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Dear Editor,
We were intrigued to read the article by Martos et al.1 about 

a boy affected by progressive dystonia, spasticity, retinitis pig-
mentosa, and psychomotor delay. They labeled this boy as hav-
ing “HARP”, a term coined almost 3 decades ago to summarize 
a clinical syndrome of “hypoprebetalipoproteinemia, acantho-
cytosis, retinitis pigmentosa, and pallidal degeneration.”2

As acknowledged in their contribution’s title, “HARP” has 
long been established as allelic with pantothenate kinase-asso-
ciated neurodegeneration (PKAN).3,4 We are therefore perplexed 
as to why the boy’s condition is not merely termed PKAN, and 
even more so why it is labeled “incomplete HARP syndrome”, 
justified according to the authors by the failed detection of “hy-
poprebetalipoproteinemia.” Such redundant as well as nonsen-
sical terminology perpetuates the use of diagnostic terms that 
convey no relevant meaning, and distracts from focusing on the 
possible significance, if any, of observations hidden in a seem-
ingly attractive acronym.

We initially raised this concern some years ago5 when we ex-
plained that the term “hypoprebetalipoproteinemia” had origi-
nated in “a bygone era when gel or paper electrophoresis was 
used to separate plasma lipoproteins.” The “prebetalipoprotein” 
fraction migrates faster than low-density lipoprotein (LDL, or 
“betalipoprotein”) and in ultracentrifugally separated plasma 

corresponds to particles known today, respectively, as lipopro-
tein (a) [Lp(a)] and very-low-density lipoproteins (VLDL). Mod-
ern biochemical methods can precisely quantitate both, elimi-
nating the requirement for semiquantitative electrophoresis.”

We emphasized then that “hypoprebetalipoproteinemia” and 
“aprebetalipoproteinemia” are meaningless from a metabolic 
perspective and are absent from the lipoprotein literature.5 Nei-
ther isolated low plasma VLDL nor Lp(a) have since been con-
nected to pathophysiological consequences, and both research 
and clinical experience have confirmed that no clinically mean-
ingful entities correspond to these terms. VLDL and its end 
product LDL each contain one molecule of apolipoprotein B; it 
is impossible for humans to have isolated VLDL deficiency (i.e., 
“hypoprebetalipoproteinemia”) without concurrent LDL defi-
ciency. This inappropriately named phenotype has never been 
documented using modern quantification methods. However, 
while terms with “..prebeta..” should be discontinued, “abetali-
poproteinemia” (ABL, Bassen-Kornzweig syndrome; OMIM 
#200100) and “hypobetalipoproteinemia” (FHBL1, OMIM 
#615558; FHBL1, OMIM # 605019) refer to underlying entities 
that actually do exist and are characterized by concurrent defi-
ciencies of VLDL and LDL particles.

Even if only a single additional case6 received the “HARP” 
label since its creation in 1992,2 the acronym persists despite the 
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term’s uselessness. It is, however, helpful to remember that it was 
coined a decade before the genetic bases were elucidated for 
conditions such as PKAN, once collected under the now defunct 
and deservingly obsolete “Hallervorden-Spatz” eponym.

Disease taxonomy is an evolving field, and in the current era 
of molecular medicine arguments are being made for the asso-
ciation of a disease with its causative mechanisms or, even more 
appropriately, genetic etiology. The field of medicine is succes-
sively abandoning not only eponymic designations and incom-
plete descriptors but also acronyms that appear pleasing, yet ulti-
mately result in diagnostic confusion. This clearly applies to the 
cases termed “HARP” (with or without the nonsensical “hypo-
prebetaliproteinemia”): their proper diagnosis is PKAN.1,3,4

Continued use of the “HARP” acronym can no longer be jus-
tified. With respect to PKAN, questions remain regarding the 
frequency of retinal involvement and of acanthocytosis (and 
hence potential confusion with other disorders under the “neu-
roacanthocytosis” umbrella) and the search for mechanisms un-
derlying these manifestations.
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