
Episode 37 
Problem Representation 
A previously healthy 49-year-old woman presented with acute onset diplopia on a background 
of subacute non-specific neurologic symptoms following recent travel to Trinidad, found to have 
diffuse white matter changes on brain MRI. A blood smear demonstrated schistocytes, raising 
concern for a microangiopathic hemolytic anemia (MAHA).  
 
Schemas 
The CPSers' schema for diplopia involves first determining whether the diplopia is binocular or 
monocular, with binocular causes reflecting ocular misalignment.  
 
The crew also put together an approach to MAHA, focusing on early identification of thrombotic 
thrombocytopenic purpura (TTP), a condition that is fatal without treatment.  
 
Diagnosis 
The ADAMTS13 level was low and the patient was started on plasma exchange with 
improvement in her symptoms, confirming a diagnosis of TTP! 

Teaching Points 
• CNS white matter disease1 reflects a pathologic process affecting myelinated structures. 

Etiologies can be divided into autoimmune conditions (e.g., multiple sclerosis), infections (e.g., 
progressive multifocal leukoencephalopathy [PML]), vasculopathies (e.g., arteriolosclerosis), 
and toxic/metabolic processes (e.g., osmotic demyelination syndrome).  

• The term thrombotic microangiopathy2 (TMA) refers to a syndrome of microangiopathic 
hemolytic anemia (MAHA), thrombocytopenia, and organ injury, and implies a pathological 
correlate of vascular damage with arteriolar and capillary thrombosis. The most 
common primary TMA syndromes include thrombotic thrombocytopenic purpura (TTP), shiga 
toxin-mediated hemolytic uremic syndrome (ST-HUS), and complement-mediated TMA 
(i.e., "atypical HUS"). Additionally, a variety of TMAs are associated with systemic diseases, of 
which disseminated intravascular coagulation (DIC) is the most notable.  

• TTP3 is a clinical syndrome defined as a MAHA with thrombocytopenia, with or without 
associated neurologic and renal manifestations, that does not fulfill criteria for another TMA. The 
most commonly reported presenting symptoms included gastrointestinal complaints (69%), 
neurologic symptoms (66%), bleeding/purpura (54%), dyspnea (29%), and fever (23%). 
Notably, the classic pentad (i.e., MAHA, thrombocytopenia, neurologic findings, renal 
abnormalities, and fever) is present in only ~ 5% of patients. The diagnosis is supported by 
ADAMTS13 levels <10%.  

Clinical Reasoning Pearl 
Frequently, a patient may have an intriguing exposure or travel history that leads us to consider 
otherwise rare conditions. These exposures do not necessarily make an uncommon 
diagnosis likely, just more likely than if the patient didn't have that exposure. Entertaining 
problem representations with and without such exposures can help us avoid cognitive biases.  
 
For example: 
The travel history in this case, while initially probed for clues, was ultimately felt to be unrelated 
to the final diagnosis.  
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