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The Charge

The basic diagnostic criteria for the common 

focal dystonias in relation to trial design.

What patients should be entered into a trial?



The focal dystonias

• Albanese et al. 2013 

• Axis I: Body distribution: Focal

• “Typical examples of focal forms are 
blepharospasm, oromandibular dystonia, cervical 
dystonia, laryngeal dystonia, and writer’s cramp. 
Cervical dystonia, is considered a form of focal 
dystonia, although by convention the shoulder can 
be included as well as the neck.” 



…but there is also
(from the outset or by spread)

• Segmental dystonia:
– “Two or more contiguous body regions are affected. 

Typical examples of segmental forms are: cranial 
dystonia (blepharospasm with lower facial and jaw or 
tongue involvement) or bibrachial dystonia.”

• Multifocal dystonia:
– “Two noncontiguous or more (contiguous or not) body 

regions are involved.”  An example would be 
blepharospasm and writer’s cramp.

• Not to be considered: generalized dystonia or 
hemidystonia





How much are we willing 
to lump together?

Yes!



How much should we split?

• Cervical dystonia
– Different directions of motion

• Torticollis

• Laterocollis

• Retrocollis

• Anterocollis

– With and without tremor
• Tremor of the neck

• Tremor of the arm

Patients with predominant 

retrocollis, anterocollis, and 

neck tremor are often not 

included in clinical trials of 

botulinum toxin



How much should we split?

• Focal hand dystonia
– Occupation

• Writer’s cramp

• Musician’s cramp

• Many more….

– With and without tremor

• Task specific tremor??
– Primary writing tremor



How much should we split?

• Blepharospasm
– Actual spasm

– Frequent blinking No!

And then there is 

Apraxia of 

Eyelid Opening



Diagnostic Algorithms

• Cervical dystonia – no, under development
– Note new analysis of Dystonia Coalition data by Kilic-Berkmen et al.  

– Proposes CD should include neck tremor and shoulder involvement

• Limb dystonia – no

• Laryngeal dystonia – attempt at an algorithm did not 
work well
– However, there is a Delphi-based Spasmodic Dysphonia 

Attributes Inventory (Ludlow et al. 2018)

• Blepharospasm -- yes





4 experts 

identified 19 

possible 

signs

10 experts 

opined about 

their validity

5 experts evaluated the value of the 4 

features with blinded video review of 30 

blepharospasm patients, 30 disease 

controls, and 10 normal subjects

4 features 

identified as 

possibly 

useful



Sensitivity 93%

Sensitivity 90%



• 4 features were reconsidered
– Presence of spasms

– Sensory trick

– Increased blinking (eye closures)

– Inability to voluntarily suppress spasms

• 8 raters reviewed 40 videos each from a sample of 53 
with blepharospasm and 53 healthy/disease controls; then 
reviewed 5 of the 40 videos 2 weeks later

• Intra- and inter-rater reliability were good

(under review)



Sensitivity and specificity analysis

Item Sensitivity/specificity

1. Spasms 95%/78%

2.  Sensory trick 58%/94%

3.  Increased eye closures 85%/50%

4.  Inability to suppress 87%/52%

1 + 2 56%/98%

1 + 3 82%/84%

1 + 4 84%/84%

1 + (2 or 3) (algorithm of initial paper) 90%/82%

1 + (2 or 4) 88%/83%

1 + (2 or 3 or 4) 92%/79%









Conclusion

• More questions than answers

• Lumping vs. splitting
– With lumping, there could be important differences that could 

weaken the results

– With splitting, might be difficult to recruit “pure” cases
• And then might not apply to real life

– Spread is very common, so some lumping is inevitable

– Compromise is necessary

• Diagnosis is not as easy as it first seems

• Algorithm development is a long process




