
A Waxing and Waning Case of Orbital 
Lymphoid Hyperplasia 

Abstract 
   Diplopia is symptom that can be due to common ocular problems such as 

refractive error. Monocular diplopia persists when covering either eye. 
Meanwhile, binocular diplopia resolves with the maneuver. Clinical 
presentation may clue clinicians into conducting an investigation that provides 
insight into to a cause that is more serious or even life threatening. This is the 
case of a 70 year-old female who presents with diplopia, which progressively 
worsened over 2 mos, associated with proptosis, orbital pain, swelling, 
headache and dizziness. After extensive workup and initial diagnosis of orbital 
neoplasm, she was eventually diagnosed with Atypical Lymphoid Hyperplasia.  
This report will discuss her presentation, work up and ultimate 
diagnosis/treatment.  
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Discussion  
Sudden onset diplopia, headache or visual loss without an ocular cause, proptosis, 
and ptosis are red flags that would warrant consideration of MRI/CT and/or 
immediate referral (Ogun 2016).  Imaging may not be able to definitively 
differentiate between inflammation, small meningiomas, sarcoidosis, lymphoma, 
and granulomatous disease. The risks or orbital LH comprise of recurrence and 
either transformation or concurrent low grade non-Hodgkin lymphoma (Andrew et 
al 2016). Unfortunately, orbital LH cannot be distinguished clinically or 
radiologically on CT or MRI from low-grade non-Hodgkin lymphoma. It can be 
hypointense or isointense to muscle on T2 weighted MRI sequences due to the 
presence of lipid cell membranes within densely packed lymphocytes. Differentials 
based on imaging may include lymphoma, specific and nonspecific orbital 
inflammation, IG4-ROD, vasculitis, non-cystic neurogenic tumor, Sjogren 
syndrome, sarcoidosis, and depositions such as amyloidosis. As a result, a tissue 
biopsy is required to confirm the final diagnosis. Due to the risk of complications 
from biopsies, patients may only eventually get this because of frequent disease 
recurrence or unresponsiveness to steroid therapy. As soon as Atypical LH is higher 
on the differential, a BM biopsy and CT chest/abd/pelvis with FDG-PET scan 
should be considered because of increased risk of malignancy. 
 
Treatment options include observation, oral steroid therapy, radiotherapy, 
Rituximab (esp when refractory to steroid and radiotherapy), and radio-
immunotherapy. Radiotherapy is a favorable choice if only one orbit is affected, 
steroids are contraindicated, or there are multiple recurrences. It can also deter 
dissemination, malignant transformation, and recurrence. Overall, the prognosis of 
orbital LH is favorable despite the chance that the disease may recur or eventually 
lead to lymphoma. Disease recurrence tends to happen when the lacrimal gland is 
affected, and only about 20-30% patients with orbital LH face this problem. To 
ensure early detection of lymphoma, it is recommended that once orbital LH has 
improved optimally or completely resolved, that the patient be examined at least 
every 6 mos for 5 years to assess for signs and symptoms suggesting recurrence or 
systemic disease. 
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Introduction 

Binocular diplopia is present in up to 89% of patients with diplopia and may be 
due to a myriad of causes including neuromuscular defects, neurogenic lesions or 
mechanical deficits causing limitations (Fonseca 2015).  Diplopia can affect 
patients of all backgrounds and ages.  It is important to evaluate onset, duration, 
pain, palsy or other constitutional symptoms as well as a full picture of a patient’s 
medical history. Pain is particularly important to assess as its absence may raise 
concern for inflammatory or neoplastic processes ultimately requiring ocular 
biopsy. Lymphoid hyperplasia is a benign lymphoproliferative disorder with an 
insidious onset that tends to occur in the orbit and ocular adnexa (Andrew et al 
2016). It usually appears in the 5th-7th decade of life and can be classified as 
reactive or atypical depending on whether indeterminate malignant characteristics 
are present. It is believed to stem from a defect in immunoregulatory function or 
idiopathic lymphocytic cellular response to an antigenic stimulus. Symptoms such 
as tissue swelling and proptosis as well as signs of inflammation like pain may 
ensue. It can sometimes be confused with orbital inflammatory disease due to its 
positive response to corticosteroids. Infiltrative processes, Ig4 related disease, and 
deposition like amyloid may also be a part of the differential. There is currently no 
way to foresee if atypical LH will just be a self-limited illness or transpire into 
lymphoma (Hussein 2013).  

 

 

Case Report 
PS is a 69 year old female who presented to clinic 6/24/2019 with diplopia, 
photophobia, right proptosis and right facial pain and edema.  Medical history is 
remarkable for glaucoma, hypertension, and depression. She reported that these 
symptoms worsened since April 2019; in the interim she was found to have normal 
intraocular pressure at her Optometrist. She was given Meclizine and an MRI was 
ordered.  She returned for follow up 7/22/2019 to review the MRI done 7/2/2019. A 
space occupying mass from the lateral aspect of the right orbit was found to be 
displacing the right optic nerve leftward.  She revealed that in the interim she 
suffered severe right temporal and occipital headaches; furthermore she was 
experiencing memory loss and dizziness.   
A decision was made to biopsy the mass; in preparation, the Neurosurgeon ordered 
a second MRI in August.  This demonstrated resolution of the mass.  When PS 
presented for follow up 9/20/2019, she was doing so well, she drove to the 
appointment which she had been incapable of since April because of her symptoms.  
Between July 2019 and September, her symptoms were mostly limited to diplopia 
lasting only 5 s at a time, mild nausea, dizziness, occasional vomiting. A 
recommended eye patch seemed to help. 
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Figure 1 

MRI Brain and Orbits with and without IV contrast (7/2/19): Soft tissue mass right temporal region, 
epicenter in the calvarium with extension intracranial, extracranial and right orbital uncertain 
etiology. Differentials include: Schwannomas, neuroma, metastases, lymphoma, aggressive 
meningioma, abnormalities arising from bone. Reactive edema right temporal lobe with possible 
encephalomalacia. Dimensions of the mass are difficult to define appear, appear to be 
approximately 4.3 x 3.6 x 4.3 cm. 

MRI of Orbits with and without IV contrast (8/26/19) [unshown]: Significant decrease in right 
orbital, periorbital, and temporal tumor burden, with frontal-temporal dural enhancement, and 
thickening attributed to residual tumor in the right temporalis muscle, right extraconal space 
laterally, and to a lesser extent involving the extraocular muscles. 

 

 

 

 

Case Report (Continued) 
PS again presented October 2019 with continued diplopia and balance issues 
requiring a cane. Since September she experienced excruciating R facial pain and 
edema of the right eyelid. Based on the overall gestalt, the working differential 
diagnosis was Multiple sclerosis v. Idiopathic Orbital myositis v. a tumor in order of 
likelihood. A 60 mg 4 wk long prednisone taper was instituted. A third MRI was done 
November 2019. Over the winter, she became less dependent on her cane. 
February 2020, PS presented with right dull ear pain, right facial swelling, and a 
tender mass on her right temple. The MRI of February 2020 was remarkable for 
worse thickening in the right orbit and dura overlying the right frontal lobe as well as 
new thickening of the right lateral pterygoid muscle. Surgery was scheduled for 
March 10, 2020. Preliminary biopsy results revealed atypical lymphoid proliferation.  

Figure 2 

MRI Head/Brain with and without IV contrast (11/19/19) [unshown]: 1) Complete resolution of the 
previously seen extra-axial enhancing anterior right temporal fossa mass, and right extraocular 
muscle abnormalities, with persistent dural contrast enhancement, and residual thickening along the 
right infratemporal fossa. These findings may suggest granulomatous disease vs inflammatory 
changes, given significant improvement with prednisone treatment. 2) Subtle asymmetric 
hypointensity of the right temporalis muscle on T1 sequences without enhancement 

MRI Head/Brain with and without IV contrast (2/28/20): 1) New enhancing FLAIR hyperintensity 
in the right anterior temporal lobe. DDx includes malignancy or inflammation. 2) New thickening 
and enhancement of the right lateral pterygoid muscle and slightly increased enhancement and size 
of right lacrimal gland and dural thickening over the right frontal lobe, however enhancement and 
thickening of the right temporalis muscle is similar to prior study. DDx includes malignancy, 
lymphoma, or inflammation 

 

 
Conclusion 

Our case demonstrates how early recognition of the red flags of diplopia can 
facilitate the execution of prompt evaluation with imaging. Cognizance of 
diseases with similar radiographic presentations can help provide insight into the 
source of an ophthalmologic complaint and guide clinicians in determining 
appropriate therapy. Correlation of clinical presentation with radiographic 
findings can thus reduce the risk of disease extension and ocular complications. 
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