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Abstract
Background Cluster headache (CH) is a significant health concern due to its major socioeconomic consequences 
and most patients being refractory to conventional strategies. For treatment resistant CH, occipital nerve stimulation 
(ONS) is considered an effective treatment option. Whereas most patients do not adjust the amplitude of the ONS 
system, a subset changes the amplitude on a regular basis using their remote control, and are therefore referred to as 
‘voltage tuners’. Anxiety and self-control are thought to be central themes to this behavior. Research on this voltage 
tuning behavior could provide new insights in the use of ONS as acute attack treatment. To date, voltage tuning has 
not been assessed for CH. Hence this is a unique study aiming to investigate the occurrence and efficacy of voltage 
tuning in patients with CH and ONS.

Methods For this analysis, patients with CH who received ONS from 2020–2024, at our university medical center, 
were included. All patients underwent bilateral ONS implantation. Data on attack frequency, intensity and duration 
were collected retrospectively. Outcomes on the response, frequency, moment during the day, duration, rationale, 
sensation, average increase in amplitude, and efficacy of voltage tuning were collected with prospective interviews.

Results Thirty-three patients (M = 20) (42 ± 12.7 years) were included in the current analysis. At 1y follow-up, an 
overall response rate of 70% (23/33) was found for ONS. In total, 48% (18/33) of patients were defined as voltage 
tuners. Voltage tuning was performed with an average increase in amplitude of 92 (20–360)%, a frequency of 1–20 
times/month and duration of 20 minutes-48 hours. Sensations of voltage tuning were described as “tingling” and/or 
“pinching”. The rationale for voltage tuning in patients varied from prevention and ceasing to lowering the intensity 
and enhance control of CH attack.

Conclusions Outcomes show that voltage tuning may cease and/or terminate CH attacks and therefore raise 
interests in the use of ONS as acute attack treatment for patients with resistant CH treated with ONS. Future research 
on the occurrence and potential of voltage tuning will provide valuable insights for achieving optimal efficacy of ONS 
and quality of life in patients with CH.
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Introduction
Cluster headache (CH) is considered a global health 
concern, affecting approximately 0.1% of the general 
population [1, 2]. CH is characterized by side-locked, 
excruciating attacks in the distribution of the trigemi-
nal nerve accompanied by ipsilateral cranial autonomic 
symptoms, such as lacrimation, nasal congestion, and 
a sense of restlessness and agitation [3]. Although the 
exact mechanism underlying CH is poorly understood, 
it is thought that the hypothalamus, trigeminovascu-
lar system and autonomic system are involved [4]. It 
has also been suggested that disturbances in the occipi-
tal nerve may play an additional role [5]. The complex 
pathophysiology of CH is one of the reasons that drug 
resistance is present in a subset of patients [6]. Since the 
1970s, occipital nerve stimulation (ONS) has become 
a possible treatment option in cases of drug-resistant 
refractory chronic CH [7, 8]. Studies have demonstrated 
that ONS is an effective treatment option for medically 
refractory chronic headache [2, 9–11]. ONS requires 
the implantation of electrodes, leads and an implantable 
pulse generator (IPG), allowing for electrical stimula-
tion of the occipital nerve. Following the procedure, a 
trained physician or nurse adjusts the parameter setting 
of the ONS system to find the best setup. Patients have 
a handheld remote control, allowing them to adjust the 
amplitude manually. With regard to use of the remote 
control, there are two groups of patients: one who does 
not adjust the amplitude and another who does, with the 
latter being termed ‘voltage tuners’. Patients classified as 

voltage tuners tend to rapidly increase the amplitude of 
the occipital nerve stimulator whenever they feel a CH 
attack might be coming. Despite the rationale to this volt-
age tuning behavior before CH attacks being unknown, it 
is suggested that prevention, anxiety, and control of the 
CH attacks are central themes to this behavior.

Research on voltage tuning can provide valuable 
insights as to how clinical outcomes of ONS can be 
optimized, as it allows for the investigation of ONS as 
an acute attack treatment. Voltage tuning may not only 
contribute to quality of life by ceasing or preventing CH 
attacks from occuring, but also by diminishing the use of 
alternative acute attack treatments like sumatriptan and/
or oxygen which are considered invasive and are associ-
ated with various adverse events [12, 13]. This is the first 
observation in literature to describe this subset of indi-
viduals, hence why it can be considered a very unique 
and innovative topic to study. Therefore, this study aims 
to assess the occurrence of voltage tuning and its efficacy 
in patients with CH receiving ONS.

Methods
Study population
In this study, records from patients with medically refrac-
tory CH, treated with ONS at Radboud University Medi-
cal Center and Canisius Wilhelmina Hospital (CWZ), 
in the period 2020–2024 were reviewed. Patients with a 
minimal follow-up period of 6 months were included. The 
remaining inclusion and exclusion criteria were in accor-
dance to the national guidelines for neuromodulation 
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for intractable CH [10]. All patients had been implanted 
following the surgical technique as described in our pre-
vious research [2]. This study was performed according 
to the Dutch law and Good Clinical Practice guidelines. 
The Medical Review Ethics Committee region Arnhem-
Nijmegen concluded that this study was not subject to 
the Medical Research Involving Human Subjects Act 
(CMO Oost-Nederland; file number: 2024–17305). All 
patients gave consent for using their data for the current 
manuscript.

Study design and outcomes
The aims of this cohort study are to (1) assess the preva-
lence of voltage tuning in patients with CH undergoing 
ONS, (2) investigate the efficacy, amplitude adjustments, 
rationale, and sensations related to voltage tuning and (3) 
assess the efficacy of ONS. As part of the standard proce-
dure in our hospital, patients are asked to fill a headache 
diary preoperatively. Preoperative baseline measure-
ments on attack frequency, intensity, and duration were 
collected retrospectively from our patient database and 
compared to prospective follow-up data collected after 
≥ 6 months follow-up. Patients were also contacted pro-
spectively and interviewed about their attack frequency, 
intensity, and duration.

To assess the efficacy of ONS, patients were divided 
into four groups: (1) 0% reduction in attack frequency, 
intensity and/or duration, (2) 1–49% reduction in attack 
frequency, intensity, and/or duration, (3) 50–99% reduc-
tion in attack frequency, intensity, and/or duration, (4) 
100% reduction in attack frequency, intensity and/or 
duration. Intensity of CH attack was evaluated using the 
numeric rating scale (NRS). Responders are defined as 
those having ≥ 50% reduction in attack frequency, inten-
sity and/or duration. Patients were also asked about the 
occurrence of voltage tuning. Voltage tuners are defined 
as patients who adjust the amplitude of their IPG during 
their CH attacks, using their handheld remote control. 
If patients were classified as voltage tuners, additional 
questions were asked: (1) time to response, (2) frequency, 
(3) moment during the day, (4) duration, (5) rationale, (6) 
sensation and (7) efficacy of voltage tuning.

Statistical analysis
Data on the overall proportion of responders and volt-
age tuners were counted manually. In case a range was 
reported for the frequencies and/or durations, the mean 
value was calculated and included in the analyses. For 
patients suffering bilateral attacks and performing bilat-
eral voltage tuning, the average of both sites was calcu-
lated and used for analysis. In patients suffering unilateral 
attacks, only data from voltage tuning on the attack site 
was included.

Results
Thirty-three patients (M = 20)(42 ± 12.7 years) were 
included in the current analysis. The average follow-
up period was 23 ± 12.2 months. In total, 94% (31/33) 
of patients experienced unilateral attacks. Patients 
implanted before December 2022, received the Prime 
Advanced IPG (52%, 17/33)(Medtronic Inc., Minne-
apolis, MN, USA), whereas those operated afterwards, 
received the Vanta IPG (48%, 16/33)(Medtronic Inc., 
Minneapolis, MN, USA). The overall preoperative 
attack frequency was 7 ± 4 attacks/day with a duration of 
100 ± 60 min/attack and NRS of 9 ± 1 during the attack.

Regarding the overall efficacy of ONS, 70% (23/33) of 
patients were defined as responders. Out of all patients, 
48% (16/33) were classified as voltage tuners. In groups 
1–4, 33% (1/3), 71% (5/7), 53% (9/17) and 17% (1/6) of 
subjects were voltage tuners respectively (Table 1). Dur-
ing CH attacks, subjects increased their amplitude with 
92 (20–360)%, a frequency of 1–20 times/month and 
duration of 20 –48 h. The average increase in amplitude 
was 1.84 V or 0.5 mA, and, in most patients, responses to 
voltage tuning became apparent after 5–20 min (Table 1). 
Whereas some performed voltage tuning most predomi-
nantly during the evening or night (19%, 3/16), others 
reported variable moments (81%, 13/16) instead, mean-
ing that the moment of voltage tuning is different each 
time (Table 1).

Patients described sensations of voltage tuning as 
‘‘pinching’’ and/or ‘’tingling’’ and compared it to ‘‘low-
ering noise with a volume button’’ or ‘’a fog in the head 
which suddenly disappears.’’ The rationale for voltage 
tuning in patients varies from prevention and ceasing to 
lowering the intensity and enhance control of CH attack. 
Others mentioned that voltage tuning decreases anxiety 
or that it replaces painful perceptions of the CH attack 
with tingling sensations. None of the patients endured 
biological and/or technical complications from voltage 
tuning. With regard to adverse events for ONS in gen-
eral, infection (6%, 2/33) and site pain (3%, 1/33) were 
reported in the current study population. Technical 
complications of ONS included lead migration/breakage 
(10%, 3/33), which were caused by a fall on the head or 
pressure increasing moments like extreme coughing. In 
total, 18% (6/33) patients required a reoperation due to 
technical or biological complications of the ONS system.

Discussion
CH is characterized by severe headache attacks and 
therefore places a huge burden on patients lives, espe-
cially when considering that a subset of patients with 
chronic CH are refractory to conventional approaches. 
For therapy-resistant chronic CH, ONS is a treatment 
option. Following implantation of the ONS system, a 
subset of patients, referred to as ‘voltage tuners’, adjust 



Page 4 of 8Kollenburg et al. The Journal of Headache and Pain          (2024) 25:139 

the amplitude of the IPG on a regular basis, using their 
remote control. Analyzing this phenomenon will provide 
further insights into the use of ONS as acute attack treat-
ment and is therefore investigated in the current study.

Outcomes of this study further support that ONS is an 
effective treatment option for patients with intractable 
CH, as an overall response rate of 70% was found. In cor-
respondence to the results obtained in this study, oth-
ers reported a response rate of 41–90% for ONS in CH 
[7, 14–19]. Variability in responder definition, electrode 
placement, imaging, patient positioning and headache 
intensity at baseline is likely responsible for discrepancies 
in outcomes on the efficacy of ONS [2, 11]. All together, 
due to fluctuations in symptoms of CH over time [11], 
variability in assessment of efficacy and surgical tech-
nique [2], analyzing and comparing outcomes of ONS 
remains challenging.

This research reveals that almost half of patients with 
CH receiving ONS were voltage tuners, emphasizing 
the relevance of this phenomenon. Voltage tuners were 
mostly present in groups 2 and 3, which can be expected 
considering that those with no response to ONS prefer-
ably request for an explant, and those in group 4 already 
having optimal results and complete reduction of CH 
attacks. Patients in group 4 may also not be defined 

voltage tuners due to anxiety for attack recurrence. A 
similar phenomenon of voltage tuning is also seen in spi-
nal cord stimulation (SCS) and vagus nerve stimulation 
(VNS), however, it has not been reported for other types 
of neuromodulation such as deep brain and motor cortex 
stimulation [20, 21]. With regard to VNS and epilepsy, it 
has been shown that epileptic seizures can be terminated 
with a magnet, which allows for on-demand activation 
of stimulation by patients during seizures [21]. Various 
studies on SCS even recommend that patients adjust 
the amplitude manually as it optimizes the efficacy and 
resolves discomfort [22, 23]. It is a well-known phenom-
enon that, in patients receiving SCS, leads can dynami-
cally migrate away from the spinal cord when performing 
daily activities. As a result, stimulation is experienced as 
less intense, thereby decreasing benefit from stimulation 
in the spine and extremities [24]. To prevent the dynamic 
lead migration from occurring, patients increase the 
amplitude with their handheld remote control, when per-
forming certain activities. Increasing the amplitude in 
SCS leads to more intense stimulation, therefore allow-
ing for optimal pain management regardless of the move-
ments performed [23]. Due to recent developments of 
the evoked compound action potentials (ECAP), these 

Table 1 Characteristics of voltage tuning in patients with CH
Patient Responder 

to the ONS 
therapy

Age 
(y)

Gender Time to 
response

Duration Frequency Moment of 
day

Increase in amplitude Follow 
up 
period

Group 1 (0% improvement)
1 53 M N/A N/A N/A Variable N/A 38 m

Group 2 (1–49% improvement)
2 48 V < 15 m 60 m 3 times/d Evening, 

night
43% (1.4 mA to 2.0 mA) 17 m

3 55 M < 5 m 60 m 2 times/m Variable 20% (5 V to 6 V) 27 m
4 31 V N/A N/A N/A Variable 25% (2.4 to 3.0 V) 35 m
5 40 M < 60 m ≥ 24 h 1 time/m Entire day 360% (1.0 V to 4.6 V) 37 m
6 46 M N/A N/A N/A Variable N/A 6 m

Group 3 (50–99% improvement)
71 45 V < 5 m 30 m 3 times/m Evening, 

afternoon
21% (1.65 V to 2 V) 38 m

8 29 M < 15 m ≥ 24 h 2 times/m Variable 60% (5 V to 8 V) 42 m
9 35 V < 20 m 150 m 2 times/m Variable 275% (1.6 V to 6 V) 29 m
10 22 M < 20 m ≥ 24 h 2 times/m Variable 25% (6 V to 7.5 V) 22 m
11 55 V < 10 m 20–90 m 2 times/w Evening, 

night
194% (0.85 V to 2.5) 32 m

12 45 M < 15 m 60 m–12 h 5 times/w Variable 122% (1.8 V to 4 V) 14 m
13 27 V < 45 m 120 m N/A Variable 28% (1.8 V to 2.3 V) 12 m
14 33 M < 30 m 30 m 4–5 times/w Entire day 50% (2.0 V to 3.0 V) 35 m
15 33 V < 10 m 20 m 2 times/m Variable 20% (4.0 mA to 4.8 mA) 6 m

Group 4 (100% improvement)
16 27 M < 120 m 48 h 2 periods/y Entire day 49% (2.25 V to 3.35 V) 38 m
d: day; F: female; h: hour; m: month; M: male; N/A; not available; y: year; V: volts; mA: miliampíre
1Patient declared that less than 30 min of voltage tuning causes recurrence of CH attack
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amplitude adjustments in SCS can now be regulated 
automatically with a closed loop system [25].

While voltage tuning in SCS is often linked to specific 
activities, patients with CH being treated with ONS, 
report more variable moments, not linked to specific 
activities. Some manually adjust the amplitude in the eve-
ning or night, whereas others report variable moments 
during the day (Table 1). The moment of voltage tuning 
is likely dependent on the onset of CH attacks, which 
varies among patients. Hence, the rationale of voltage 
adjustments in SCS likely differs from ONS, as the leads 
are placed in the occipital rather than spinal region, and 
therefore do not move as much during during activities.

With regard to the mechanism of ONS, it is thought 
that the pain in CH attacks is attenuated by diffuse nox-
ious inhibitory control (DNIC) in the trigeminal cervi-
cal complex (TCC), leading to decreased activation of 
the trigeminal vascular pathway via the secondary order 
neuron, in response to nociceptive stimuli (Fig.  1) [2, 
26]. DNIC refers to an altered response to painful sensa-
tions due to administration of electrical stimulation [26]. 
Though not previously investigated, a plausible explana-
tion for the beneficial effects seen in voltage tuning, could 
be enhancements in the overall mechanism of ONS. 

Voltage tuning may increase DNIC and therefore hamper 
the remaining CH attacks that would not be prevented by 
regular stimulation (Fig. 1). This hypothesis is supported 
by our current subjects mentioning that voltage tuning 
prevents and ceases additional CH attacks. This phenom-
enon can likely be linked to the presence of a so called 
‘threshold’, which is dynamic and must be exceeded by 
electrical signals, in order to successfully prevent a CH 
attack from occurring (Fig. 1).

Previous data revealing a correlation between severity 
of CH attack and neuronal activity, measured by cerebral 
blood flow, suggest that this threshold may depend on 
the intensity of the CH attack [27]. Furthermore, other 
studies demonstrate enhanced release of certain neuro-
peptides, such as calcitonin gene-related peptide (CGRP) 
and vasoactive intestinal peptide (VIP), during severe CH 
attacks [28–32]. This suggests a potential increase in the 
threshold for effective electrical stimulation with the ris-
ing intensity of CH attacks. Additionally, studies showing 
decreased neuropeptide release like substance P in the 
TCC after administration of sumatriptan or oxygen, also 
support for this mechanism [30, 33, 34].

Together, these findings bolster the hypothesis that 
neuropeptide levels may play a role in CH attack severity. 

Fig. 1 Overview of mechanism underlying occipital nerve stimulation and voltage tuning in patients with cluster headache. In ‘regular stimulation’, am-
plitudes are set to lower values, consequently leading to prevention of mild and moderate, but not severe cluster headache attacks. In ‘voltage tuning’, 
amplitudes are temporary set to higher values, leading to prevention of mild, moderate and severe cluster headache attacks. C: cervical vertebrae; DNIC: 
diffuse noxious inhibitory control; GON: greater occipital nerve; LON: lesser occipital nerve; NK1R: neurokinin-1 receptor; TCC: trigeminal cervical complex; 
TON: third occipital nerve
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Furthermore, previously published data show that elec-
trical stimulation with higher amplitudes may be related 
to greater pain reductions as compared to stimulation 
with lower amplitudes [35]. Based on these findings, 
it may be suggested that in case of severe CH attacks, a 
higher threshold must be exceeded in order to prevent 
these attacks from occuing. This would imply that the 
benefit of voltage tuning is caused by its effect on severe 
CH attacks with a threshold that can otherwise not be 
exceeded by regular stimulation settings. Furthermore, 
it might also suggest that, in order for voltage tuning to 
be effective, a minimal increase in amplitude must be 
achieved and maintained for a substantial amount of 
time. This is proposed by one of the patients reporting 
that voltage tuning for a shorter duration, causes a recur-
rence of CH attacks (Table  1). Current outcomes show 
variability in duration, frequency, and amplitude increase 
during voltage tuning, which may be attributed to the 
lack of a standardized approach to tuning, variability in 
CH attacks and heterogeneity between patients.

As the mechanism of voltage tuning is likely multifac-
torial, additional behavioral factors may also be involved. 
Studies showing that CH attacks are associated with 
enhanced stress and depression [36, 37], may support 
the involvement of emotion and cognition in voltage tun-
ing. The implication of emotion is supported by patients 
in the current sample describing a decrease in anxiety 
during moments of voltage tuning. The effects of voltage 
tuning may also be due to enhanced sense of self-control 
of CH attacks. Furthermore, voltage tuning provokes a 
sensation of numbness, therefore making patients more 
aware that their stimulator is on, consequently leading to 
patients feeling more confident with their implant. Taken 
together, it seems that the efficacy of ONS and potential 
of voltage tuning is possibly determined by a complex 
interplay between cognition and emotion. From a neuro-
physiological point of view, the balance between thresh-
old and amplitude in stimulation are also considered key 
components to this behavior.

Promising effects of voltage tuning raise questions as 
to whether constant stimulation at higher voltages would 
lead to a further decrease in CH attacks. Based on the 
theory of the threshold in voltage tuning, it can be sug-
gested that high amplitudes will provide further reduc-
tions in the short-term. Although some papers have 
suggested the presence of habituation in patients under-
going neuromodulation [38–40], we hypothesize that 
voltage tuning, which includes adjusting the amplitude 
solely during CH attacks, is more effective as compared 
to constant high amplitudes, as it is assumed to prevent 
the occurrence of habituation. Moreover, patients in the 
current study also declared that once the attack has dis-
appeared, high amplitudes cause an overstimulation in 
the occipital region which is considered as unwanted and 

can solely be tolerated for a short-duration, hence further 
supporting the preference of voltage tuning over constant 
stimulation with higher amplitudes.

Another important factor to be considered in volt-
age tuning, is the IPG. Increasing the amplitude on a 
regular basis likely requires more frequent charging of 
rechargeable IPG’s and earlier replacement of the non-
rechargeable variants, which may be considered a bur-
den for patients [41, 42]. Nevertheless, current outcomes 
raise further interest in the use of ONS as acute attack 
treatment in patients with CH. Voltage tuning may be an 
alternative approach to other acute attack treatments, 
like oxygen or sumatriptan, and is therefore useful in 
reducing pharmacological side effects such as injec-
tion site reactions, drowsiness, and feeling of weakness 
[12, 13]. Future studies are required to compare the effi-
cacy of voltage tuning with standard pharmacological 
acute attack treatments. To date, this is the first study 
to describe individuals with CH managed with ONS 
who adjust their amplitude to manage their headaches. 
As voltage tuning appears to be beneficial for a sub-
set of patients with CH, this behavior should be further 
investigated.

Various limitations like heterogeneity in CH sub-
types and wide range of follow-up were present, which 
can likely be attributed to baseline data being collected 
retrospectively.

With regard to the wide range in follow-up (6–42 
months), this might have affected the clinical outcomes 
due to possible alterations in efficacy of ONS long term 
[40]. We were aware of this prior to analysis, however, 
as this was exploratory and a descriptive study with the 
assessment of voltage tuning being primary aim and the 
sample size otherwise being small, we chose to include 
various follow-up moments. Due to the sample size, cor-
rections for confounders like age, gender and BMI, could 
not be made. Hence, conclusions should be taken with 
caution. Moreover, the reason for lack of effect of voltage 
tuning in a subset of patients could not be assessed due 
to limited data availability in intensity, frequency, and 
duration of voltage tuning.

A major strength of this study is that all subjects were 
implanted using the same standardized surgical approach 
and team. Hence, effects of variable electrode place-
ment, imaging and patient positioning on outcomes 
did not affect the current analysis. Another aspect pro-
viding strength to this study, includes the subdivisions 
of efficacy of ONS into four groups, as it allows for the 
assessment of voltage tuning in both responders and 
non-responders of ONS. Further, though medication 
use was measured in the current study, we did not cor-
rect for the intake when analyzing the effects of voltage 
tuning. Using a clear response definition for the analysis 
was considered a major strength of this study. However, 
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important to note is that our response rate only includes 
patients having ≥ 50% reduction in attack frequency, 
intensity and duration. However, those with < 50% 
improvement are also likely to benefit from ONS, espe-
cially when considering the severity of the CH attacks. As 
a result, even a few reductions in CH attacks may result 
in significant improvements in the quality of life, even in 
patients defined as non-responders. Though, using 50% 
as a cut off value diminishes inclusion of placebo effect, 
it might have led to an underestimation of the overall effi-
cacy of ONS as most other studies use a 30% cut-off value 
instead [2, 43]. Moreover, ONS has also shown to have 
beneficial effects on overall quality of life, however, as this 
was not assessed in the current study, the effect of ONS 
and voltage tuning might be underestimated [15]. The 
occurrence of voltage tuning might also been affected by 
some patients being unaware of the possibility of voltage 
tuning up until te interview. The current analysis shows 
that some patients suffering unilateral attacks, performed 
tuning solely on the attack site, whereas others adjusted 
the amplitude on both sites. Though an interesting find-
ing, it was not further investigated in the current study, 
however forms an interesting field for future research as 
it may improve our understanding of the mechanism and 
optimal approach to voltage tuning.

Future directions
To further assess the current phenomenon of voltage 
tuning, prospective studies evaluating QoL, efficacy as 
well as site of voltage tuning, using control groups are 
necessary.

Conclusion
ONS is an effective approach for therapy resistant CH 
due to its effect on attack frequency, intensity and 
duration. Despite successful outcomes of ONS, some 
patients still experience CH attacks at times, which 
may be managed by voltage tuning instead of oxygen 
therapy or sumatriptan injection or nasal spray. Out-
comes show that voltage tuning may cease and/or ter-
minate CH attacks and therefore raise interests in the 
use of ONS as acute attack treatment for patients with 
resistant CH treated with ONS. While the working 
mechanism of voltage tuning remains unknown, it is 
possible that some sort of neurophysiological ‘thresh-
old’ has to be reached to prevent a new attack. The 
heterogeneity in ‘stimulation behavior’ that is observed 
in ONS treatment probably follows the complex inter-
play between cognition and emotions in patients with 
CH. Future research should be performed to further 
investigate the optimal settings as well as occurrence 
and potential of voltage tuning in the treatment of 
refractory CH.

Abbreviations
CH  Cluster headache
DNIC  Diffuse noxious inhibitory control
IPG  Implantable pulse generator
NRS  Numeric rating scale
ONS  Occipital nerve stimulation
SCS  Spinal cord stimulation
TCC  Trigeminal cervical complex
VNS  Vagus nerve stimulation

Acknowledgements
The authors thank all subjects for their participation. Figures were created with 
BioRender.com.

Author contributions
EK and LK prepared the manuscript with indispensable intellectual input from 
all other authors. Data was collected by EK, SG and MH. All authors read and 
approved the final manuscript.

Funding
No funding was received for this study.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
This study was performed according to the Dutch law and Good Clinical 
Practice guidelines. The Medical Review Ethics Committee region Arnhem-
Nijmegen concluded that this study was not subject to the Medical 
Research Involving Human Subjects Act (CMO Oost-Nederland; file number: 
2024–17305). All patients gave consent for using their data for the current 
manuscript. All patients gave consent to participate in this study.

Consent for publication
All subjects gave consent for using their data for this manuscript.

Competing interests
The authors declare no competing interests.

Author details
1Department of Neurosurgery, Radboud University Medical Center, Geert 
Grooteplein Zuid 10, Nijmegen 6525 GA, Netherlands
2Department of Neurology, Canisius Wilhelmina Hospital (CWZ), 
Nijmegen, Netherlands
3Department of Anesthesiology, Perioperative, and Pain Medicine, 
Harvard Medical School, Brigham and Women’s Hospital, Boston, MA, USA
4Department of Neurology, New York Presbyterian Hospital, Weill Cornell 
Medical College, New York, NY, USA
5Department of Neurology, Radboud University Medical Center, 
Nijmegen, The Netherlands

Received: 10 July 2024 / Accepted: 2 August 2024

References
1. Wei DY, Yuan Ong JJ, Goadsby PJ (2018) Cluster headache: epidemiology, 

pathophysiology, clinical features, and diagnosis. Ann Indian Acad Neurol 
21(Suppl 1):S3–s8

2. Kurt E, Kollenburg L, van Dongen R, Volkers R, Mulleners W, Vinke S (2024) 
The untold story of occipital nerve stimulation in patients with cluster 
headache: surgical technique in relation to clinical efficacy. Neuromodulation 
27(1):22–35

3. Brandt RB, Doesborg PGG, Haan J, Ferrari MD, Fronczek R (2020) Pharmaco-
therapy for cluster headache. CNS Drugs 34(2):171–184

4. Wei DY, Goadsby PJ (2021) Cluster headache pathophysiology—insights from 
current and emerging treatments. Nat Reviews Neurol 17(5):308–324



Page 8 of 8Kollenburg et al. The Journal of Headache and Pain          (2024) 25:139 

5. Eskilsson A, Ageberg E, Ericson H, Marklund N, Anderberg L (2021) Decom-
pression of the greater occipital nerve improves outcome in patients with 
chronic headache and neck pain—a retrospective cohort study. Acta Neuro-
chir 163(9):2425–2433

6. Kingston WS, Dodick DW (2018) Treatment of cluster headache. Ann Indian 
Acad Neurol 21(Suppl 1):S9–s15

7. Magis D, Gérard P, Schoenen J (2016) Invasive occipital nerve stimulation for 
refractory chronic cluster headache: what evolution at long-term? Strengths 
and weaknesses of the method. J Headache Pain 17:8

8. Slavin KV, Isagulyan ED, Gomez C, Yin D (2019) Occipital nerve stimulation. 
Neurosurg Clin 30(2):211–217

9. Leone M, Proietti Cecchini A, Messina G, Franzini A (2017) Long-term occipital 
nerve stimulation for drug-resistant chronic cluster headache. Cephalalgia 
37(8):756–763

10. Wilbrink LA, de Coo IF, Doesborg PG, Mulleners WM, Teernstra OP, Bartels 
EC et al (2021) Safety and efficacy of occipital nerve stimulation for attack 
prevention in medically intractable chronic cluster headache (ICON): a ran-
domised, double-blind, multicentre, phase 3, electrical dose-controlled trial. 
Lancet Neurol 20(7):515–525

11. Kollenburg L, Kurt E, Mulleners W, Abd-Elsayed A, Yazdi C, Schatman ME et al 
(2024) Four decades of occipital nerve stimulation for headache disorders: a 
systematic review. Curr Pain Headache Rep

12. Diener HC, May A (2022) Drug treatment of cluster headache. Drugs 
82(1):33–42

13. Leone M, Proietti Cecchini A (2016) Long-term use of daily sumatriptan 
injections in severe drug-resistant chronic cluster headache. Neurology 
86(2):194–5

14. Mueller O, Gaul C, Katsarava Z, Diener H, Sure U, Gasser T (2011) Occipital 
nerve stimulation for the treatment of chronic cluster headache–lessons 
learned from 18 months experience. Cent Eur Neurosurgery-Zentralblatt für 
Neurochirurgie 72(02):84–89

15. Leplus A, Fontaine D, Donnet A, Regis J, Lucas C, Buisset N et al (2021) Long-
term efficacy of occipital nerve stimulation for medically intractable cluster 
headache. Neurosurgery 88(2):375–383

16. Raoul S, Nguyen JM, Kuhn E, de Chauvigny E, Lejczak S, Nguyen JP, Nizard 
J (2020) Efficacy of occipital nerve stimulation to treat refractory occipital 
headaches: a single-institution study of 60 patients. Neuromodulation 
23(6):789–95

17. Wilbrink LA, Teernstra OP, Haan J, van Zwet EW, Evers SM, Spincemaille GH et 
al (2013) Occipital nerve stimulation in medically intractable, chronic cluster 
headache. The ICON study: rationale and protocol of a randomised trial. 
Cephalalgia 33(15):1238–1247

18. Garcia-Ortega R, Edwards T, Moir L, Aziz TZ, Green AL, FitzGerald JJ (2019) 
Burst occipital nerve stimulation for chronic migraine and chronic cluster 
headache. Neuromodulation: Technol Neural Interface 22(5):638–644

19. Aibar-Durán JÁ, Holzapfel MJÁ, Rodríguez RR, Nieto RB, Arnall CR, Teixido JM 
(2020) Occipital nerve stimulation and deep brain stimulation for refractory 
cluster headache: a prospective analysis of efficacy over time. J Neurosurg 
134(2):393–400

20. Markosian C, Taruvai VS, Mammis A (2020) Neuromodulatory hacking: a 
review of the technology and security risks of spinal cord stimulation. Acta 
Neurochir 162:3213–3219

21. Fisher R, Eggleston K, Wright C (2015) Vagus nerve stimulation magnet activa-
tion for seizures: a critical review. Acta Neurol Scand 131(1):1–8

22. Washburn S, Catlin R, Bethel K, Canlas B (2014) Patient-perceived differences 
between constant current and constant voltage spinal cord stimulation 
systems. Neuromodulation: Technol Neural Interface 17(1):28–36

23. Sheldon B, Staudt MD, Williams L, Harland TA, Pilitsis JG (2021) Spinal cord 
stimulation programming: a crash course. Neurosurgical review 44:709–20.

24. Miller JP, Eldabe S, Buchser E, Johanek LM, Guan Y, Linderoth B (2016) Param-
eters of spinal cord stimulation and their role in electrical charge delivery: a 
review. Neuromodulation 19(4):373–84

25. Brooker C, Russo M, Cousins MJ, Taylor N, Holford L, Martin R et al (2021) 
ECAP-controlled closed-loop spinal cord stimulation efficacy and opioid 

reduction over 24-months: final results of the prospective, multicenter, open-
label Avalon study. Pain Pract 21(6):680–691

26. Wodehouse T, Bahra A, Mehta V (2020) Changes in peripheral and central 
sensitization in patients undergoing occipital nerve stimulation. Br J Pain 
14(4):250–255

27. Iacovelli E, Coppola G, Tinelli E, Pierelli F, Bianco F (2012) Neuroimaging in 
cluster headache and other trigeminal autonomic cephalalgias. J Headache 
Pain 13:11–20

28. Vollesen ALH, Snoer A, Beske RP, Guo S, Hoffmann J, Jensen RH, Ashina M 
(2018) Effect of infusion of calcitonin gene-related peptide on cluster head-
ache attacks: a randomized clinical trial. JAMA neurology 75(10):1187–97

29. Carmine Belin A, Ran C, Edvinsson L (2020) Calcitonin gene-related peptide 
(CGRP) and cluster headache. Brain sciences 10(1):30

30. Buture A, Boland JW, Dikomitis L, Ahmed F (2019) Update on the pathophysi-
ology of cluster headache: imaging and neuropeptide studies. Journal of 
pain research:269–81

31. Silvestro M, Tessitore A, Orologio I, Battista G, Siciliano M, Tedeschi G, Russo 
A (2022) Cluster headache pathophysiology: what we have learned from 
advanced neuroimaging. Headache 62(4):436–452

32. Goadsby PJ, Edvinsson L (1994) Human in vivo evidence for trigeminovascu-
lar activation in cluster headache. Neuropeptide changes and effects of acute 
attacks therapies. Brain 117 (Pt 3):427–34

33. Sabato FD, Giacovazzo M, Cristalli G, Rocco M, Fusco BM (1996) Effect 
of hyperbaric oxygen on the immunoreactivity to substance P in the 
nasal mucosa of cluster headache patients. Headache: J Head Face Pain 
36(4):221–223

34. Hoffmann J, Baca SM, Akerman S (2019) Neurovascular mechanisms of 
migraine and cluster headache. J Cereb Blood Flow Metab 39(4):573–594

35. Slotty P, Bara G, Kowatz L, Gendolla A, Wille C, Schu S, Vesper J (2015) Occipital 
nerve stimulation for chronic migraine: a randomized trial on subthreshold 
stimulation. Cephalalgia 35(1):73–78

36. Grinberg AS, Best RD, Min KM, Schindler EA, Koo BB, Sico JJ, Seng EK (2021) 
Cluster headache: clinical characteristics and opportunities to enhance qual-
ity of life. Curr Pain Headache Rep 25:1–6

37. Louter MA, Wilbrink LA, Haan J, van Zwet EW, van Oosterhout WP, Zitman FG 
et al (2016) Cluster headache and depression. Neurology 87(18):1899–1906

38. Patil AS, Levasseur B, Gupta M (2024) Neuromodulation and habituation: a 
literature review and conceptional analysis. of sustaining therapeutic efficacy 
and mitigating habituation

39. Levy RM, Mekhail N, Kramer J, Poree L, Amirdelfan K, Grigsby E et al (2020) 
Therapy habituation at 12 months: spinal cord stimulation versus dorsal root 
ganglion stimulation for complex regional pain syndrome type I and II. J Pain 
21(3–4):399–408

40. Montenegro MM, Kissoon NR (2023) Long term outcomes of occipital nerve 
stimulation. Front Pain Res (Lausanne) 4:1054764

41. Sciacca S, Smith JS, Akram H, Asim A, Matharu M, Watkins L (2014) Recharge-
able occipital nerve stimulator systems: a patient satisfaction study. Br J 
Neurosurg 28(5):645–649

42. Jakobs M, Hajiabadi MM, Aguirre-Padilla DH, Giaccobe P, Unterberg AW, 
Lozano AM (2023) Recharge PSYCH: a study on rechargeable implantable 
pulse generators in deep brain stimulation for psychiatric disorders. World 
Neurosurg 170:e331–e9

43. Fogh-Andersen IS, Sørensen JCH, Petersen AS, Jensen RH, Meier K (2023) The 
HortONS study. Treatment of chronic cluster headache with transcutaneous 
electrical nerve stimulation and occipital nerve stimulation: study protocol 
for a prospective, investigator-initiated, double-blinded, randomized, 
placebo-controlled trial. BMC neurology 23(1):379

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


	Occipital nerve stimulation for cluster headache: lessons to learn from the ‘voltage tuners’
	Abstract
	Introduction
	Methods
	Study population
	Study design and outcomes
	Statistical analysis

	Results
	Discussion
	Future directions

	Conclusion
	References


