis with papillitis   ▶

  Optic perineuritis   ▶

  Uveitis.     ▶

  TREATMENT 
 Treatment was intravenous penicillin G 18 million units a 
day for 14 days.  

  OUTCOME AND FOLLOW-UP 
 Decreasing and eventually normalised serum values at sub-
sequent follow-up visits indicated a suffi cient therapeutic 
response (WR, RPR and AF-M=0 after 4 months). 

 Clinical improvement was signifi cant almost immedi-
ately after initiation of antibiotic treatment. After 3 months, 
only habitual mild tension-type headache remained. Visual 

 Figure 2    (A, B) At time of diagnosis. Pronounced bilateral papilloedema with blurred disc margins extending into the upper and lower 
temporal vascular arcades, peripapillary haemorrhages and moderate retinal vein congestion. (C, D) Complete resorption 7 months later.    
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disturbances were completely resolved. Visual acuity was 
normalised (>20/20 on the right and 20/26 on the left eye), 
and eye motility was full. The papilloedema had resolved 
(apart form a small peripapillary neuroretinal oedema in the 
right eye) and visual fi elds showed only slightly enlarged 
blind spots bilaterally. Within a year, fundi and visual fi elds 
normalised completely.  

  DISCUSSION 
 Syphilitic infection is classically divided into four stages. 
The primary stage is marked by genital or oral chancres. 
Skin rash and mucous membrane lesions characterise 
the secondary stage that might include fever, sore throat, 
fatigue, anorexia and weight loss. The latent stage of syph-
ilis is asymptomatic and can last for years. If left untreated 
15% eventually enter the tertiary stage characterised by 
infi ltrative tumours (gumma) that mainly affect the cardio-
vascular system (80–85%) and the central nervous system 
(CNS) (5–10%). 

 Although neurosyphilis is often referred to as terti-
ary syphilis, CNS involvement can occur at any time in 
the course of infection. 2  Neuroinvasion (dissemination of 
 Treponema pallidum  to the CNS) is believed to occur even 
before manifestation of the primary stage and may cause 
symptomatic disease within the fi rst weeks or months of 
infection. Early forms of neurosyphilis primarily involve the 
meninges, CSF and CNS vasculature in contrary to paren-
chyma involvement of late neurosyphilis. 3   4  Studies suggest 
that early but insuffi cient antibiotic treatment, as in the pre-
sented case, increases the risk of early neurosyphilis. 2   5  

 In the present case, the serologic tests and patient his-
tory indicate a secondary stage of syphilis. Symptoms of 
headache, neck stiffness and photophobia in combination 
with neuro-ophthalmological signs of raised intracranial 
pressure (ICP) and documented high ICP strongly sug-
gest early involvement of the CNS–probably a meningeal 
infection–causing a secondary intracranial hypertension. 
This hypothesis is supported by the prompt and sustained 
remission upon suffi cient antibiotic treatment. 

 Although CNS analyses failed to detect syphilis antibod-
ies the patient, due to an elevated protein concentration, 
met the diagnostic criteria of neurosyphilis. 

 The presenting low visual acuity in the right eye was not 
associated with signs of unilateral optic neuropathy (colour 
vision defects, RAPD or visual fi eld defects other than an 
enlarged blind spot). The visual loss was thus regarded as 
purely retinal caused by subretinal macular oedema second-
ary to the papilloedema. The presenting chorioretinal folds 
and subsequent neuroretinal oedema supported this interpre-
tation. 6  Unfortunately, a confi rming optical coherence tomog-
raphy or fl uorescence angiography was not performed. Visual 

function of the left eye was intact apart from an enlarged 
blind spot. Bilateral optic disc swelling in the absence of signs 
of optic neuropathy supports the diagnosis of papilloedema 
due to raised ICP and rules out the differential diagnosis of 
infl ammatory optic neuritis with papillitis where signs of 
optic neuropathy would have been expected. 

 Optic perineuritis (nerve sheaths involved without 
infl ammation of the nerve itself) might spare the visual 
acuity and visual fi elds apart from an enlarged blind spot. 7  
Bilateral optic perineuritis with optic disc swelling has 
been reported with signs indistinguishable from those 
of papilloedema. 8  In the present case, however, contrast 
enhanced MRI showed no signs of optic nerve or nerve 
sheath infl ammation, and optic perineuritis would fail to 
explain the high ICP and the related symptoms. 

 A third differential diagnosis is bilateral uveitis with 
papilloedema. Slit lamp examination however revealed 
no infl ammatory cells in the anterior chamber or vitre-
ous as would have been expected in this case with severe 
papilloedema. 

 Intracranial hypertension in relation to syphilitic has 
only been described in two case reports from 1987 and 
2009. Unlike our case both of these patients displayed 
marked CSF pleocytosis. 9   10  In addition to these cases, a 
retrospective study of 18 patients fulfi lling the criteria of 
neurosyphilis, high ICP (50 cmH 2 0) was demonstrated in 
one patient. Headache, impaired vision, swollen discs and 
tinnitus were noted in several others (opening pressures 
were not measured). 11  

 The present case of secondary intracranial hypertension, 
initially misdiagnosed as idiopathic, clearly demonstrates 
the importance of eliminating any secondary aetiology 
before a diagnosis of IIH is applied. The physician should 
in particular be alert if the syndrome appears in an unusual 
phenotype, in this case male sex and normal body weight. 

 It is of great importance that clinicians realise that syphi-
lis has had a strong reappearance during the recent years. 
Especially among homosexual males the incidence has 
exploded. In Denmark (population 5.5 million), the annual 
incidence of syphilis increased fi vefold from 77 to 383 
over a 4 year period from 2006 to 2010. The majority of 
cases (66.3%) were found among men who have sex with 
men (Department of Epidemiology, Statens serum institut: 
www.ssi.dk). This rapid increase is in line with reports 
from other Western countries. 12  –  15  

 As syphilis is well-known to present with a wide vari-
ety of neurological and ophthalmological symptoms it is 
important to be aware of this diagnosis in any unusual dis-
ease presentation. 

  Learning points 

 ▶    Secondary causes of IIH may be occult showing no or 
only sparse serological and clinical signs.  
  An atypical phenotype or an atypical disease course  ▶

should alert the physician to reevaluate a presumed 
IIH-diagnosis.  
  Syphilis is a great mimicker in clinical medicine. It  ▶

has had a strong resurgence during the recent years 
and the diagnosis should be considered in a broad-
spectrum of clinical presentations.      

 Table 1    Diagnostic criteria for neurosyphilis 16   

CNS or ophthalmic signs or symptoms, plus serologic evidence (positive 
non-treponemal and treponemal test results) for syphilis infection plus one 
of the following:
Positive VDRL*-CSF
Increased CSF protein (> 40 mg/dl)
Increased CSF WBC count (>5 mononuclear cells/μl)

   *  VDRL is a non-treponemal test similar to RPR. 
 CSF, cerebrospinal fl uid; CNS, central nervous system; VDRL, Venereal Disease 
Research Laboratory; WBC, white blood cell.   
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