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 “UNKNOWN” 

The Case: 
An 18-year old male with a longstanding history of Langerhans cell histiocytosis (LCH) 
associated with the skin, bone, and CNS involvement as well as significant secondary 
endocrinologic effects, including diabetes insipidus, hypothyroidism and pituitary dwarfism, who 
presented with a right orbital mass. He had initial involvement of the skin in 1999, then later 
bone involvement and neurocognitive issues. In 2000, he underwent local irradiation involving 
the bilateral mastoid air cells and zygomatic area. He had evidence of neuro-degenerative LCH 
since 2003 with progressive changes over time, especially with more cerebellar atrophy. Since 
2006, he had not received treatment for LCH until more recently in 2016 with Rituximab 
infusions per recommendation from Dr. Ken McClain, internationally recognized expert in 
histiocytosis in Houston. There was no improvement with Rituximab, and his last infusion was 
on June 7, 2016. His skin lesion from 1999 was tested and was positive for the BRAFV600E 
mutation. Given his clinical worsening and MRI radiographic evidence of changes over time, he 
was started on BRAF-inhibitor Dabrafenib on May October 17, 2017 per recommendation from 
specialist Dr. Diamond Eli at Memorial Sloan-Kettering.   
 
In November 2017, He presented to the Emergency Department with a headache and diffuse 
blurry vision of his right eye since starting Dabrafinib. He noted no pain with eye movement, 
bulging of the eye, diplopia, decreased VA, or diminished color vision. He reported that the 
problem had been rapidly progressive since starting the medication. MRI imaging at this time 
showed a new enhancing fusiform mass along the right lateral orbit, adjacent or contiguous to 
the lateral rectus muscle. The Dabrafenib was discontinued and his symptoms resolved. He 
underwent biopsy of the new-onset orbital mass on December 1, 2017.  
 
Ocular Exam:  
 OD OS 

Visual Acuity 20/20 20/20 

Pupil Reactive Reactive, Anisocoria as before 
L>R eye 

Motility -1 supraduction, full otherwise  Full, L beating nystagmus in L 
gaze with occasional saccadic 
intrusions-stable (seen 
previously)  
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CVF Full Full 

External Normal Normal 

Conj/sclera White and quiet White and quiet 

Cornea Clear Clear 

AC Deep and quiet Deep and quiet 

Lens Clear Clear 

Fundus C/D ratio 0.2 0.2 
 
Ocular Exam cont’d: There was no resistance to retropulsion on the affected side and no 
vertical or horizontal globe displacement. There was no preauricular, submandibular, or anterior 
cervical adenopathy.  
 
Imaging and Additional Testing:  
MRI imaging in 2016 (Fig A) showed multifocal, near symmetric, non-enhancing T2/FLAIR 
hyperintense signal abnormality involving the cerebellar white matter bilaterally, similar in 
configuration to prior MRI examinations. Additional near symmetric foci of nonenhancing 
T2/FLAIR hyperintense signal abnormality involving the dorsal pons, dorsal midbrain, 
hypothalamus, and mesial temporal lobes was noted (similar to prior examination). There was a 
small focus of enhancement in the right aspect of the frontal bone, unchanged since prior, and 
most likely related to a dural venous lake. The brain was otherwise normal in morphology and 
showed normal MR signal intensity on all pulse sequences. 
 
MRI imaging in 2017 (Fig B) showed normal size, shape, and contour of the ventricles. The 
cerebral hemispheres had a normal morphologic appearance as well as MR signal intensity on 
all pulse sequences. There was unchanged T2/FLAIR hyperintense signal abnormalities. There 
was a new enhancing fusiform mass along the lateral aspect of the right orbit measuring 16 x 
8 x 9 mm (AP x TR x SI), concerning for disease recurrence. There were no areas of restricted 
diffusion on diffusion-weighted imaging to suggest an acute infarct. There was no evidence of 
an intracranial mass lesion, intracranial hemorrhage, or hydrocephalus. 
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VEP 11/2017: Pattern reversal VEP was delayed for each eye but with normal amplitude. The 
delay had been a stable feature, and the results were consistent with no significant impact of the 
new tumor on retino-cortical conduction.  
 
HVF 11/2017: Few fixation losses right> left, but no specific abnormalities or changes of 
concern were noted 
 
Histopathology:  

       
 
 
 
 
 
 
 
 
 
 
 
 
 

SMA IHC (and control)  

Desmin IHC (and control)  

H&E 40x  H&E 20x 

CD1a IHC (and control)  S100 IHC (and control)  


