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To The Editor 

The European Academy of Neurology/Movement Disorder Society-European Section 

(EAN/MDS-ES) recently published guidelines on invasive therapies in the treatment of 

Parkinson’s diseases simultaneously in the European Journal of Neurologyl and in Movement 

Disorders2. We are concerned that the Guidelines methods used have resulted in an inadequate 

documentation and interpretation of the literature on lesion surgery, especially posteroventral 

pallidotomy. We believe that this has resulted in an erroneous under-appreciation of the utility 

of this procedure and in Guidelines that conflict with the endorsements of pallidotomy by 

International Parkinson and Movement Disorders Society (MDS) 2011 and 2018 Evidence Based 

Medicine reviews3,4, which use different but still widely acceptable methods of assessing the 

literature and make recommendations on clinical applicability.  

The Guidelines conclude by stating that “the evidence for this treatment is weak”. Later in the 

document it is stated: “The Guidelines committee concluded that unilateral pallidotomy can be 

considered as a treatment option for advanced PD with medically intractable treatment 

complications in the absence of other more efficacious and better established treatment 

options for the particular patient, but the recommendation is considered very weak.” It is not 

clear why the initial rating of “weak” was further downgraded to “very weak”.   

The Guideline recommendations were in part supported by the interpretation that 2 RCTs 

evaluated (references 77 and 78 in the Guidelines paper) were unblinded. However, both were 

single-blinded (i.e., evaluator-blinded)5,6, which is the accepted standard for class I evidence. 

Further, at least five additional randomized studies on pallidotomy7-11, some with blinded 

evaluations, were not taken into consideration by the Guidelines. 

The Guidelines further state: "Pallidotomy probably reduces complications of therapy (UPDRS-

IV).” We would argue that the term “probably” here is very inaccurate. If there is anything 

regarding pallidotomy that virtually everyone in the movement disorders community with 

experience in the field of surgical therapies for PD agrees upon, it is the marked and long-lasting 

beneficial effect of pallidotomy on levodopa-induced dyskinesias. For example, one evaluation 
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found that  “Levodopa Equivalent Daily Doses (LEDD) increased in all patients who were 

followed for up to 10 years, without recurrence or induction of dyskinesia contralateral to 

pallidotomy… In conclusion, the long term effect of unilateral pallidotomy on contralateral 

dyskinesia was highly reproducible and stable over time.” l2  Indeed, it was the solid and robust 

effect of posteroventral pallidotomy on dopa-induced and dystonia in subjects with advanced 

PD that paved the way for using this very same brain target in the surgical treatment of non-

parkinsonian dystonia, whether by pallidotomy or by pallidal DBSl3. 

We would argue that the weak or very weak recommendation does not concord with the 

findings of the above-mentioned randomized studies of pallidotomy’s safety and effectiveness. 

We do understand that the GRADE methodology accounts for important restrictions of 

literature evaluated in making formal Guideline recommendations. We would argue that 

certain exclusions in the case of pallidotomy clearly have resulted in unnecessarily and 

inappropriately strong negative conclusions. Furthermore, the emphasis on studies that 

randomize patients between an invasive surgical therapy and medical therapy may be no better 

or in fact may be worse than the study methods excluded given the strong potential for a 

lessebo-like effect that diminishes the potential for clinical benefit in patients who have 

consented to possible surgery (likely wishing to receive this) who find themselves randomised 

to the open-label medical arml4. 

In conclusion, as the EAN/MDS-ES´s Guidelines confirm, it is evident that DBS in either STN or 

GPi is a highly evidence-based, established and recommended procedure, its main advantage 

being to allow a safe simultaneously performed bilateral surgery compared to pallidotomy that 

should not be performed simultaneously bilaterally. However, if DBS is not available or 

affordable, or if the patient is not a good candidate for DBS or prefers not to have implanted 

hardware, the recommendation of posteroventral pallidotomy “as a treatment option for 

advanced PD with medically intractable treatment complications…for the particular patient” 

should not be considered “weak” nor “very weak” if it is based on a proper review and 

evaluation of the published literature on unilateral pallidotomy for advanced PD. In fact, there 

are no new data that would justify the degradation of the previous strong endorsement of 

pallidotomy by the MDS as “efficacious” 3,4. Furthermore, the recent approval by the Food and 
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Drug Administration of pallidotomy by Magnetic Resonance-guided Focused Ultrasound 

provides  additional support for the efficacy of pallidotomyl5. 
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