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Targeting the fundamentals for tremors: 
the frequency and amplitude coding in essential 
tremor
Ming‑Kai Pan1,2,3,4,5*   

Abstract 

Essential tremor (ET) is one of the most common movement disorders with heterogeneous pathogenesis involving 
both genetic and environmental factors, which often results in variable therapeutic outcomes. Despite the diverse eti‑
ology, ET is defined by a core symptom of action tremor, an involuntary rhythmic movement that can be mathemati‑
cally characterized by two parameters: tremor frequency and tremor amplitude. Recent advances in neural dynamics 
and clinical electrophysiology have provided valuable insights to explain how tremor frequency and amplitude are 
generated within the central nervous system. This review summarizes both animal and clinical evidence, encom‑
passing the kinematic features of tremors, circuitry dynamics, and the neuronal coding mechanisms for the two 
parameters. Neural population coding within the olivocerebellum is implicated in determining tremor frequency, 
while the cerebellar circuitry synchrony and cerebellar‑thalamo‑cortical interactions play key roles in regulating 
tremor amplitude. Novel therapeutic strategies aimed at tuning tremor frequency and amplitude are also discussed. 
These neural dynamic approaches target the conserved mechanisms across ET patients with varying etiologies, offer‑
ing the potential to develop universally effective therapies for ET.

Keywords Essential tremor, Tremor, Amplitude, Frequency, Motor kinematics, Motor control, Cerebellum, Neuronal 
coding, Oscillations, Electroencephalogram

Introduction
Tremor is defined as an involuntary rhythmic move-
ment with a fixed frequency. The mathematical char-
acterization of tremors requires two key parameters: 
tremor frequency and tremor amplitude. Changes in 

tremor characteristics can be accurately described using 
these parameters (Fig. 1). Therefore, two functional net-
works are critical for understanding tremor generation: 
a rhythm-generating network and an amplitude-regu-
lating network. A rhythm-generating network produces 
periodic muscle contractions by ensembles of neuronal 
oscillations in the peripheral or central nervous system. 
An amplitude-regulating network controls the amount of 
simultaneous muscle fiber contraction, related to the syn-
chronized activation of spinal motor neurons. A tremor 
syndrome is highly correlated with its unique ampli-
tude- and frequency-generating mechanisms. In physio-
logical tremor, the frequency is related to the mechanical 
properties of the musculoskeletal system, and it can be 
modulated by altering the mass attached to the tremu-
lous limb [1–3]. The amplitude of physiological tremor is 
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influenced by beta-adrenergic receptors on skeletal mus-
cle [4] and the synchronization of spinal motor outputs 
[5], explaining why stress increases tremor amplitude.

For all disabling tremor syndromes, essential tremor 
(ET) is the most prevalent, affecting approximately 4% 
of adults and 20% of elderly populations [6–9]. The core 
feature of ET is action tremor, an involuntary rhythmic 
movement that occurs during limb posturing (postural 
tremor) or movement (kinetic tremor) [10]. Anatomi-
cally, the cerebello-thalamo-cortical loop is predomi-
nantly involved in ET [11]. Strokes in the primary motor 
cortex, pontine nuclei, cerebellum, dentate nucleus, pos-
terior part of the ventrolateral nucleus, and ventral inter-
mediate nucleus (VIM) of the thalamus can lead to the 
cessation of tremors in ET patients [12–16]. Functional 
magnetic resonance imaging (fMRI) studies have pro-
vided additional evidence of activity and circuitry con-
nectivity within these brain regions [12, 17–30]. The 
involved brain structures are part of the motor network, 
offering a foundation for further investigating the coding 
mechanisms for tremor frequencies and amplitudes.

In this review, we focus on the circuitry and neuronal 
mechanisms involved in the formation of tremor fre-
quencies and the regulation of tremor amplitudes in ET.

Main text
Methods
We conducted a literature search on PubMed using the 
following keyword combinations: “tremor frequency 
phase essential tremor” (87 results), “tremor frequency 

modulation essential tremor” (67 results), and “tremor 
amplitude modulation essential tremor” (45 results). 
Each manuscript was reviewed, and only directly rel-
evant evidence was included. Additional publications 
were incorporated as needed to connect and contextu-
alize the segregated evidence.

Results
Kinematic features of ET
Understanding the neuronal coding mechanism for 
tremors requires detailed knowledge of the kinematic 
properties, particularly the temporal evolution of fre-
quency and amplitude at sub-second resolution. ET 
patients have action tremors at the frequency range of 
4–12  Hz [11]. Within individual patients, tremor fre-
quency remains highly stable over extended periods, 
while tremor amplitude can fluctuate significantly over 
short intervals [31]. Detailed muscle kinematics reveal 
that the phase relationship between antagonistic mus-
cle pairs is stable within the same posture but varies 
significantly between different postures [32]. Finger 
tapping in one limb can induce a shift in tremor fre-
quency in the contralateral tremulous limb, suggesting 
an interaction between a self-controlled central oscil-
lator and a tremor-related pathological oscillator [33]. 
The kinematic features of tremors in ET differ from 
those observed in parkinsonian rest tremors [34, 35] 
and dystonic tremors [36]. These differences can be 
distinguished using the tremor stability index [35] and 
other machine learning-based classifiers [34].

Fig. 1 Description of tremor kinematics from the frequency domain. A Kinematics of tremors and corresponding frequency profiles. B–D Kinematic 
changes and corresponding effects in the frequency domain. Faster tremors lead to increased tremor frequency. Bigger tremors lead to increased 
tremor amplitude. Changing the shapes of the tremors leads to different profiles in the harmonic frequencies
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Mapping neural circuitry for tremor frequency generation
Central origin of oscillatory circuitry in ET
Tremors can be generated from the peripheral mus-
cular-skeletal system or oscillators in the central nerv-
ous system (CNS). In tremors with a peripheral origin, 
increasing the limb’s loading weight, which raises the 
inertia of the musculoskeletal system, typically reduces 
tremor frequency [37–39]. However, the  tremor fre-
quency in ET remains unchanged with weight-loading, 
suggesting that the peripheral mechanical system is not 
the source of the tremor rhythm or related oscillations [2, 
3, 39]. Submotor-threshold peripheral stimulation, which 
activates intra-muscular sensory afferents, does not alle-
viate tremors or modulate tremor frequency, despite the 
wide ranges of stimulating frequencies and intensities 
[40].

Human evidence of frequency regulatory circuitry in ET
The 4–12 Hz tremors in ET indicate a CNS mechanism 
generating the same frequency-dependent oscillations. 
These sub-second temporal changes occur faster than the 
acquisition limits of functional magnetic resonance imag-
ing (fMRI). Electrophysiological tools, such as magne-
toencephalography (MEG) and electroencephalography 
(EEG), are required to capture these fast neural dynam-
ics. MEG studies on ET postural tremors reveal fre-
quency-dependent involvement of the premotor cortex, 
primary motor cortex, cerebellum, brainstem, and thala-
mus [41, 42]. Muscle-EEG coherence analyses also reveal 
frequency-dependent contributions from the primary 
motor cortex [43, 44]. Direct cerebellar EEG recordings 
have shown tremor-related cerebellar oscillations in ET 
patients but not in healthy subjects [45–47]. Intraopera-
tive recordings of the cerebellar thalamus (ventral inter-
mediate nucleus, or VIM) also reveal thalamic-muscle 
coherence during tremor but not at rest [48, 49].

Interventional tools, such as deep brain stimulation 
(DBS), transcranial magnetic stimulation (TMS), and 
transcranial alternating current stimulation (tACS), have 
been used to investigate whether tremor-related circuitry 
oscillations require the reciprocal interaction of the 
entire circuit or originate from a pacemaker structure or 
subcircuit. TMS applied to the primary motor cortex can 
“reset” tremors by replacing the current phases and tim-
ing of rhythmic muscular contractions with new onsets 
and phases after the TMS pulses [50–52]. The efficacy of 
tremor resetting correlates with the silent period follow-
ing motor-evoked potentials [50], suggesting a potential 
contribution from cortico-projecting remote structures. 
tACS over the primary motor cortex can entrain pos-
tural, but not kinetic, tremors [53]. tACS over the cer-
ebellum has shown more reliable entrainment effects on 

both postural and kinetic tremors [45, 53]. The dominant 
role of the cerebellum is further supported by intraop-
erative recordings of the cerebellar thalamus (VIM). 
Thalamic local field potential (LFP) oscillations typically 
precede the onset of neuronal burst activities, suggest-
ing that thalamic neuronal activities may be entrained by 
periodic afferent inputs from the cerebellum [54]. A deci-
sive evidence comes from simultaneous cerebellar EEG 
recordings during the on–off switches of thalamic DBS in 
ET patients [45]. Frequency-dependent oscillations per-
sist regardless of DBS-on or DBS-off states, suggesting 
a cerebellum-to-thalamic information flow with poten-
tial frequency-forming subcircuits at the cerebellar level. 
Consistently, thalamic DBS suppresses tremor ampli-
tudes but does not alter the tremor frequencies [45, 55].

In summary, current clinical evidence suggests a cer-
ebellar-to-thalamic information flow for tremor-related 
circuitry oscillations, with potential frequency-forming 
subcircuits from the cerebellar parts.

Evidence of frequency‑forming circuits in animal models
Animal studies offer direct interventional evidence 
from brain regions not yet accessible in clinical settings. 
Oscillations at the tremor frequency have been detected 
through LFP recordings of the cerebello-thalamo-corti-
cal circuits in Grid2dupE3 tremor mice [45, 47], a tremor 
mouse model driven by ET cerebellar pathology with 
GluRδ2 loss and climbing fiber (CF) overgrowth. The 
tremor-frequency-matched oscillations observed in the 
primary motor cortex, thalamus, and cerebellar cortex 
align with clinical findings and are further supported by 
LFP recordings in the inferior olive (IO) and deep cere-
bellar nucleus (DCN). This finding supports the hypoth-
esis that frequency-dependent oscillations exist in the 
entire tremor circuitry. DBS-mimicking thalamic block-
ing by lidocaine successfully suppresses mouse tremors 
and oscillations in the primary motor cortex, but the 
cerebellar oscillations remain [45]. Direct silencing of 
cerebellar neurons with lidocaine [45] or optogenetic 
silencing of cerebellar Purkinje cells (PCs) [45, 47] suc-
cessfully halts both tremors and frequency-dependent 
oscillations across the entire circuit. These findings sup-
port clinical observations that tremor-related circuitry 
oscillations originate in the cerebellum and propagate to 
the motor cortex via the thalamus.

Animal studies further clarify that the olivocerebellar 
circuit—a closed-loop system involving IOs, cerebellar 
PCs, and DCNs, generates frequency-dependent oscil-
lations for tremors. Silencing IO neurons or disrupting 
their synaptic vesicle release at CF to PC synapses sup-
presses tremors and related cerebellar oscillations [45, 
47]. Harmaline-induced rhythmicity and synchronicity of 
IO neurons can generate acute tremors in rodents, cats, 
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and primates [56–60]. Disrupting PC axonal outputs can 
suppress tremor-related circuitry oscillations and trem-
ors in both Grid2dupE3 and harmaline-induced tremor 
mouse models [45, 47, 56]. Silencing any component of 
the olivocerebellar circuit disrupts the entire circuitry 
oscillations and eliminates tremors in mice [45]. Detailed 
analysis of circuitry oscillations has shown that the oscil-
latory activities in the IOs, cerebellar cortex, and DCNs 
are highly coherent at the tremor frequency [45].

In summary, animal studies suggest that tremor fre-
quency-related circuitry oscillations originate from the 
olivocerebellum, propagate to the motor cortex via the 
thalamus, and generate tremors. These findings align 
with clinical observations, where thalamic DBS does not 
halt cerebellar oscillations, but cerebellar interventions 
such as TMS or tACS show frequency modulation effects 
for tremors in ET patients.

Cellular mechanisms for tremor frequency formation
Neuron populational activity decides tremor frequency
The above review provides evidence of oscillation-form-
ing circuitry for tremor frequency, but a key question 
remains unanswered: if an ET patient has a 6-Hz action 
tremor, how is this “6” being computed in the tremor 
circuit? Addressing this question requires mechanisms 
with numerical precision and mathematical validation. 
For instance, 7-Hz olivocerebellar oscillations cannot 
account for a 6-Hz tremor.

Harmaline induces 6–12 Hz burst firings in IO neurons, 
compatible with the frequency of harmaline-induced 
tremors [61, 62]. The burst activity in these neurons leads 
to comparable 6–12 Hz complex spikes in PCs [62, 63]. 
Modern recording techniques using electrode arrays in 
awake-behaving mice allow for the evaluation of neu-
ronal activities in large populations with simultaneously 
recorded motor kinematics. While the LFP frequency in 
the olivocerebellum matches the tremor frequency, the 
individual neuronal firing rates are not [45]. The neuronal 
firing rates across IO, DCN, and PCs show poor correla-
tion with tremor frequency, and the firing probability is 
poorly correlated with tremor phases at the single-cell 
level [45]. However, when examining multiple neurons 
within the same location (e.g. in the IO), the summated 
firing probability at the population level begins to exhibit 
periodicity, converging on the LFP frequency and match-
ing the tremor frequency [45]. This phenomenon is 
conserved across the IO, DCN, and PCs [45]. Thus, the 
olivocerebellum uses populational firing probability to 
compute the final frequency outcome, a biological strat-
egy to approach the expected frequency value through 
simultaneous sampling by a large population of neu-
rons with intrinsic noise. The artificial creation of peri-
odic population activity via optogenetic stimulation can 

generate cerebellar oscillations and tremors at the stim-
ulating frequency [45, 47, 64]. In ET patients, in-phase 
tACS over the cerebellum can produce more sinusoidal 
postural tremors with enhanced frequency stability, likely 
due to the consolidation of population firing probability 
at the tremor frequency. Consistently, out-of-phase tACS 
may disrupt cerebellar population coding, leading to 
reduced tremor frequency stability [45].

Neuronal population coding also reveals circuitry 
interactions. IO oscillations exhibit a 120-degree phase 
lead over oscillations in the cerebellar cortex, which is in 
antiphase (180 degrees) with oscillations in the DCN [45]. 
This phase relationship is supported by the glutamatergic 
long projections from the IO to PCs and the GABAergic 
outputs from PCs to the DCN. Moreover, delivering a 
13-Hz optogenetic stimulation to any of the three loca-
tions within the olivocerebellum in Grid2dupE3 mice with 
a 20-Hz tremor can shift the tremor to 13 Hz by replac-
ing the 20-Hz oscillations with 13-Hz oscillations across 
the entire olivocerebellum [45]. This finding indicates 
that frequency-dependent cerebellar oscillations require 
coherent circuitry interaction across all three structures 
of the olivocerebellum.

In summary, the exact value of tremor frequency is 
computed by the population activity of neuronal firing 
probabilities within the olivocerebellum. The resulting 
oscillatory frequency is a product of coherent circuitry 
interaction, rather than being driven by a single domi-
nant pace-making structure. The frequency formatting 
mechanisms from cellular to circuitry levels are summa-
rized in Fig. 2 and Table 1.

Underlying ion channel properties and pharmacology 
targeting on frequency generation
The frequency-generating properties of the olivocerebel-
lum are primarily supported by the automaticity and 
intrinsic firing properties of IO neurons, PCs, and DCN 
neurons. These neurons can generate periodic firing of 
action potentials without synaptic inputs. The intrin-
sic pace-making features, when exposed to the circuitry 
augmentations via neuronal synchrony (see next section), 
lead to excessive circuitry oscillations and thus tremors. 
Among the olivocerebellar neurons, hyperpolarization-
activated cyclic nucleotide-gated (HCN) channels and 
T-type calcium channels are key players in generating 
intrinsic oscillatory properties.

In IO neurons, HCN channels act as pacemakers and 
frequency filters, facilitating rhythmic activity within 
the 2–10  Hz range [65]. T-type calcium channels col-
laborate with HCN channels, amplifying subthreshold 
neuronal oscillations into rhythmic action potentials 
and bursts [65]. These channels are also essential for 
the generation of harmaline-induced tremors [60]. In 
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PCs, HCN channels contribute to self-pacing, while 
T-type calcium channels support CF-dependent com-
plex spikes, which play a significant role in tremor gen-
eration in mice [47, 56]. In ET patients, leaky ryanodine 
receptor type 1 in PCs causes periodic calcium fluc-
tuations, contributing to tremor pathophysiology [66]. 
The rebound burst firings of DCN neurons, triggered 
by GABAergic activity from PC outputs [67], are sup-
ported by T-type calcium channels.

In terms of ET pharmacology, propranolol is one of 
the two FDA-approved medications and functions as 
an inhibitor of beta-adrenergic receptors. Interest-
ingly, the conductance of HCN channels is regulated 
by beta-adrenergic receptors through cAMP pathways 
[68], potentially explaining the modulatory effects on 
cerebellar circuits in harmaline-induced tremor [69]. 
Beyond propranolol, T-type calcium channels are 
emerging as novel targets for ET treatment, with sev-
eral pharmaceutical companies pursuing this approach 
[70–75].

In summary, the intrinsic firing properties of olivocere-
bellar neurons, driven by HCN and T-type calcium chan-
nels, are essential for the generation of tremor-related 
oscillations. These ion channels serve as key pharmaco-
logical targets in ET, with ongoing research focusing on 
their modulation to alleviate tremor symptoms.

Circuitry contributions to tremor amplitudes
Besides frequency, amplitude is the other fundamen-
tal parameter for mathematically describing tremors. 
Many pathophysiological discoveries are associated 
with tremor amplitudes, which are directly linked to the 
severity scores for ET. Among the structures within the 
cortico-ponto-cerebellar-thalamo-cortical loop, the cer-
ebellum is the most consistently involved structure [16, 
76], and the reduction of its functional connectivity to 
sensorimotor cortices is correlated with tremor severity 
[12, 30].

It is worth noting that the tremor amplitudes are based 
on rhythmic movement generated by the frequency-
determining mechanism discussed earlier, making them 
distinct from the amplitude-related pathophysiology 
observed in disorders like myoclonus, chorea, or ballism.

Amplitude modulators within the frequency‑generating 
circuitry
Cerebellar EEG recordings in ET patients show a posi-
tive correlation between the strength of frequency-
dependent cerebellar oscillations and tremor severity 
[46, 47, 77]. Since EEG records the spatial and tempo-
ral summations of neuronal activities, this correlation 
implies enhanced neuronal synchrony. The hypothesis 
of neuronal synchrony is supported by the CF lateral 

Fig. 2 Mechanisms for tremor frequency formation. Neurons involved in tremor frequency formation exhibit unstable firing probability 
at the single cell level, but the combined firing probabilities of multiple neurons converge to a stable periodicity, resulting in a tuning frequency 
at the populational level. This populational coding mechanism is consistently presented across structures of the olivocerebellum, including IO 
neurons, PCs and DCN neurons, leading to stable circuitry oscillations at the tuning frequency. The circuitry oscillations cause tremors and can be 
picked up by cerebellar EEG, showing that the oscillatory frequency matches the tremor frequency
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crossings on PC dendrites in ET cerebellar pathology 
[78], which can crosslink neighboring PCs and lead 
to excessive synchrony. The lateral crossing pathol-
ogy also aligns with the pathophysiology of GluRδ2 
loss and CF outgrowth in ET [47, 79], where GluRδ2 
loss disrupts CF competition, leading to multiple CF 
innervations per PC [80]. PC axonal torpedoes are 
observed in ET, and the number of torpedoes is associ-
ated with the tremor severity [79]. Such PC swellings 
could increase axonal conduction fidelity, enhancing 
PC-to-DCN axonal transmission and temporal syn-
chrony [81]. An increase in recurrent collateral axons 
of Purkinje cells (PCs) is also a consistent finding in ET 
[79, 82, 83]. These PC-to-PC collaterals exhibit a strong 

co-activating effect on connected PCs, thereby promot-
ing PC synchrony [84].

In animal studies, GluRδ2-loss-related CF overgrowth 
is directly linked to increased cerebellar oscillations [47], 
echoing the pathology and cerebellar EEG findings for 
tremor amplitude modulation in ET patients. Rhyth-
mic optogenetic stimulation in the DCN can induce 
mouse tremors at the illuminating frequency, and the 
tremor amplitudes are correlated with light intensity 
[64], directly controlling the number of neurons activated 
synchronously. Additionally, increased synchrony of IO 
neurons also modulates tremor amplitude, as shown by 
IO injections of picrotoxin, which augmented IO cou-
pling and synchronized complex spikes in multiple PCs 

Table 1 Mechanisms related to tremor frequency formation

Mechanism Species Methods Description References

Cellular

 IO bursting Cats Intra‑ and extracellular recording IO bursting frequencies fall into har‑
maline‑induced tremor frequencies

[61, 62]

 PC complex spikes Rodents Extracellular recording and micro‑
dialysis

Frequencies of PC complex spikes 
fall into harmaline‑induced tremor 
frequencies

[62, 63]

 Population frequency code Rodents Extracellular recording The neuronal firing probability 
converges to the tremor frequency 
at the populational level among IO 
neurons, PCs or DCN neurons

[45]

Rodents Optogenetics Rhythmic optogenetic stimulation 
at IO neurons, PCs or DCN neurons 
leads to tremor at the stimulating 
frequency

[45, 47, 64]

Structure

 Olivocerebellar synchony Rodents Extracellular, LFP recordings 
and optogenetics

The IO, PCs and DCN of the olivo‑
cerebellum oscillates coherently 
to determine tremor frequency

[45]

 Cerebellar oscillations Rodents and patients LFP (rodents),
EEG (patients)

Cerebellar oscillatory frequency 
matches tremor frequency

[45–47]

 Cerebellar frequency entrainment Patients tACS Frequency‑dependent cerebellar 
tACS bidirectionally modulates 
tremor frequency stability

[45]

 Thalamic oscillations Patients Intra‑operative recording The thalamus and muscles show 
coherence during tremor

[48, 49]

 Cortical tremor entrainment Patients tACS tACS entrains posture 
but not kinetic tremor

[53]

 Cortical tremor resetting Patients TMS TMS at primary motor cortex resets 
tremor and correlated with the silent 
period

[50–52, 54]

Circuit

 Cerebello‑thalamo‑cortical 
propagation

Rodents and patients LFP (rodents),
EEG (patients)

Cerebellar oscillations propagate 
via the cerebello‑thalamo‑cortical 
pathway and are suppressible 
by thalamic DBS

[45, 47]

 Circuitry oscillations Patients MEG Frequency‑dependent oscillations 
in premotor cortex, primary motor 
cortex, the cerebellum, brainstem 
and thalamus

[41, 42]
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[85, 86]. Collectively, the frequency of the olivocerebel-
lar oscillations regulates the tremor frequency, while the 
synchrony of neuronal activities within the IO, DCN, or 
PCs contributes to the frequency-dependent oscillatory 
strength and tremor amplitudes.

In contrast to the precise coding of tremor frequency 
by the olivocerebellum, cerebellar oscillatory strength, 
even when tightly regulated by optogenetic manipulation, 
cannot fully explain changes in tremor amplitudes, sug-
gesting the presence of additional amplitude modulators.

Amplitude modulators outside of the frequency‑generating 
circuitry
Cerebellar-thalamic functional connectivity is positively 
correlated with tremor severity [12]. The thalamus acts as 
a gatekeeper, gating the propagation of cerebellar oscil-
lations to the primary motor cortex, thereby modulat-
ing tremor amplitudes. Intraoperative recordings show 
a strong correlation between thalamic neuronal inhibi-
tion and tremor suppression [87]. At therapeutic levels 
of thalamic DBS, thalamo-cortical evoked potentials are 
undetectable, suggesting that tremor suppression is due 
to thalamic silencing rather than activation [88]. DBS at 
the posterior subthalamic area (PSA), which contains 
cerebellar output tracts, has comparable efficacy as VIM 
DBS [89], if not better [90]. Magnetic resonance-guided 
focus ultrasound (MRgFus) also demonstrates signifi-
cant tremor reduction by lesioning the cerebellar thala-
mus (VIM) [91] or cerebellothalamic tract [92]. In the 
harmaline rodent model, thalamic oscillations at tremor 
frequency are correlated with tremor amplitudes [93]. 
Collectively, these findings underscore the thalamus’s 
role as a gating resistor regulating tremor amplitudes.

Thalamo-cortical interactions further contribute to 
tremor amplitude modulation in ET. Reduced thalamo-
cortical functional connectivity correlates with tremor 
severity [12, 30]. Thalamo-cortical interactions differ sig-
nificantly between “tremor-on” and “tremor-off” states in 
ET patients undergoing DBS surgery, with modulation 
varying across frequency bands. Theta and beta (13–
30  Hz) activity in M1 increases acutely after thalamot-
omy and the activity can be suppressed by posturing [94]. 
In the harmaline rat model, theta and high beta oscilla-
tions increase in both the cerebellar thalamus and M1, 
and thalamo-cortical coherence increases at the subhar-
monic frequency of harmaline-induced tremor [93, 95]. 
These findings indicate that thalamo-cortical interactions 
are critical in regulating tremor amplitudes, particularly 
in gating “tremor-on” and “tremor-off” states. Notably, 
the connectivity changes vary across frequency bands, 
leading to conflicting interpretations between fMRI and 
electrophysiological approaches.

Spinal and peripheral modulators for tremor amplitudes
The evidence regarding peripheral modulation of 
tremor amplitudes in ET patients is less clear. The cuta-
neous silent period, a spinal inhibitory reflex, is sig-
nificantly prolonged in ET patients and can be partially 
corrected by propranolol administration [96]. H-reflex 
condition is also abnormal in ET patients and can be 
improved by botulinum toxin injection [97]. Stress and 
sympathomimetics can act on muscle spindles and syn-
chronize motor outflows via spinal reflex modulation 
[5], which may explain the increased tremor amplitudes 
in ET patients under stress.

In summary, tremor amplitudes are directly linked 
to the cerebellar oscillatory strength at the tremor fre-
quency. The thalamus plays a key role in gating oscil-
latory propagation from the cerebellum to the motor 
cortex, significantly contributing to amplitude modu-
lation. Thalamo-cortical interactions are crucial in 
regulating tremor amplitudes, particularly in gat-
ing “tremor-on” and “tremor-off” states, with distinct 
effects across different frequency bands. Spinal reflex 
alterations are noted in ET patients, but there is not 
enough evidence to conclude their contributions to 
tremors. The amplitude modulatory mechanisms from 
cellular to circuitry levels are summarized in Fig. 3 and 
Table 2.

Therapies targeting the rhythmic nature of tremors
Therapies for ET have been extensively reviewed in previ-
ous literature. Here, we focus on new strategies targeting 
the rhythmic nature of tremors.

Phase‑locked DBS
Conventional DBS applies fixed frequency and amplitude 
parameters. Leveraging the rhythmic nature of tremors, 
phase-locked DBS has been developed to calibrate DBS 
stimulation timing based on limb-tremor phases. Phase-
locked DBS successfully modulates tremor amplitudes 
[98, 99], with amplitude-phase responses following the 
Wilson-Cowan model [100]. This approach potentially 
conserves battery life by reducing continuous stimu-
lation. However, it remains unclear whether this DBS 
design can prevent the tolerance observed in long-term 
DBS therapies for ET [101–111].

Repetitive TMS (rTMS)
rTMS over the cerebellum aims to disrupt the function 
of the oscillatory generator, revealing a tremor-reduction 
effect. A single session of low-frequency (1 Hz) cerebellar 
rTMS causes transient tremor reduction, while a 5-day 
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consecutive course has a prolonged effect lasting up to 
3 weeks [112].

tACS
Based on the cerebellum’s role in frequency-dependent 
oscillations, rhythmic tACS designs have been tested as a 
proof-of-concept tremor therapy. Dynamic phase-track-
ing tACS over the cerebellum shows bidirectional effects 
on amplitude modulation [113]. This technology dynami-
cally tracks phases of posture tremors and applies cycling 
tACS with fixed phase lags between tACS currents and 
tremors. Each patient has a personalized phase range 
with tremor-suppressing effects due to varying nerve 
conduction times [113]. A different approach is to apply 
cerebellar tACS at the patient’s tremor frequency, which 
also generates reversible and bidirectional modulation 
to tremor frequencies and tremor amplitudes [45]. A 
tremor-frequency-disturbing tACS protocol, which dis-
rupts frequency-dependent cerebellar oscillations with 
anti-phase tACS currents, suppresses tremor amplitudes 
in ET patients [45].

Peripheral nerve stimulation
Peripheral nerve stimulation does not modulate tremors 
unless designed to interact with the central frequency 
generator [40]. However, when phase-locked to tremors 
and aligned with tremor frequency, peripheral stimula-
tion provides modulatory effects [114]. Tremor reduction 
occurs when peripheral stimulation is out-of-phase with 
the tremor [115–118]. Notably, sensory stimulation did 

not change the tremor frequency [40, 119]. Supramaxi-
mal nerve stimulation can at least partially reset tremors 
[120]. Sinusoidal external force applied to the wrist can 
entrain tremor frequency [121].

MRgFus
MRgFUS is a cutting-edge technology for tremor therapy 
that has been extensively reviewed [122–124]. This tech-
nique utilizes multiple ultrasound probes to converge 
mechanical energy onto a specific brain region, gen-
erating thermal lesions without opening the skull. The 
targeted brain region is first validated using magnetic res-
onance thermometry during a phase of reversible, non-
lesioning heating, significantly enhancing the safety and 
precision of the procedure. For tremor therapy, MRgFUS 
targets the cerebellar thalamus (VIM) [91] or cerebello-
thalamic tract [92], aligning with the “quarantine effect” 
highlighted in this review. This effect involves disrupting 
tremor-related olivocerebellar oscillations, preventing 
their propagation to the motor cortex via the cerebellar-
thalamo-cortical pathway.

In summary, therapies targeting the rhythmic nature 
of tremors, such as phase-locked DBS, rTMS, tACS, and 
peripheral nerve stimulation, offer promising avenues 
for tremor modulation in ET. These approaches lever-
age the underlying oscillatory mechanisms, with phase-
locking and frequency alignment proving crucial for their 
effectiveness. Ongoing research is needed to refine these 
therapies and fully understand their long-term impact on 
tremor management.

Fig. 3 Mechanisms for tremor amplitude modulation. A, B Increased IO‑PC synchrony. CF overgrowth, or enhanced IO automaticity and coupling, 
increases synchrony between IO neurons and PCs, as well as within the IO and among PCs. C Enhanced PC‑to‑DCN transmission. Axonal torpedoes 
in PCs enhance the transmission from PCs to DCN neurons. D Cerebello‑thalamo‑cortical modulation. The thalamus modulates tremor amplitudes 
by gating cerebellar‑to‑cortical transmission, as well as through thalamo‑cortical interactions. E Peripheral sensory modulation. Phasic sensory 
inputs from peripheral nerves influence tremor amplitudes in a frequency‑dependent manner
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Discussion
While our understanding of these mechanisms has 
advanced, it also opens the door to new questions. We 
have elucidated the neuronal and circuitry mechanisms 
underlying tremor frequency generation in the olivocer-
ebellum, but deeper inquiries remain. For instance, why 
does one patient exhibit a 6 Hz tremor while another has 
a 7 Hz tremor? What are the underlying mechanisms that 
determine the target frequency? Why do tremor frequen-
cies decrease and amplitudes increase with aging or pro-
longed disease duration? Why is ET action-dependent? 

Addressing these questions will bring us closer to under-
standing the core pathophysiology of tremors and refin-
ing therapeutic approaches.

This review also underscores the importance of neu-
ral dynamics and their complementary role in therapeu-
tic development. For example, propranolol, a common 
treatment for ET, modulates the pace-making proper-
ties of IO neurons, thereby altering circuitry oscillations. 
Although this therapeutic strategy targets pathologi-
cal circuitry dynamics, it is important to recognize that 
the expression of beta-adrenergic receptors, the binding 

Table 2 Mechanisms related to tremor amplitude modulation

Mechanism Species Methods Description References

Cellular

 IO neuronal synchrony Rodents Pharmacology Augmented gap‑junction‑mediated IO cou‑
pling enhances tremor amplitudes

[85, 86]

 PC loss of GluRδ2 protein Rodents and patients Pathology Reduction of GluRδ2 correlates with CF 
overgrowth and tremor severity

[47, 79]

 PC axonal torpedoes Patients Pathology Number of torpedoes correlates with tremor 
severity

[79]

 PC recurrent collateral axons Patients Pathology Increased PC‑to‑PC connections via recur‑
rent collateral axons

[79, 82, 83]

 CF overgrowth and lateral crossing Rodents and patients Pathology Tremor severity is correlated with CF over‑
growth to distal PC dendrites and lateral 
crossing to neighboring PCs

[47, 78, 79]

 DCN neuronal synchrony Rodents Optogenetics Light intensity of rhythmic illumination cor‑
relates with tremor intensity

[64]

 Thalamic neuronal activity Patients Intra‑operative recording Thalamic neuronal inhibition is correlated 
with tremor suppression

[87, 88]

Structure

 Cerebellar oscillations Patients EEG Frequency‑dependent oscillatory strength 
is correlated with tremor severity

[46, 47, 77]

Patients tACS Phase‑dependent tACS over the cerebellum 
bidirectionally modulates tremor severity

[45, 113]

 Thalamic silencing Patients DBS Phase‑dependent DBS silencing suppress 
tremors

[98, 99]

 Thalamic oscillations Rodents LFP Amplitudes of thalamic oscillations at tremor 
frequency are correlated with tremor severity

[93]

 Cerebral oscillations Rodents and patients LFP (rodents)
EEG (patients)

Reduction of theta and beta oscillations 
at the primary motor cortex is correlated 
with tremor severity

[94, 95]

 Peripheral nerve inputs Patients Nerve stimulation Out‑of‑phase nerve stimulation at tremor 
frequency suppresses tremor

[115–118]

Circuit

 Cerebellar‑thalamic connectivity Patients fMRI Cerebellar‑thalamic functional connectivity 
is positively correlated with tremor severity

[12]

 Thalamo‑cortical connectivity Patients fMRI Reduction of thalamocortical functional con‑
nectivity is correlated with tremor severity

[12, 30]

 Thalamo‑cortical connectivity Patients EEG Thalamus‑dependent M1 activity at theta 
and beta band are suppressed by tremors

[94]

 Thalamo‑cortical connectivity Rodents LFP Thalamo‑cortical coherence increased dur‑
ing harmaline‑induced tremor

[93, 95]

 Cerebellar‑sensorimotor connectivity Patients fMRI Reduction of functional connectivity 
between the cerebellum and sensorimotor 
cortex correlates with tremor severity

[12, 30]
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site of propranolol, is not different from those in healthy 
individuals. Consequently, the mechanism may not 
be detectable through genetic or molecular biology 
approaches. The integration of neural dynamic perspec-
tives offers a fresh angle for uncovering pathophysiologi-
cal mechanisms and designing novel therapies.

Conclusions
Tremor frequency and amplitude are two key param-
eters for describing tremor kinematics. In this review, we 
summarized the current evidence on tremor frequency 
and amplitude coding in ET. The olivocerebellum plays 
a central role in the computation of tremor frequency 
and the generation of frequency-dependent oscillations. 
Tremor frequency arises from the integrated neuronal 
firing probabilities at the population level, which con-
verge on a specific cerebellar oscillatory frequency. The 
strength of these oscillations, driven by the synchrony of 
olivocerebellar neurons, significantly influences tremor 
amplitude. The tremor amplitudes are further modulated 
by the cerebellar-thalamic and thalamo-cortical path-
ways. Novel therapeutic strategies based on the rhythmic 
nature of tremors show promising effects. ET is known as 
a disease with diverse etiology. Targeting the mechanisms 
of the core features across all ET patients provides a new 
perspective to identify conserved mechanisms and the 
potential for developing universal therapies.

Abbreviations
CF  Climbing fiber
CNS  Central nervous system
DBS  Deep brain stimulation
DCN  Deep cerebellar nucleus
EEG  Electroencephalography
ET  Essential tremor
fMRI  Functional magnetic resonance imaging
IO  Inferior olive
LFP  Local field potential
MEG  Magnetoencephalography
MRgFUS  Magnetic resonance‑guided focused ultrasound
PC  Purkinje cell
PSA  Posterior subthalamic area
rTMS  Repetitive transcranial magnetic stimulation
tACS  Transcranial alternating current stimulation
TMS  Transcranial magnetic stimulation
VIM  Ventral intermediate nucleus

Acknowledgements
We thank the contributions of many investigators in the tremor field. We 
apologize to the investigators whose important studies could not be included 
due to the space limitation and specific focus of this review.

Author contributions
M.‑K.P is responsible for the PubMed search and drafting of the manuscript.

Funding
This work was supported by National Science and Technology Council (NSTC) 
in Taiwan [grants 109–2326‑B‑002–013‑MY4, 107–2321‑B‑002–020, 108–2321‑
B‑002–011, 108–2321‑002–059‑MY2, 110–2321‑B‑002–012, 111–2628‑B‑
002–036 and 113–2628‑B‑002–002 (to M.‑K.P.)], National Taiwan University 
College of Medicine [grant: NTUMC 110C101‑011 (to M.‑K.P.)], National Health 
Research Institutes [grant NHRI‑EX113‑11303NI (to M.‑K.P.)], and National 

Taiwan University Hospital [grants NSC‑145–11, 113‑UN0013, 112‑UN0024, 
113‑E0001 and 108–039 (to M.‑K.P.)]. We thank the support of The Featured 
Areas Research Center Program within the framework of the Higher Education 
Sprout Project co‑funded by NSTC and the Ministry of Education, Taiwan.

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
This review article does not conclude new patient recruitment or experiments.

Consent of publication
Not applicable.

Competing interests
All authors declare no competing interests.

Received: 29 August 2024   Accepted: 12 December 2024

References
 1. Raethjen J, Pawlas F, Lindemann M, Wenzelburger R, Deuschl G. 

Determinants of physiologic tremor in a large normal population. Clin 
Neurophysiol. 2000;111(10):1825–37.

 2. Cao H, Thompson‑Westra J, Hallett M, Haubenberger D. The response 
of the central and peripheral tremor component to octanoic acid in 
patients with essential tremor. Clin Neurophysiol. 2018;129(7):1467–71.

 3. Pan MK, Kuo SH. Tracking the central and peripheral origin of tremor. 
Clin Neurophysiol. 2018;129(7):1451–2.

 4. Marsden CD, Foley TH, Owen DA, McAllister RG. Peripheral beta‑adren‑
ergic receptors concerned with tremor. Clin Sci. 1967;33(1):53–65.

 5. Hagbarth KE, Young RR. Participation of the stretch reflex in human 
physiological tremor. Brain. 1979;102(3):509–26.

 6. Dogu O, Sevim S, Camdeviren H, Sasmaz T, Bugdayci R, Aral M, Kaleagasi 
H, Un S, Louis ED. Prevalence of essential tremor: door‑to‑door neuro‑
logic exams in Mersin province, Turkey. Neurology. 2003;61(12):1804–6.

 7. Benito‑Leon J, Louis ED. Essential tremor: emerging views of a common 
disorder. Nat Clin Pract Neurol. 2006;2(12):666–78.

 8. Pan MK, Kuo SH. Essential tremor: clinical perspectives and pathophysi‑
ology. J Neurol Sci. 2022;435: 120198.

 9. Louis ED, McCreary M. How common is essential tremor? Update on 
the worldwide prevalence of essential tremor. Tremor Other Hyperkinet 
Mov (N Y). 2021;11:28.

 10. Bhatia KP, Bain P, Bajaj N, Elble RJ, Hallett M, Louis ED, Raethjen J, Stame‑
lou M, Testa CM, Deuschl G. Consensus statement on the classification 
of tremors from the task force on tremor of the International Parkinson 
and Movement Disorder Society. Mov Disord. 2018;33(1):75–87.

 11. Haubenberger D, Hallett M. Essential tremor. N Engl J Med. 
2018;378(19):1802–10.

 12. Buijink AW, van der Stouwe AM, Broersma M, Sharifi S, Groot PF, Speel‑
man JD, Maurits NM, van Rootselaar AF. Motor network disruption in 
essential tremor: a functional and effective connectivity study. Brain. 
2015;138(Pt 10):2934–47.

 13. Le Pira F, Giuffrida S, Panetta MR, Lo Bartolo ML, Politi G. Selective 
disappearance of essential tremor after ischaemic stroke. Eur J Neurol. 
2004;11(6):422–3.

 14. Dupuis MJ, Delwaide PJ, Boucquey D, Gonsette RE. Homolateral 
disappearance of essential tremor after cerebellar stroke. Mov Disord. 
1989;4(2):183–7.

 15. Dupuis MJ, Evrard FL, Jacquerye PG, Picard GR, Lermen OG. Disappear‑
ance of essential tremor after stroke. Mov Disord. 2010;25(16):2884–7.

 16. Joutsa J, Shih LC, Horn A, Reich MM, Wu O, Rost NS, Fox MD. Identifying 
therapeutic targets from spontaneous beneficial brain lesions. Ann 
Neurol. 2018;84(1):153–7.



Page 11 of 13Pan  Journal of Biomedical Science           (2025) 32:18  

 17. Bucher SF, Seelos KC, Dodel RC, Reiser M, Oertel WH. Activation map‑
ping in essential tremor with functional magnetic resonance imaging. 
Ann Neurol. 1997;41(1):32–40.

 18. Neely KA, Kurani AS, Shukla P, Planetta PJ, Wagle Shukla A, Goldman JG, 
Corcos DM, Okun MS, Vaillancourt DE. Functional brain activity relates 
to 0–3 and 3–8 Hz force oscillations in essential tremor. Cereb Cortex. 
2015;25(11):4191–202.

 19. Broersma M, van der Stouwe AMM, Buijink AWG, de Jong BM, Groot 
PFC, Speelman JD, Tijssen MAJ, van Rootselaar AF, Maurits NM. Bilateral 
cerebellar activation in unilaterally challenged essential tremor. Neuro‑
Image Clinical. 2016;11:1–9.

 20. Buijink AW, Broersma M, van der Stouwe AM, van Wingen GA, Groot PF, 
Speelman JD, Maurits NM, van Rootselaar AF. Rhythmic finger tapping 
reveals cerebellar dysfunction in essential tremor. Parkinsonism Relat 
Disord. 2015;21(4):383–8.

 21. Holtbernd F, Shah NJ. Imaging the pathophysiology of essential tremor‑
a systematic review. Front Neurol. 2021;12: 680254.

 22. Yin W, Lin W, Li W, Qian S, Mou X. Resting state fMRI demonstrates a 
disturbance of the cerebello‑cortical circuit in essential tremor. Brain 
Topogr. 2016;29(3):412–8.

 23. Benito‑León J, Sanz‑Morales E, Melero H, Louis ED, Romero JP, Rocon 
E, Malpica N. Graph theory analysis of resting‑state functional 
magnetic resonance imaging in essential tremor. Hum Brain Mapp. 
2019;40(16):4686–702.

 24. Fang W, Chen H, Wang H, Zhang H, Puneet M, Liu M, Lv F, Luo T, Cheng 
O, Wang X, Lu X. Essential tremor is associated with disruption of func‑
tional connectivity in the ventral intermediate nucleus‑motor cortex–
cerebellum circuit. Hum Brain Mapp. 2016;37(1):165–78.

 25. Tikoo S, Pietracupa S, Tommasin S, Bologna M, Petsas N, Bharti K, 
Berardelli A, Pantano P. Functional disconnection of the dentate 
nucleus in essential tremor. J Neurol. 2020;267(5):1358–67.

 26. Mueller K, Jech R, Hoskovcová M, Ulmanová O, Urgošík D, Vymazal J, 
Růžička E. General and selective brain connectivity alterations in essen‑
tial tremor: a resting state fMRI study. NeuroImage Clin. 2017;16:468–76.

 27. Lenka A, Bhalsing KS, Panda R, Jhunjhunwala K, Naduthota RM, Saini J, 
Bharath RD, Yadav R, Pal PK. Role of altered cerebello‑thalamo‑cortical 
network in the neurobiology of essential tremor. Neuroradiology. 
2017;59(2):157–68.

 28. Nicoletti V, Cecchi P, Pesaresi I, Frosini D, Cosottini M, Ceravolo R. 
Cerebello‑thalamo‑cortical network is intrinsically altered in essential 
tremor: evidence from a resting state functional MRI study. Sci Rep. 
2020;10(1):16661.

 29. Wang L, Lei D, Suo X, Li N, Lu Z, Li J, Peng J, Gong Q, Peng R. Resting‑
state fMRI study on drug‑naive patients of essential tremor with and 
without head tremor. Sci Rep. 2018;8(1):10580.

 30. Younger E, Ellis EG, Parsons N, Pantano P, Tommasin S, Caeyenberghs K, 
Benito‑León J, Romero JP, Joutsa J, Corp DT. Mapping essential tremor 
to a common brain network using functional connectivity analysis. 
Neurology. 2023;101(15):e1483–94.

 31. Gao JB. Analysis of amplitude and frequency variations of essential and 
Parkinsonian tremors. Med Biol Eng Compu. 2004;42(3):345–9.

 32. Lauk M, Timmer J, Guschlbauer B, Hellwig B, Lücking CH. Variability of 
frequency and phase between antagonistic muscle pairs in pathologi‑
cal human tremors. Muscle Nerve. 2001;24(10):1365–70.

 33. O’Suilleabhain PE, Matsumoto JY. Time‑frequency analysis of tremors. 
Brain. 1998;121(Pt 11):2127–34.

 34. Li J, Zhu H, Li J, Wang H, Wang B, Luo W, Pan Y. A wearable multi‑seg‑
ment upper limb tremor assessment system for differential diagnosis 
of Parkinson’s disease versus essential tremor. IEEE Transact Neural Syst 
Rehab Eng. 2023;31:3397–406.

 35. di Biase L, Brittain JS, Shah SA, Pedrosa DJ, Cagnan H, Mathy A, Chen CC, 
Martin‑Rodriguez JF, Mir P, Timmerman L, Schwingenschuh P, Bhatia K, 
Di Lazzaro V, Brown P. Tremor stability index: a new tool for differential 
diagnosis in tremor syndromes. Brain. 2017;140(7):1977–86.

 36. Panyakaew P, Cho HJ, Lee SW, Wu T, Hallett M. The pathophysiology of 
dystonic tremors and comparison with essential tremor. J Neurosci. 
2020;40(48):9317–26.

 37. Vial F, Kassavetis P, Merchant S, Haubenberger D, Hallett M. How to 
do an electrophysiological study of tremor. Clin Neurophysiol Pract. 
2019;4:134–42.

 38. van der Veen S, Klamer MR, Elting JWJ, Koelman J, van der Stouwe 
AMM, Tijssen MAJ. The diagnostic value of clinical neurophysiology in 
hyperkinetic movement disorders: a systematic review. Parkinsonism 
Relat Disord. 2021;89:176–85.

 39. Zhang J, Xing Y, Ma X, Feng L. Differential Diagnosis of Parkinson 
Disease, Essential Tremor, and Enhanced Physiological Tremor with 
the Tremor Analysis of EMG. Parkinson’s disease. 2017;2017:1597907.

 40. Metzner C, Stringham A, Hislop B, Bonham J, Chatterton L, DeFigue‑
iredo R, Charles SK. Brief submotor‑threshold electrical stimulation 
applied synchronously over wrist flexor and extensor muscles does 
not suppress essential tremor, independent of stimulation frequency. 
Tremor Other Hyperkinet Mov (N Y). 2023;13:30.

 41. Schnitzler A, Munks C, Butz M, Timmermann L, Gross J. Synchronized 
brain network associated with essential tremor as revealed by mag‑
netoencephalography. Mov Disord. 2009;24(11):1629–35.

 42. Connolly AT, Bajwa JA, Johnson MD. Cortical magnetoencephalogra‑
phy of deep brain stimulation for the treatment of postural tremor. 
Brain Stimul. 2012;5(4):616–24.

 43. Hellwig B, Haussler S, Schelter B, Lauk M, Guschlbauer B, Timmer J, 
Lucking CH. Tremor‑correlated cortical activity in essential tremor. 
Lancet. 2001;357(9255):519–23.

 44. Sharifi S, Luft F, Potgieter S, Heida T, Mugge W, Schouten AC, Bour 
LJ, van Rootselaar AF. Directionality of corticomuscular coupling in 
essential tremor and cortical myoclonic tremor. Clin Neurophysiol. 
2021;132(8):1878–86.

 45. Wang YM, Liu CW, Chen SY, Lu LY, Liu WC, Wang JH, Ni CL, Wong SB, 
Kumar A, Lee JC, Kuo SH, Wu SC, Pan MK. Neuronal population activ‑
ity in the olivocerebellum encodes the frequency of essential tremor 
in mice and patients. Sci Transl Med. 2024. https:// doi. org/ 10. 1126/ 
scitr anslm ed. adl14 08.

 46. Wong SB, Wang YM, Lin CC, Geng SK, Vanegas‑Arroyave N, Pullman 
SL, Kuo SH, Pan MK. Cerebellar oscillations in familial and sporadic 
essential tremor. Cerebellum (London, England). 2021. https:// doi. 
org/ 10. 1007/ s12311‑ 021‑ 01309‑9.

 47. Pan MK, Li YS, Wong SB, Ni CL, Wang YM, Liu WC, Lu LY, Lee JC, 
Cortes EP, Vonsattel JG, Sun Q, Louis ED, Faust PL, Kuo SH. Cerebellar 
oscillations driven by synaptic pruning deficits of cerebellar climb‑
ing fibers contribute to tremor pathophysiology. Sci Transl Med. 
2020;12(526):eaay1769. https:// doi. org/ 10. 1126/ scitr anslm ed. aay17 
69.

 48. Marsden JF, Ashby P, Limousin‑Dowsey P, Rothwell JC, Brown P. 
Coherence between cerebellar thalamus, cortex and muscle in man: 
cerebellar thalamus interactions. Brain. 2000;123(Pt 7):1459–70.

 49. Pedrosa DJ, Quatuor EL, Reck C, Pauls KA, Huber CA, Visser‑Vande‑
walle V, Timmermann L. Thalamomuscular coherence in essen‑
tial tremor: hen or egg in the emergence of tremor? J Neurosci. 
2014;34(43):14475–83.

 50. Lu MK, Chiou SM, Ziemann U, Huang HC, Yang YW, Tsai CH. Reset‑
ting tremor by single and paired transcranial magnetic stimula‑
tion in Parkinson’s disease and essential tremor. Clin Neurophysiol. 
2015;126(12):2330–6.

 51. Pascual‑Leone A, Valls‑Solé J, Toro C, Wassermann EM, Hallett M. Reset‑
ting of essential tremor and postural tremor in Parkinson’s disease with 
transcranial magnetic stimulation. Muscle Nerve. 1994;17(7):800–7.

 52. Britton TC, Thompson PD, Day BL, Rothwell JC, Findley LJ, Marsden 
CD. Modulation of postural wrist tremors by magnetic stimulation 
of the motor cortex in patients with Parkinson’s disease or essen‑
tial tremor and in normal subjects mimicking tremor. Ann Neurol. 
1993;33(5):473–9.

 53. Mehta AR, Brittain JS, Brown P. The selective influence of rhythmic corti‑
cal versus cerebellar transcranial stimulation on human physiological 
tremor. J Neurosci. 2014;34(22):7501–8.

 54. Scherer M, Steiner LA, Kalia SK, Hodaie M, Kühn AA, Lozano AM, Hutch‑
ison WD, Milosevic L. Single‑neuron bursts encode pathological oscil‑
lations in subcortical nuclei of patients with Parkinson’s disease and 
essential tremor. Proc Natl Acad Sci USA. 2022;119(35): e2205881119.

 55. Butler RD, Brinda AK, Blumenfeld M, Bryants MN, Grund PM, Pandey 
SR, Cornish CKS, Sullivan D, Krieg J, Umoh M, Vitek JL, Almeida L, Orcutt 
T, Cooper SE, Johnson MD. Differentiating postural and kinetic tremor 
responses to deep brain stimulation in essential tremor. Mov Disord 
Clin Pract. 2024. https:// doi. org/ 10. 1002/ mdc3. 14256.

https://doi.org/10.1126/scitranslmed.adl1408
https://doi.org/10.1126/scitranslmed.adl1408
https://doi.org/10.1007/s12311-021-01309-9
https://doi.org/10.1007/s12311-021-01309-9
https://doi.org/10.1126/scitranslmed.aay1769
https://doi.org/10.1126/scitranslmed.aay1769
https://doi.org/10.1002/mdc3.14256


Page 12 of 13Pan  Journal of Biomedical Science           (2025) 32:18 

 56. Brown AM, White JJ, van der Heijden ME, Zhou J, Lin T, Sillitoe RV. 
Purkinje cell misfiring generates high‑amplitude action tremors that are 
corrected by cerebellar deep brain stimulation. Elife. 2020;9: e51928.

 57. Long MA, Deans MR, Paul DL, Connors BW. Rhythmicity without 
synchrony in the electrically uncoupled inferior olive. J Neurosci. 
2002;22(24):10898–905.

 58. Llinas R, Yarom Y. Properties and distribution of ionic conductances 
generating electroresponsiveness of mammalian inferior olivary neu‑
rones in vitro. J Physiol. 1981;315:569–84.

 59. Llinas R, Yarom Y. Oscillatory properties of guinea‑pig inferior olivary 
neurones and their pharmacological modulation: an in vitro study. J 
Physiol. 1986;376:163–82.

 60. Park YG, Park HY, Lee CJ, Choi S, Jo S, Choi H, Kim YH, Shin HS, Llinas RR, 
Kim D. Ca(V)3.1 is a tremor rhythm pacemaker in the inferior olive. Proc 
Natl Acad Sci U S A. 2010;107(23):10731–6.

 61. de Montigny C, Lamarre Y. Rhythmic activity induced by harma‑
line in the olivo‑cerebello‑bulbar system of the cat. Brain Res. 
1973;53(1):81–95.

 62. Llinas R, Volkind RA. The olivo‑cerebellar system: functional prop‑
erties as revealed by harmaline‑induced tremor. Exp Brain Res. 
1973;18(1):69–87.

 63. Beitz AJ, Saxon D. Harmaline‑induced climbing fiber activation causes 
amino acid and peptide release in the rodent cerebellar cortex and 
a unique temporal pattern of Fos expression in the olivo‑cerebellar 
pathway. J Neurocytol. 2004;33(1):49–74.

 64. Ni CL, Lin YT, Lu LY, Wang JH, Liu WC, Kuo SH, Pan MK. Tracking motion 
kinematics and tremor with intrinsic oscillatory property of instrumen‑
tal mechanics. Bioeng Transl Med. 2023;8(2): e10432.

 65. Matsumoto‑Makidono Y, Nakayama H, Yamasaki M, Miyazaki T, Kob‑
ayashi K, Watanabe M, Kano M, Sakimura K, Hashimoto K. Ionic basis 
for membrane potential resonance in neurons of the inferior olive. Cell 
Rep. 2016;16(4):994–1004.

 66. Martuscello RT, Chen ML, Reiken S, Sittenfeld LR, Ruff DS, Ni CL, Lin 
CC, Pan MK, Louis ED, Marks AR, Kuo SH, Faust PL. Defective cerebellar 
ryanodine receptor type 1 and endoplasmic reticulum calcium ‘leak’ in 
tremor pathophysiology. Acta Neuropathol. 2023;146(2):301–18.

 67. Llinas R, Muhlethaler M. Electrophysiology of guinea‑pig cerebellar 
nuclear cells in the in vitro brain stem‑cerebellar preparation. J Physiol. 
1988;404:241–58.

 68. Saponaro A, Cantini F, Porro A, Bucchi A, DiFrancesco D, Maione V, 
Donadoni C, Introini B, Mesirca P, Mangoni ME, Thiel G, Banci L, Santoro 
B, Moroni A. A synthetic peptide that prevents cAMP regulation in 
mammalian hyperpolarization‑activated cyclic nucleotide‑gated (HCN) 
channels. Elife. 2018;7: e35753.

 69. Zhou J, Van der Heijden ME, Salazar Leon LE, Lin T, Miterko LN, Kizek DJ, 
Perez RM, Pavešković M, Brown AM, Sillitoe RV. Propranolol modulates 
cerebellar circuit activity and reduces tremor. Cells. 2022;11(23):3889.

 70. Xiang Z, Thompson AD, Brogan JT, Schulte ML, Melancon BJ, Mi D, 
Lewis LM, Zou B, Yang L, Morrison R, Santomango T, Byers F, Brewer K, 
Aldrich JS, Yu H, Dawson ES, Li M, McManus O, Jones CK, Daniels JS, 
Hopkins CR, Xie XS, Conn PJ, Weaver CD, Lindsley CW. The discovery 
and characterization of ML218: a novel, centrally active T‑type calcium 
channel inhibitor with robust effects in STN neurons and in a rodent 
model of Parkinson’s disease. ACS Chem Neurosci. 2011;2(12):730–42.

 71. Matthews LG, Puryear CB, Correia SS, Srinivasan S, Belfort GM, Pan 
MK, Kuo SH. T‑type calcium channels as therapeutic targets in 
essential tremor and Parkinson’s disease. Ann Clin Transl Neurol. 
2023;10(4):462–83.

 72. Quesada A, Bui PH, Homanics GE, Hankinson O, Handforth A. Com‑
parison of mibefradil and derivative NNC 55–0396 effects on behavior, 
cytochrome P450 activity, and tremor in mouse models of essential 
tremor. Eur J Pharmacol. 2011;659(1):30–6.

 73. Walton KD, Maillet EL, Garcia J, Cardozo T, Galatzer‑Levy I, Llinás RR. 
Differential modulation of rhythmic brain activity in healthy adults by 
a T‑type calcium channel blocker: an MEG study. Front Hum Neurosci. 
2017;11:24.

 74. Yang ZQ, Barrow JC, Shipe WD, Schlegel KA, Shu Y, Yang FV, Lindsley 
CW, Rittle KE, Bock MG, Hartman GD, Uebele VN, Nuss CE, Fox SV, 
Kraus RL, Doran SM, Connolly TM, Tang C, Ballard JE, Kuo Y, Adarayan 
ED, Prueksaritanont T, Zrada MM, Marino MJ, Graufelds VK, DiLella AG, 
Reynolds IJ, Vargas HM, Bunting PB, Woltmann RF, Magee MM, Koblan 

KS, Renger JJ. Discovery of 1,4‑substituted piperidines as potent 
and selective inhibitors of T‑type calcium channels. J Med Chem. 
2008;51(20):6471–7.

 75. Scott L, Puryear CB, Belfort GM, Raines S, Hughes ZA, Matthews LG, 
Ravina B, Wittmann M. Translational pharmacology of PRAX‑944, a 
novel T‑type calcium channel blocker in development for the treat‑
ment of essential tremor. Mov Disord. 2022;37(6):1193–201.

 76. van den Berg KRE, Helmich RC. The role of the cerebellum in 
tremor—evidence from neuroimaging. Tremor Other Hyperkinet 
Mov (N Y). 2021;11:49.

 77. Saranza G, Fasano A. Excessive cerebellar oscillations in essential 
tremor: insights into disease mechanism and treatment. Mov Disord. 
2020;35(5):758.

 78. Wu YC, Louis ED, Gionco J, Pan MK, Faust PL, Kuo SH. Increased climb‑
ing fiber lateral crossings on purkinje cell dendrites in the cerebellar 
hemisphere in essential tremor. Mov Disord. 2021. https:// doi. org/ 10. 
1002/ mds. 28502.

 79. Louis ED, Martuscello RT, Gionco JT, Hartstone WG, Musacchio JB, 
Portenti M, McCreary M, Kuo SH, Vonsattel JG, Faust PL. Histopathol‑
ogy of the cerebellar cortex in essential tremor and other neurode‑
generative motor disorders: comparative analysis of 320 brains. Acta 
Neuropathol. 2023;145(3):265–83.

 80. Watanabe M. Molecular mechanisms governing competitive 
synaptic wiring in cerebellar Purkinje cells. Tohoku J Exp Med. 
2008;214(3):175–90.

 81. Lang‑Ouellette D, Gruver KM, Smith‑Dijak A, Blot FGC, Stewart CA, de 
Vanssay de Blavous P, Li CH, Van Eitrem C, Rosen C, Faust PL, Schone‑
wille M, Watt AJ. Purkinje cell axonal swellings enhance action poten‑
tial fidelity and cerebellar function. Nat Commun. 2021;12(1):4129.

 82. Louis ED, Kuo SH, Tate WJ, Kelly GC, Faust PL. Cerebellar pathology 
in childhood‑onset vs. adult‑onset essential tremor. Neurosci Lett. 
2017;659:69–74.

 83. Babij R, Lee M, Cortés E, Vonsattel JP, Faust PL, Louis ED. Purkinje cell 
axonal anatomy: quantifying morphometric changes in essential 
tremor versus control brains. Brain. 2013;136(Pt 10):3051–61.

 84. Orduz D, Llano I. Recurrent axon collaterals underlie facilitating 
synapses between cerebellar Purkinje cells. Proc Natl Acad Sci USA. 
2007;104(45):17831–6.

 85. Lang EJ, Sugihara I, Llinas R. Olivocerebellar modulation of motor 
cortex ability to generate vibrissal movements in rat. J Physiol. 
2006;571(Pt 1):101–20.

 86. Lang EJ, Sugihara I, Llinás R. GABAergic modulation of complex spike 
activity by the cerebellar nucleoolivary pathway in rat. J Neurophys‑
iol. 1996;76(1):255–75.

 87. Milosevic L, Kalia SK, Hodaie M, Lozano AM, Popovic MR, Hutch‑
ison WD. Physiological mechanisms of thalamic ventral inter‑
mediate nucleus stimulation for tremor suppression. Brain. 
2018;141(7):2142–55.

 88. Conner CR, Forseth KJ, Lozano AM, Ritter R 3rd, Fenoy AJ. Thalamo‑
cortical evoked potentials during stimulation of the dentato‑rubro‑
thalamic tract demonstrate synaptic filtering. Neurotherapeutics. 
2024;21(1): e00295.

 89. Barbe MT, Reker P, Hamacher S, Franklin J, Kraus D, Dembek TA, Becker 
J, Steffen JK, Allert N, Wirths J, Dafsari HS, Voges J, Fink GR, Visser‑
Vandewalle V, Timmermann L. DBS of the PSA and the VIM in essential 
tremor: a randomized, double‑blind, crossover trial. Neurology. 
2018;91(6):e543–50.

 90. Herzog J, Hamel W, Wenzelburger R, Pötter M, Pinsker MO, Bartussek J, 
Morsnowski A, Steigerwald F, Deuschl G, Volkmann J. Kinematic analysis 
of thalamic versus subthalamic neurostimulation in postural and inten‑
tion tremor. Brain. 2007;130(Pt 6):1608–25.

 91. Elias WJ, Lipsman N, Ondo WG, Ghanouni P, Kim YG, Lee W, Schwartz M, 
Hynynen K, Lozano AM, Shah BB, Huss D, Dallapiazza RF, Gwinn R, Witt J, 
Ro S, Eisenberg HM, Fishman PS, Gandhi D, Halpern CH, Chuang R, Butts 
Pauly K, Tierney TS, Hayes MT, Cosgrove GR, Yamaguchi T, Abe K, Taira T, 
Chang JW. A randomized trial of focused ultrasound thalamotomy for 
essential tremor. N Engl J Med. 2016;375(8):730–9.

 92. Chazen JL, Sarva H, Stieg PE, Min RJ, Ballon DJ, Pryor KO, Riegelhaupt 
PM, Kaplitt MG. Clinical improvement associated with targeted inter‑
ruption of the cerebellothalamic tract following MR‑guided focused 
ultrasound for essential tremor. J Neurosurg. 2018;129(2):315–23.

https://doi.org/10.1002/mds.28502
https://doi.org/10.1002/mds.28502


Page 13 of 13Pan  Journal of Biomedical Science           (2025) 32:18  

 93. Woodward K, Apps R, Goodfellow M, Cerminara NL. Cerebello‑thalamo‑
cortical network dynamics in the harmaline rodent model of essential 
tremor. Front Syst Neurosci. 2022;16: 899446.

 94. Air EL, Ryapolova‑Webb E, de Hemptinne C, Ostrem JL, Galifianakis 
NB, Larson PS, Chang EF, Starr PA. Acute effects of thalamic deep brain 
stimulation and thalamotomy on sensorimotor cortex local field poten‑
tials in essential tremor. Clin Neurophysiol. 2012;123(11):2232–8.

 95. Lee J, Kim J, Cortez J, Chang SY. Thalamo‑cortical network is associated 
with harmaline‑induced tremor in rodent model. Exp Neurol. 2022;358: 
114210.

 96. Sonkaya AR, Şenol MG, Demir S, Özdağ FM. The investigation into the 
cutaneous silent period in patients with essential tremor pre‑treatment 
and post‑treatment. Acta Neurol Belg. 2016;116(4):583–8.

 97. Modugno N, Priori A, Berardelli A, Vacca L, Mercuri B, Manfredi M. 
Botulinum toxin restores presynaptic inhibition of group Ia afferents in 
patients with essential tremor. Muscle Nerve. 1998;21(12):1701–5.

 98. Cagnan H, Pedrosa D, Little S, Pogosyan A, Cheeran B, Aziz T, Green A, 
Fitzgerald J, Foltynie T, Limousin P, Zrinzo L, Hariz M, Friston KJ, Denison 
T, Brown P. Stimulating at the right time: phase‑specific deep brain 
stimulation. Brain. 2017;140(1):132–45.

 99. Cagnan H, Brittain JS, Little S, Foltynie T, Limousin P, Zrinzo L, Hariz 
M, Joint C, Fitzgerald J, Green AL, Aziz T, Brown P. Phase dependent 
modulation of tremor amplitude in essential tremor through thalamic 
stimulation. Brain. 2013;136(Pt 10):3062–75.

 100. Duchet B, Weerasinghe G, Cagnan H, Brown P, Bick C, Bogacz R. Phase‑
dependence of response curves to deep brain stimulation and their 
relationship: from essential tremor patient data to a Wilson‑Cowan 
model. J Math Neurosci. 2020;10(1):4.

 101. Putzke JD, Wharen RE Jr, Obwegeser AA, Wszolek ZK, Lucas JA, Turk 
MF, Uitti RJ. Thalamic deep brain stimulation for essential tremor: 
recommendations for long‑term outcome analysis. Can J Neurol Sci. 
2004;31(3):333–42.

 102. Merchant SH, Kuo SH, Qiping Y, Winfield L, McKhann G, Sheth S, 
Pullman SL, Ford B. Objective predictors of ‘early tolerance’ to ventral 
intermediate nucleus of thalamus deep brain stimulation in essential 
tremor patients. Clin Neurophysiol. 2018;129(8):1628–33.

 103. Wagle Shukla A, Okun MS. Microlesion effects, suboptimal lead place‑
ment and disease progression are critical determinants for DBS toler‑
ance in essential tremor. Clin Neurophysiol. 2018;129(10):2215–6.

 104. Bai Y, Yin Z, Diao Y, Hu T, Yang A, Meng F, Zhang J. Loss of long‑term 
benefit from VIM‑DBS in essential tremor: a secondary analysis of 
repeated measurements. CNS Neurosci Ther. 2022;28(2):279–88.

 105. Peters J, Tisch S. Habituation after deep brain stimulation in tremor syn‑
dromes: prevalence, risk factors and long‑term outcomes. Front Neurol. 
2021;12: 696950.

 106. Patel N, Ondo W, Jimenez‑Shahed J. Habituation and rebound to 
thalamic deep brain stimulation in long‑term management of 
tremor associated with demyelinating neuropathy. Int J Neurosci. 
2014;124(12):919–25.

 107. Barbe MT, Liebhart L, Runge M, Pauls KA, Wojtecki L, Schnitzler A, Allert 
N, Fink GR, Sturm V, Maarouf M, Timmermann L. Deep brain stimulation 
in the nucleus ventralis intermedius in patients with essential tremor: 
habituation of tremor suppression. J Neurol. 2011;258(3):434–9.

 108. Zhang K, Bhatia S, Oh MY, Cohen D, Angle C, Whiting D. Long‑term 
results of thalamic deep brain stimulation for essential tremor. J Neuro‑
surg. 2010;112(6):1271–6.

 109. Fasano A, Helmich RC. Tremor habituation to deep brain stimu‑
lation: Underlying mechanisms and solutions. Mov Disord. 
2019;34(12):1761–73.

 110. Chiu SY, Nozile‑Firth K, Klassen BT, Adams A, Lee K, Van Gompel JJ, 
Hassan A. Ataxia and tolerance after thalamic deep brain stimulation for 
essential tremor. Parkinsonism Relat Disord. 2020;80:47–53.

 111. Hariz MI, Shamsgovara P, Johansson F, Hariz G, Fodstad H. Tolerance 
and tremor rebound following long‑term chronic thalamic stimulation 
for Parkinsonian and essential tremor. Stereotact Funct Neurosurg. 
1999;72(2–4):208–18.

 112. Popa T, Russo M, Vidailhet M, Roze E, Lehéricy S, Bonnet C, Apartis E, 
Legrand AP, Marais L, Meunier S, Gallea C. Cerebellar rTMS stimula‑
tion may induce prolonged clinical benefits in essential tremor, and 
subjacent changes in functional connectivity: an open label trial. Brain 
Stimul. 2013;6(2):175–9.

 113. Schreglmann SR, Wang D, Peach RL, Li J, Zhang X, Latorre A, Rhodes 
E, Panella E, Cassara AM, Boyden ES, Santaniello M, Rothwell J, Bhatia 
KP, Grossman N. Non‑invasive suppression of essential tremor via 
phase‑locked disruption of its temporal coherence. Nat Commun. 
2021;12(1):363.

 114. Kim J, Wichmann T, Inan OT, DeWeerth SP. Analyzing the effects of 
parameters for tremor modulation via phase‑locked electrical stimula‑
tion on a peripheral nerve. J Pers Med. 2022;12(1):76.

 115. Dideriksen JL, Laine CM, Dosen S, Muceli S, Rocon E, Pons JL, Benito‑
Leon J, Farina D. Electrical stimulation of afferent pathways for the 
suppression of pathological tremor. Front Neurosci. 2017;11:178.

 116. Dosen S, Muceli S, Dideriksen JL, Romero JP, Rocon E, Pons J, Farina D. 
Online tremor suppression using electromyography and low‑level elec‑
trical stimulation. IEEE Trans Neural Syst Rehab Eng. 2015;23(3):385–95.

 117. Popović Maneski L, Jorgovanović N, Ilić V, Došen S, Keller T, Popović MB, 
Popović DB. Electrical stimulation for the suppression of pathological 
tremor. Med Biol Eng Comp. 2011;49(10):1187–93.

 118. Kim J, Wichmann T, Inan OT, Deweerth SP. A wearable system for 
attenuating essential tremor based on peripheral nerve stimulation. 
IEEE J Transl Eng Health Med. 2020;8:2000111.

 119. Heo JH, Kim JW, Kwon Y, Lee SK, Eom GM, Kwon DY, Lee CN, Park KW, 
Manto M. Sensory electrical stimulation for suppression of pos‑
tural tremor in patients with essential tremor. Bio Med Mater Eng. 
2015;26(Suppl 1):S803‑809.

 120. Britton TC, Thompson PD, Day BL, Rothwell JC, Findley LJ, Marsden 
CD. Modulation of postural tremors at the wrist by supramaximal 
electrical median nerve shocks in essential tremor, Parkinson’s disease 
and normal subjects mimicking tremor. J Neurol Neurosurg Psychiatry. 
1993;56(10):1085–9.

 121. Elble RJ, Higgins C, Hughes L. Phase resetting and frequency entrain‑
ment of essential tremor. Exp Neurol. 1992;116(3):355–61.

 122. Shah BR, Lehman VT, Kaufmann TJ, Blezek D, Waugh J, Imphean D, Yu 
FF, Patel TR, Chitnis S, Dewey RB, Maldjian JA, Chopra R. Advanced MRI 
techniques for transcranial high intensity focused ultrasound targeting. 
Brain. 2020;143(9):2664–72.

 123. Mortezaei A, Essibayi MA, Mirahmadi EM, Alizadeh M, Taghlabi KM, 
Eskandar EN, Faraji AH. Magnetic resonance‑guided focused ultrasound 
in the treatment of refractory essential tremor: a systematic review and 
meta‑analysis. Neurosurg Focus. 2024;57(3):e2.

 124. Ferreira Felloni Borges Y, Cheyuo C, Lozano AM, Fasano A. Essential 
tremor‑deep brain stimulation vs. focused ultrasound. Exp Rev Neu‑
rother. 2023;23(7):603–19.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub‑
lished maps and institutional affiliations.


	Targeting the fundamentals for tremors: the frequency and amplitude coding in essential tremor
	Abstract 
	Introduction
	Main text
	Methods

	Results
	Kinematic features of ET
	Mapping neural circuitry for tremor frequency generation
	Central origin of oscillatory circuitry in ET
	Human evidence of frequency regulatory circuitry in ET
	Evidence of frequency-forming circuits in animal models

	Cellular mechanisms for tremor frequency formation
	Neuron populational activity decides tremor frequency

	Underlying ion channel properties and pharmacology targeting on frequency generation
	Circuitry contributions to tremor amplitudes
	Amplitude modulators within the frequency-generating circuitry
	Amplitude modulators outside of the frequency-generating circuitry
	Spinal and peripheral modulators for tremor amplitudes

	Therapies targeting the rhythmic nature of tremors
	Phase-locked DBS
	Repetitive TMS (rTMS)
	tACS
	Peripheral nerve stimulation
	MRgFus


	Discussion
	Conclusions
	Acknowledgements
	References


