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Abstract
Purpose: Research on acupuncture treatment for Chemotherapy Induced Peripheral Neuropathy (CIPN) lack important scientific 
standards that include homogenous populations, sham control groups, and valid and reliable outcome measures. This prospective 
double-blind Randomized Controlled Trial (RCT) sought to answer whether Electro Acupuncture (EA) could improve chronic 
neuropathic CIPN pain in breast cancer patients exposed to taxane chemotherapy compared to a sham acupuncture control group. 

Methods: 18 participants were recruited from the cancer registry at CancerCare Manitoba. The primary outcome measure 
was the Numeric Pain Rating Scale (NPRS). Subjective questionnaires and Quantitative Sensory Testing (QST) were used to 
establish nerve pain and function for baseline and follow up post 6-week trial. Acupuncture treatment consisted of bilateral 
points LR3, LI4 and ST36 with EA at 2Hz at maximum tolerance bilaterally x 30 minutes, once a week over 6 weeks. Sham 
acupuncture using Streitberger Placebo Needles (Asiamed) included the same points and treatment parameters.

Results: Baseline NPRS scores were equal between the groups with sham median (Q1-Q3) 5.5 (4.75-6.0) and true 5.0 (3.5-7.75) 
NS. Post pain scores revealed a statistically significant and clinically relevant improvement for the sham group with a reduction 
in pain to 2.50 (2.0-3.0), p=0.04 compared to the true EA group 4.25 (3.25-5.0) that demonstrated no clinical or statistical 
improvement. 

Conclusion: This trial used best practice, incorporated a homogeneous population, used valid and reliable outcome measures, 
and sham controls. The evidence suggests that EA does not provide superior analgesia compared to placebo acupuncture and 
may reduce the placebo response. 
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Introduction
Chemotherapy Induced Peripheral Neuropathy (CIPN) 

is a leading complaint among cancer survivors and can result 
in lasting symptoms of neuropathic pain or hypoesthesia [1]. 
Despite the prevalence and persistence of symptoms, there are 
currently few treatments available [2]. The majority of patients 
on chemotherapy treatment will seek Complementary Alternative 
Medicine (CAM) to assist with symptoms during and after cancer 
treatment [3,4]. CAM encompasses a variety of treatments ranging 
from homeopathy to mindfulness. A few of these treatments such 
as meditation and relaxation can be valuable, while others (such 
as acetyl-L-carnitine) have been shown to exacerbate CIPN 
symptoms [5]. Evidence of the benefit or harm of CAM treatments 
is difficult to determine as many of these treatments have not 
been scientifically tested [1,6,7]. Acupuncture is part of CAM and 
a popular choice for many breast cancer patients. The National 
Institute of Health consensus statement in 1997 and a prospective 
randomized controlled trial for electro acupuncture (EA) and 
chemotherapy-induced emesis have led to increasing acceptance 
among cancer patients and the medical community [8-10]. The 
efficacy for acupuncture specific to the treatment of cancer pain 
is limited. Further, the current research for acupuncture and 
CIPN treatment lack important scientific standards including 
homogenous populations, sham placebo groups, valid and reliable 
outcome measures, reported acupuncture points, treatment time and 
duration [8,11-14]. This study sought to answer clearly whether a 
combination of acupuncture and EA (used to strengthen the clinical 
response) could improve neuropathic pain CIPN symptoms in 
breast cancer patients exposed to taxane chemotherapy compared 
to a sham placebo control group. 

Methods
Participants and Eligibility

Patients were recruited from the cancer registry at CancerCare 
Manitoba. All stage I-III, first cancer patients with primary breast 
cancer diagnosed in 2015 and 2016 that received docetaxel 
chemotherapy were contacted via letter. The letter indicated that an 
acupuncture trial was recruiting for the treatment of painful CIPN 
symptoms and contained contact information for the research 
coordinator. Participants were screened over the phone with the 
Self report of the Leeds Assessment of Neuropathic Symptoms 
and Signs (S-LANSS) questionnaire and a Numeric Rating Pain 
Scale (NPRS). A score >12 on the S-LANSS and an NPRS 3/10 
or higher were eligible for participation. Exclusion criteria were 
co-morbid conditions that cause peripheral neuropathic symptoms, 
medical co-morbidities that are contraindications for acupuncture, 
lymphedema, pain not specific to fingers/toes, and pain not 
neuropathic in origin (SLANSS <12 and NPRS <3/10). 

Protocol 

Ethics approval was obtained from the Health Research 

Ethics Board (HREB) at the University of Manitoba (H2015:282) 
and the Research Resource Impact Committee at CancerCare 
Manitoba (2015:042). Clinical trials number NCT02821442. After 
consent, an initial assessment for baseline nerve function testing 
was completed. Self-reported data and Quantitative Sensory 
Testing (QST) were used to establish nerve pain and function for 
baseline and the follow up post 6-week trial. Quantitative Sensory 
Testing (QST) is a valid, reliable and reproducible measure 
frequently used in research for diagnosing and assessing small 
fibre neuropathies such as CIPN [15,16]. QST accurately measures 
somatosensory characteristics at specific time points and provides 
information on larger myelinated (Aβ), small thinly myelinated 
(Aδ), and unmyelinated (C-fibre) function or dysfunction. The most 
painful of either the fingers or toes was chosen for testing. Follow 
up assessment (blinded assessor) occurred 2-4 days after the six-
week trial to repeat the nerve assessment and self-report questions. 
After the final assessment, those allocated to sham acupuncture 
were offered true acupuncture. However, since preliminary data 
analysis revealed statistically and clinically significant change 
in pain scores for the sham placebo group, and no change except 
possibly maintaining neuropathic pain, the study was terminated. 

Outcome Measures

Primary

1) Numeric Rating Pain Scale (NPRS) - was the primary outcome 
measure. A verbal description (0-10) on the intensity of CIPN 
pain on each visit was assessed. 0 indicated ‘no pain’ while 10 
indicated ‘worst pain imaginable’. A minimum of 3/10 was 
required for study enrolment. 

2) Self report version of the Leeds Assessment for Neuropathic 
Symptoms and Signs (S-LANSS) - is a valid, sensitive and 
specific questionnaire and was used to confirm the resolution 
of neuropathic pain and symptoms [17]. A score equal to or 
>12 was required for study enrolment to confirm presence 
of neuropathic symptoms, ensuring a relatively homogenous 
sample. 

Secondary

3) Quantitative Sensory Testing 

i. Thermal cold pain thresholds (Neurosensory Analyzer 
TSAII, Medoc, Israel) - measured Aδ and C-fibre function. 
Increased sensitivity to thermal pain thresholds results in thermal 
hyperalgesia and has been described as a common feature of both 
neuropathic pain and painful CIPN. The TSA II thermode was 
attached to the tip of the palmar surface of the distal phalanx of 
the index finger or plantar surface of the big toe. Temperature 
was decreased by 0.1-degree Celsius (°C) increments until the 
participant pressed a button indicating thermal pain. The test 
immediately stops when the participant presses the button and the 
temperature returns to baseline (32 °C). The participant is always 
in control and is never at risk for tissue damage (temperature limits 
are set to vary only from 0-50 °C. Thermal hyperalgesia is defined 
as a painful response at >18 °C.
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ii. Pressure/pain thresholds (pain pressure algometer) - 
was selected as a measure of central sensitization. A hand-held 
device (Somedic AB, Sweden) was applied perpendicular to the 
left quadriceps muscle. The quadriceps muscle is distant from 
the source of pain and a lower tolerance to pressure suggests the 
possibility of central sensitization. Increasing pressure is applied 
until the participant determines that the sensation has changed 
from a feeling of pressure to a feeling of pain. The test stops when 
the participant presses the button indicating pain, and force (Kpa) 
is recorded. 

4) Participants’ expectations for potential recovery with 
acupuncture treatment were recorded on initial assessment. 
Expectation is known to play a large role in treatment response 
and helped to confirm between group similarities.

5) Belief - a post treatment question whether the participant 
believed they were in the true versus sham acupuncture condition 
that was recorded on the final assessment. 

The protocol was based on consensus recommendations 
for optimal treatment, sham controls and blinding from the 
International Acupuncture Research Forum, and the standards for 
reporting interventions in clinical trials of acupuncture (STRICTA) 
[18-22]. Both the outcome assessor and participants were blinded 
to the intervention groups. Random numbers were assigned to 
each group and envelopes containing treatment or sham were pre-
randomized, sealed, and provided to the experienced acupuncturist 
prior to trial enrolment by a member of the research team not 
connected to recruitment or assessment. True acupuncture 
consisted of acupuncture points ST36, LR3, and LI4 bilaterally 
x 30 minutes, once a week for 6 weeks. EA was applied to ST36 
where electrical current was transmitted through the needles at 2Hz 
and the maximum tolerated intensity (ES-130 Portable Japanese 
Electro-Acupuncture Device, UPC Medical Supplies Inc. South 
El Monte, CA, USA). These points were selected using points 
and treatment times previously shown to be effective [20,22-27]. 
Sham placebo acupuncture using Streitberger Placebo Needles 
(Asiamed) included the same points and treatment parameters, but 
the placebo needles do not penetrate the skin and the current for 
EA was not turned on. Streitberger placebo needles are virtually 
indistinguishable from true acupuncture needles [28]. The end of 
the needle is blunted so that it cannot penetrate the skin. The handle 
telescopes similar to magicians’ ‘fake dagger’, and the illusion 
results in the participant thinking they received true acupuncture. 
Multiple sensory systems are misled as the participant feels the 
sharp ‘pin-prick’ sensation, sees the needle penetrating and the 
blinking green light from the electrical stimulus device, convincing 
the individual that real treatment has been provided. Participants 
had painful CIPN symptoms in either the hands, the feet or both. 
The most painful of either the hands or feet was tested at the Pain 
Research Laboratory, University of Manitoba. As acupuncture is 
a systemic treatment, it was appropriate to select the most painful 
site for study and our outcomes were sensitive and specific to 
either the hands or the feet. 

Data Analysis

NPRS values pre- and post-intervention between the 
treatment and control groups were compared using the Mann-
Whitney test. S-LANSS values post-intervention were compared 
using the Fisher’s exact test. Delta scores from pre-intervention to 
post-intervention assessments were calculated for cold pain scores 
and pain pressure scores. Independent t-tests were used to compare 
cold pain scores, whereas the Mann-Whitney test was used for 
pain pressure because the assumption of normality was not met. 
All analyses were run using the R project for statistical computing 
software version 3.4.1. (R. Development team, 2017).

Results
Our initial cancer registry letter resulted in 40 phone calls 

indicating interest in participation. Of these, 19 female participants 
met the inclusion criteria and were invited to participate. 
Ineligibility of the interested participants was due primarily to 
other pain not defined as neuropathic in origin (S-LANSS<12). 
One participant withdrew from the study after the first acupuncture 
treatment session as she believed her pain increased significantly 
with acupuncture. Interestingly, she had been randomized to the 
sham group and had only received placebo needles. To meet the 
minimum criteria of CIPN pain for 6 months, participants had to 
have completed their chemotherapy at least 2 years prior to the 
study. Sixteen of 18 participants completed chemotherapy 3 years 
before, with the remaining 2 participants completing treatment the 
following year. Ten participants in the true treatment and 8 in the 
sham completed the trial. Pain was primarily reported as being 
the worst in the feet (n=13) versus the hands (n=5). The primary 
outcome measure was the change in pain score. A change score 
of 2 for the NPRS is defined as clinically relevant [29]. Baseline 
NPRS scores were equal between the groups with sham median 
(Q1-Q3) 5.5 (4.75-6.0) and true 5.0 (3.5-7.75) NS. Post pain 
scores revealed a statistically significant and clinically relevant 
improvement for the sham group with a reduction in pain to 2.50 
(2.0-3.0), p=0.04, compared to the true acupuncture group 4.25 
(3.25-5.0) that demonstrated no clinical improvement. Figure 1. 
shows the median and IQR of true versus sham pain scores pre 
and post treatment. SLANSS scores also changed post-treatment. 
While everyone had to have a score >12 before the trial to define the 
pain as neuropathic, only one person continued to score >12 after 
sham treatment, indicating that 7/8 sham treatment individuals 
perceived their pain as being different (less neuropathic symptoms 
of burning, shooting, hypersensitivity). The true acupuncture 
group were more likely to maintain the description of pain being 
neuropathic in origin with 6/10 scoring >12. Comparison of the 
post treatment S-LANSS scores between the sham and true groups 
were not significant; however, the difference approached statistical 
significance (p=0.06). Thus, the data was trending that true EA had 
less effect on neuropathic pain descriptions compared with sham 
acupuncture. 
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Figure 1: Pre and post treatment pain scores. The box and whisker 
plots indicate the pain scores for participants randomized to either 
true (n=10) or sham (n=8) acupuncture. The line represents the 
median score. The boxes indicate the 25th and 75th percentile and 
the whiskers are the highest and lowest values. The values along 
the y axis are NPRS scores from 0-10 where 0=no pain and 10= 
the worst pain imaginable. 

Since expectation can influence the outcome in studies 
involving placebo participants’ expectations for recovery with 
acupuncture were noted. At initial assessment, all 18 participants 
either believed acupuncture would help their symptoms (n=3 in 
treatment and n=1 in sham) or had heard it could help and were 
wanting to ‘give it a try’ (n=7 in treatment and n=7 in sham). Post 
treatment, when asked if acupuncture treatment helped their pain, 
13 of 18 (72.2%) believed they were better. Of the 5 participants 
that felt their pain was not helped, 3 were in the treatment group 
and 2 were in the sham. Therefore, 70% of participants in the true 
(n= 7) and 75% of sham group (n= 6) believed acupuncture had 
improved their pain. Individual change scores of the participants 
in the true and sham groups are plotted in Figure 2A and 2B. None 
of the participants were worse with the majority having decreased 
pain scores post-treatment compared to baseline. To verify that 
the sham group received a believable placebo, participants were 
asked at the end of the study in which group they thought they had 
been randomized. One participant in the true acupuncture group 
believed they had received sham treatment, while two in the sham 
group were unsure of sham versus true acupuncture allocation. 
With respect to the results in Quantitative Sensory Testing (QST), 
there was no difference in QST measures for changes in cold pain 
(p=0.64) thresholds and there was no difference in pressure pain 
thresholds (p=0.18).

Figure 2A: Pre and post treatment pain scores. The line graph 
indicates the pain scores for participants randomized to true 
(n=10) acupuncture. The blue line represents the median pre-
treatment NPRS score. The orange line represents post-treatment 
NPRS scores. Participants are along the x-axis and NPRS scores 
are along the y axis. The NPRS ranks pain from 0-10 where 0=no 
pain and 10= the worst pain imaginable. 

Figure 2B: Pre and post sham pain scores. The line graph indicates 
the pain scores for participants randomized to sham (n=8) 
acupuncture. The blue line represents the median pre-sham NPRS 
score. The orange line represents post- NPRS scores. Participants 
are along the x axis and NPRS scores are along the y axis. The 
NPRS ranks pain from 0-10 where 0=no pain and 10= the worst 
pain imaginable. 
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Discussion
The results of this trial were surprising. In an effort to 

maximize the treatment effect due to the true intervention, the 
parameters chosen included 2 Hz EA applied at ST36 at the 
strongest tolerable intensity. At this intensity, there were no 
benefits of EA for the treatment of chronic neuropathic CIPN 
pain. In fact, preliminary analysis confirmed that true electro 
acupuncture treatment was not resulting in improved pain scores or 
the expected placebo response. At minimum, it was expected that 
pain scores would be equal to sham acupuncture (pain reduction 
by 45%), even if true EA was ineffective. We had concerns that EA 
potentially may be maintaining the neuropathic pain. Interestingly, 
despite no statistically significant or clinically relevant change in 
pain for the treatment group, 70% of the participants subjectively 
reported that EA treatment had helped their symptoms. The 
participants’ recollection of the effectiveness of acupuncture 
contrasted with the QST and subjective questionnaire data. This 
highlights the importance of using valid and reliable outcome 
measures to monitor change over time. Individual reflection on 
experience and memory is clearly not objective. It may seem 
improbable in a chronic pain state that the sham group improved 
by 45%. Likely, the pain reduction reported post sham placebo 
treatment would not have persisted, and participants pain would 
have returned shortly after re-assessment. The placebo literature 
supports the dramatic improvements in the sham group and 
explains how this would be expected. Placebo research describes 
the power of expectation and hope in modulating neuro immune 
responses and the pain processing network. Central nervous system 
pain modulation affects the descending noxious inhibitory control 
system, the anterior cingulate cortex, amygdala, dorsal lateral 
prefrontal cortex, and the periaqueductal grey that is linked to the 
release of endogenous opioids and non-opioid neurotransmitters 
involved in analgesia. Depending on the clinical trial, placebo can 
account for 10-60% of the response. Specific to chronic pain states 
the literature varies between 26-45% [30,31]. Expectations and 
beliefs have a known role in stimulating the same opioid pathways 
as acupuncture [32]. Documenting this expectation in clinical 
trials can help explain the observed placebo response. 

Animal models using acupuncture to produce anti-
hyperalgesia help to interpret the possible physiological 
mechanisms and pathways that result in pain reduction. Specifically, 
(EA) is effective in diminishing cold hyperalgesia in rat models of 
chemotherapy-induced pain [33]. Moon and colleagues showed 
that the opioid pathway was responsible by using the opioid 
receptor antagonist (naloxone) which negated the effects of EA in 
this pain model. EA effectively diminished hyperalgesia/allodynia 
in rats induced with paclitaxel neuropathy, and μ, δ, and k opioid 
receptors were responsible for the anti-hyperalgesic response [34]. 
Additional rat models of neuropathic pain have confirmed that 
mechanical allodynia is relieved by 2-10 Hz EA and confirmed 
with antagonists that spinal μ and δ receptors mediate this anti-
nociceptive effect [35-37]. EA has also been shown to inhibit 
inflammatory mediators in the spinal cord after spinal nerve 

ligation [38]. EA has been shown to stimulate the production of 
Nerve Growth Factor (NGF), Brain Derived Neurotrophic Factor 
(BDNF), and neurotrophin-3 (NT-3) in rats and rabbits [39-
41]. These neurotrophic factors are important in stimulating the 
growth cone and promoting neuro regeneration after injury. While 
there is encouragement for the use of acupuncture/EA in animal 
models of pain, there is limited evidence from human clinical 
trials. Many systematic reviews have evaluated whether cancer 
specific pain can be treated with acupuncture [11,12,14,42,43]. 
Unfortunately, reviews recognize that the majority of studies are 
of low methodological quality, lack proper blinding, have high risk 
of bias, and have no control groups. One article, in particular, is 
consistently identified in many reviews to be of high methodological 
quality, low risk of bias, with proper randomization [44]. Alimi 
and colleagues published a blinded, prospective, Randomized 
Controlled Trial (RCT) in the Journal of Clinical Oncology, and 
found that auricular acupuncture was effective in treating chronic 
central and peripheral neuropathic pain (measured by the VAS pain 
scale and average electrical potential difference). This study had a 
heterogeneous sample population (included head and neck, breast, 
lung and other cancers), included all stages of cancer (including 
metastatic disease), treated any painful site in the body (average 
of 6 different painful sites per person), lacked validated outcome 
measures (the effect relating to pain by measuring the electrical 
potential difference of the ear with an electrical voltmeter has not 
been validated), used no outcome measures to distinguish the type 
of pain treated (i.e. neuropathic, nociceptive, inflammatory), and 
weak inclusion criteria (pain only had to be stable for one month). 
Their primary outcome measure was average pain at day 60 after 
2 acupuncture treatments one month apart. The methodological 
structure of the study raises the possibility that improvements in 
pain scores could easily occur with passing time. 

Another CIPN pilot study used Nerve Conduction Studies 
(NCS) as the primary outcome measure on the effectiveness of 
acupuncture [45]. The results demonstrated that acupuncture 
improved Aa fibres’ velocity and amplitude signals, and that these 
improvements persisted 3 months post acupuncture treatment. Of 
significance here is that CIPN is a small fibre neuropathy affecting 
some Aβ, but mostly small thinly myelinated Aδ and unmyelinated 
C fibres, and nerve conduction studies are neither specific nor 
sensitive for evaluation of small fibre function. Our study used 
Quantitative sensory testing (QST) to provide quantitative nerve 
sensation data in addition to subjective reports of pain. QST is 
a quantitative, reliable and reproducible measure for diagnosing 
small fibre neuropathies (Aδ and C fibres) when adherence to 
protocol and attentiveness of the participant is maintained. QST 
can also quantify larger Aβ fibre function. CIPN symptoms begin 
as a small fibre neuropathy, and even small subclinical changes can 
be quantified with repeated measures of QST [46-49]. Our study 
found no improvement to thermal pain or pressure pain thresholds 
with EA. Low frequency (2-4 Hz) and high frequency (100 Hz) EA 
are established frequencies used in research and clinical practice 
and known to stimulate different pain modulation pathways [50-
52]. The optimal frequency is thought to activate endogenous 
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opioid and descending noxious inhibitory control (DNIC) by 
stimulating Aδ fibres that, in turn, release endorphins and serotonin 
in the brain [18,53,54]. In agreement with our results, another 
study found EA treatment was equal to placebo for participants 
with CIPN [49]. Unfortunately, the methods chosen (specifically 
the treatment schedule, EA dosage time and frequency at 50 
Hz) are not comparable to other animal/human studies [50-52]. 
The subjective CIPN complaints of the participants also differed 
substantially with some having pain, numbness, paresthesia, 
or functional impairments in the hands or feet. In addition, the 
inclusion criteria in the Rostock study allowed for multiple cancers, 
multiple chemotherapy regimens, and treatment at different time 
points post chemotherapy; that is, substantial heterogeneity, thus 
making it difficult to determine efficacy. 

The Clinical Oncology Society of Australia published a 
position statement on Complementary Alternative Medicine 
(CAM) identifying the growing acceptance among patients and 
the urgent need for clinicians to support research to clarify the 
potential benefit or harm, and define the role in cancer care [55]. 
With patients seeking CAM, evidence for use in cancer symptom 
management is required to assess the benefits and risks. In terms 
of this current study, strict inclusion criteria ensured homogeneity, 
clearly defined methods allowed for repeatability, and acupuncture 
treatments selected from previous studies shown to be effective 
were employed. Both the participant and assessor were blinded 
to the treatment, and sham placebo controls were used. Clearly 
a recognized limitation is the small sample, size which offers the 
possibility that the observed differences may be due to random 
effect. Importantly, these factors do not explain our results that 
true EA at these stimulation and treatment parameters imparts 
no analgesic effect and may possibly maintain neuropathic pain. 
Future acupuncture studies should use acupuncture alone to make 
further conclusions. 

Conclusion
This prospective double-blind RCT used best practice 

and STRICTA guidelines for EA incorporating a homogeneous 
population, valid and reliable outcome measures, and sham 
controls. We believe that this current study demonstrates that 
patients should not seek EA treatment for neuropathic pain due to 
CIPN. 

References
1. Sisignano M, Baron R, Scholich K, Geisslinger G (2014) Mechanism-

based treatment for chemotherapy-induced peripheral neuropathic 
pain. Nature reviews. Neurology 10: 694-707.

2. Hershman DL, Lacchetti C, Dworkin RH (2014) Prevention and 
management of chemotherapy-induced peripheral neuropathy in 
survivors of adult cancers: American Society of Clinical Oncology 
clinical practice guideline. Journal of clinical oncology : official journal 
of the American Society of Clinical Oncology 32: 1941-1967.

3. Sparber A, Bauer L, Curt G (2000) Use of complementary medicine by 
adult patients participating in cancer clinical trials. Oncology nursing 
forum 27: 623-630.

4. Richardson MA, Masse LC, Nanny K, Sanders C (2004) Discrepant 
views of oncologists and cancer patients on complementary/
alternative medicine. Supportive care in cancer : official journal of the 
Multinational Association of Supportive Care in Cancer 12: 797-804.

5. Hershman DL, Unger JM, Crew KD (2013) Randomized double-
blind placebo-controlled trial of acetyl-L-carnitine for the prevention 
of taxane-induced neuropathy in women undergoing adjuvant breast 
cancer therapy. Journal of clinical oncology : official journal of the 
American Society of Clinical Oncology 31: 2627-2633.

6. Poupon L, Kerckhove N, Vein J (2015) Minimizing chemotherapy-
induced peripheral neuropathy: preclinical and clinical development of 
new perspectives. Expert opinion on drug safety 14: 1269-1282.

7. Han Y, Smith MT (2013) Pathobiology of cancer chemotherapy-
induced peripheral neuropathy (CIPN). Frontiers in pharmacology 4: 
156.

8. Cohen AJ, Menter A, Hale L (2005) Acupuncture: role in comprehensive 
cancer care--a primer for the oncologist and review of the literature. 
Integrative cancer therapies 4: 131-143.

9. Acupuncture. NIH consensus statement 15: 1-34.

10. Shen J, Wenger N, Glaspy J (2000) Electroacupuncture for control 
of myeloablative chemotherapy-induced emesis: A randomized 
controlled trial. Jama 284: 2755-2761.

11. Choi TY, Lee MS, Kim TH, Zaslawski C, Ernst E (2012) Acupuncture 
for the treatment of cancer pain: a systematic review of randomised 
clinical trials. Supportive care in cancer : official journal of the 
Multinational Association of Supportive Care in Cancer 20: 1147-1158.

12. Paley CA, Tashani OA, Bagnall AM, Johnson MI (2011) A Cochrane 
systematic review of acupuncture for cancer pain in adults. BMJ 
supportive & palliative care 1: 51-55.

13. Lee H, Schmidt K, Ernst E (2005) Acupuncture for the relief of cancer-
related pain--a systematic review. European journal of pain (London, 
England) 9: 437-444.

14. Bao Y, Kong X, Yang L (2014) Complementary and alternative medicine 
for cancer pain: an overview of systematic reviews. Evidence-based 
complementary and alternative medicine : eCAM 2014: 170396.

15. Hershman DL, Weimer LH, Wang A (2011) Association between patient 
reported outcomes and quantitative sensory tests for measuring long-
term neurotoxicity in breast cancer survivors treated with adjuvant 
paclitaxel chemotherapy. Breast cancer research and treatment 125: 
767-774.

16. Arendt-Nielsen L, Yarnitsky D (2009) Experimental and clinical 
applications of quantitative sensory testing applied to skin, muscles 
and viscera. The journal of pain : official journal of the American Pain 
Society 10: 556-572.

17. Bennett MI, Smith BH, Torrance N, Potter J (2005) The S-LANSS score 
for identifying pain of predominantly neuropathic origin: validation for 
use in clinical and postal research. The journal of pain : official journal 
of the American Pain Society 6: 149-158.

18. Ma SX (2004) Neurobiology of Acupuncture: Toward CAM. Evidence-
based complementary and alternative medicine : eCAM 1: 41-47.

19. Zyloney CE, Jensen K, Polich G (2010) Imaging the functional 
connectivity of the Periaqueductal Gray during genuine and sham 
electroacupuncture treatment. Molecular pain 6.

20. White AR, Filshie J, Cummings TM (2001) International Acupuncture 
Research F. Clinical trials of acupuncture: consensus recommendations 
for optimal treatment, sham controls and blinding. Complementary 
therapies in medicine 9: 237-245.

https://pubmed.ncbi.nlm.nih.gov/25366108/
https://pubmed.ncbi.nlm.nih.gov/25366108/
https://pubmed.ncbi.nlm.nih.gov/25366108/
https://pubmed.ncbi.nlm.nih.gov/24733808/
https://pubmed.ncbi.nlm.nih.gov/24733808/
https://pubmed.ncbi.nlm.nih.gov/24733808/
https://pubmed.ncbi.nlm.nih.gov/24733808/
https://pubmed.ncbi.nlm.nih.gov/24733808/
https://pubmed.ncbi.nlm.nih.gov/10833691/
https://pubmed.ncbi.nlm.nih.gov/10833691/
https://pubmed.ncbi.nlm.nih.gov/10833691/
https://pubmed.ncbi.nlm.nih.gov/15378417/
https://pubmed.ncbi.nlm.nih.gov/15378417/
https://pubmed.ncbi.nlm.nih.gov/15378417/
https://pubmed.ncbi.nlm.nih.gov/15378417/
https://pubmed.ncbi.nlm.nih.gov/23733756/
https://pubmed.ncbi.nlm.nih.gov/23733756/
https://pubmed.ncbi.nlm.nih.gov/23733756/
https://pubmed.ncbi.nlm.nih.gov/23733756/
https://pubmed.ncbi.nlm.nih.gov/23733756/
https://pubmed.ncbi.nlm.nih.gov/26058312/
https://pubmed.ncbi.nlm.nih.gov/26058312/
https://pubmed.ncbi.nlm.nih.gov/26058312/
https://pubmed.ncbi.nlm.nih.gov/24385965/
https://pubmed.ncbi.nlm.nih.gov/24385965/
https://pubmed.ncbi.nlm.nih.gov/24385965/
https://pubmed.ncbi.nlm.nih.gov/15911926/
https://pubmed.ncbi.nlm.nih.gov/15911926/
https://pubmed.ncbi.nlm.nih.gov/15911926/
https://pubmed.ncbi.nlm.nih.gov/9809733/
https://pubmed.ncbi.nlm.nih.gov/11105182/
https://pubmed.ncbi.nlm.nih.gov/11105182/
https://pubmed.ncbi.nlm.nih.gov/11105182/
https://pubmed.ncbi.nlm.nih.gov/22447366/
https://pubmed.ncbi.nlm.nih.gov/22447366/
https://pubmed.ncbi.nlm.nih.gov/22447366/
https://pubmed.ncbi.nlm.nih.gov/22447366/
https://pubmed.ncbi.nlm.nih.gov/24653050/
https://pubmed.ncbi.nlm.nih.gov/24653050/
https://pubmed.ncbi.nlm.nih.gov/24653050/
https://pubmed.ncbi.nlm.nih.gov/15979024/
https://pubmed.ncbi.nlm.nih.gov/15979024/
https://pubmed.ncbi.nlm.nih.gov/15979024/
https://pubmed.ncbi.nlm.nih.gov/24817897/
https://pubmed.ncbi.nlm.nih.gov/24817897/
https://pubmed.ncbi.nlm.nih.gov/24817897/
https://pubmed.ncbi.nlm.nih.gov/21128110/
https://pubmed.ncbi.nlm.nih.gov/21128110/
https://pubmed.ncbi.nlm.nih.gov/21128110/
https://pubmed.ncbi.nlm.nih.gov/21128110/
https://pubmed.ncbi.nlm.nih.gov/21128110/
https://pubmed.ncbi.nlm.nih.gov/19380256/
https://pubmed.ncbi.nlm.nih.gov/19380256/
https://pubmed.ncbi.nlm.nih.gov/19380256/
https://pubmed.ncbi.nlm.nih.gov/19380256/
https://pubmed.ncbi.nlm.nih.gov/15772908/
https://pubmed.ncbi.nlm.nih.gov/15772908/
https://pubmed.ncbi.nlm.nih.gov/15772908/
https://pubmed.ncbi.nlm.nih.gov/15772908/
https://pubmed.ncbi.nlm.nih.gov/15257325/
https://pubmed.ncbi.nlm.nih.gov/15257325/
https://pubmed.ncbi.nlm.nih.gov/21080967/
https://pubmed.ncbi.nlm.nih.gov/21080967/
https://pubmed.ncbi.nlm.nih.gov/21080967/
https://pubmed.ncbi.nlm.nih.gov/12184353/
https://pubmed.ncbi.nlm.nih.gov/12184353/
https://pubmed.ncbi.nlm.nih.gov/12184353/
https://pubmed.ncbi.nlm.nih.gov/12184353/


Citation: Hammond EA, Pitz M, Lambert P, Shay B (2022) Electro Acupuncture is not Recommended for Managing Chronic Neuropathic Pain in Chemotherapy Induced 
Peripheral Neuropathy: A Double Blind Randomized Controlled Trial. J Orthop Res Ther 7: 1266. DOI: 10.29011/2575-8241.001266

7 Volume 7; Issue 10

J Orthop Ther, an open access journal
ISSN: 2575-8241

21. White A, Cummings M, Barlas P (2008) Defining an adequate dose 
of acupuncture using a neurophysiological approach--a narrative 
review of the literature. Acupuncture in medicine : journal of the British 
Medical Acupuncture Society 26: 111-120.

22. MacPherson H, White A, Cummings M (2002) Standards for Reporting 
Interventions in Controlled Trials of Acupuncture: the STRICTA 
recommendations. Journal of alternative and complementary medicine 
(New York, N.Y.) 8: 85-89.

23. Donald GK, Tobin I, Stringer J (2011) Evaluation of acupuncture in 
the management of chemotherapy-induced peripheral neuropathy. 
Acupuncture in medicine : journal of the British Medical Acupuncture 
Society 29: 230-233.

24. Bao T, Zhang R, Badros A, Lao L (2011) Acupuncture treatment for 
bortezomib-induced peripheral neuropathy: a case report. Pain 
research and treatment 2011: 920807.

25. Wong R, Sagar S (2006) Acupuncture treatment for chemotherapy-
induced peripheral neuropathy--a case series. Acupuncture in 
medicine : journal of the British Medical Acupuncture Society 24: 87-
91.

26. Mayor D (2013) An exploratory review of the electroacupuncture 
literature: clinical applications and endorphin mechanisms. 
Acupuncture in medicine : journal of the British Medical Acupuncture 
Society 31: 409-415.

27. MacPherson H, Altman DG, Hammerschlag R (2010) Revised 
STandards for Reporting Interventions in Clinical Trials of Acupuncture 
(STRICTA): extending the CONSORT statement. Acupuncture in 
medicine : journal of the British Medical Acupuncture Society 28: 83-
93.

28. Kleinhenz J, Streitberger K, Windeler J, Gussbacher A, Mavridis G 
(1999) Randomised clinical trial comparing the effects of acupuncture 
and a newly designed placebo needle in rotator cuff tendinitis. Pain 
83: 235-241.

29. Farrar JT, Young JP, LaMoreaux L, Werth JL, Poole RM (2001) Clinical 
importance of changes in chronic pain intensity measured on an 
11-point numerical pain rating scale. Pain 94: 149-158.

30. Schedlowski M, Enck P, Rief W, Bingel U (2015) Neuro-Bio-Behavioral 
Mechanisms of Placebo and Nocebo Responses: Implications for 
Clinical Trials and Clinical Practice. Pharmacol Rev 67: 697-730.

31. Peciña M, Zubieta J-K (2015) Molecular Mechanisms of Placebo 
Responses In Humans. Molecular psychiatry 20: 416-423.

32. Amanzio M, Benedetti F (1999) Neuropharmacological dissection 
of placebo analgesia: expectation-activated opioid systems versus 
conditioning-activated specific subsystems. J Neurosci 19: 484-494.

33. Moon HJ, Lim BS, Lee DI (2014) Effects of electroacupuncture on 
oxaliplatin-induced neuropathic cold hypersensitivity in rats. The 
journal of physiological sciences : JPS 64: 151-156.

34. Meng X, Zhang Y, Li A (2011) The effects of opioid receptor antagonists 
on electroacupuncture-produced anti-allodynia/hyperalgesia in rats 
with paclitaxel-evoked peripheral neuropathy. Brain research 1414: 
58-65.

35. Kim JH, Min BI, Na HS, Park DS (2004) Relieving effects of 
electroacupuncture on mechanical allodynia in neuropathic pain 
model of inferior caudal trunk injury in rat: mediation by spinal opioid 
receptors. Brain research 998: 230-236.

36. Sun RQ, Wang HC, Wan Y (2004) Suppression of neuropathic pain by 
peripheral electrical stimulation in rats: mu-opioid receptor and NMDA 
receptor implicated. Experimental neurology 187: 23-29.

37. Hwang BG, Min BI, Kim JH, Na HS, Park DS (2002) Effects of 
electroacupuncture on the mechanical allodynia in the rat model of 
neuropathic pain. Neuroscience letters 320: 49-52.

38. Lau WK, Chan WK, Zhang JL, Yung KK, Zhang HQ (2008) 
Electroacupuncture inhibits cyclooxygenase-2 up-regulation in rat 
spinal cord after spinal nerve ligation. Neuroscience 155: 463-468.

39. Chen YS, Yao CH, Chen TH (2001) Effect of acupuncture stimulation 
on peripheral nerve regeneration using silicone rubber chambers. The 
American Journal of Chinese Medicine 29: 377-385.

40. Chen J, Qi JG, Zhang W (2007) Electro-acupuncture induced NGF, 
BDNF and NT-3 expression in spared L6 dorsal root ganglion in cats 
subjected to removal of adjacent ganglia. Neuroscience research 59: 
399-405.

41. La JL, Jalali S, Shami SA (2005) Morphological studies on crushed 
sciatic nerve of rabbits with electroacupuncture or diclofenac sodium 
treatment. The American Journal of Chinese Medicine 33: 663-669.

42. Lee GS, Han JB, Shin MK (2003) Enhancement of electroacupuncture-
induced analgesic effect in cholecystokinin-A receptor deficient rats. 
Brain research bulletin 62: 161-164.

43. Franconi G, Manni L, Schroder S, Marchetti P, Robinson N (2013) 
A systematic review of experimental and clinical acupuncture in 
chemotherapy-induced peripheral neuropathy. Evidence-based 
complementary and alternative medicine : eCAM 2013: 516916.

44. Alimi D, Rubino C, Pichard-Leandri E, Fermand-Brule S, Dubreuil-
Lemaire ML (2003) Analgesic effect of auricular acupuncture for 
cancer pain: a randomized, blinded, controlled trial. Journal of clinical 
oncology : official journal of the American Society of Clinical Oncology 
21: 4120-4126.

45. Schroeder S, Meyer-Hamme G, Epplee S (2012) Acupuncture for 
chemotherapy-induced peripheral neuropathy (CIPN): a pilot study 
using neurography. Acupuncture in medicine : journal of the British 
Medical Acupuncture Society 30: 4-7.

46. Rolke R, Magerl W, Campbell KA (2006) Quantitative sensory testing: 
a comprehensive protocol for clinical trials. European journal of pain 
(London, England) 10: 77-88.

47. Moloney NA, Hall TM, O’Sullivan TC, Doody CM (2011) Reliability of 
thermal quantitative sensory testing of the hand in a cohort of young, 
healthy adults. Muscle & nerve 44: 547-552.

48. Backonja MM, Walk D, Edwards RR (2009) Quantitative sensory 
testing in measurement of neuropathic pain phenomena and other 
sensory abnormalities. The Clinical journal of pain 25: 641-647.

49. Rostock M, Jaroslawski K, Guethlin C, Ludtke R, Schroder S (2013) 
Chemotherapy-induced peripheral neuropathy in cancer patients: a 
four-arm randomized trial on the effectiveness of electroacupuncture. 
Evidence-based complementary and alternative medicine : eCAM 
2013: 349653.

50. Sluka KA, Bjordal JM, Marchand S, Rakel BA (2013) What makes 
transcutaneous electrical nerve stimulation work? Making sense of the 
mixed results in the clinical literature. Physical therapy 93: 1397-1402.

51. Somers DL, Clemente FR (2006) Transcutaneous electrical nerve 
stimulation for the management of neuropathic pain: the effects of 
frequency and electrode position on prevention of allodynia in a rat 
model of complex regional pain syndrome type II. Physical therapy 
86: 698-709.

52. Somers DL, Clemente FR (2009) Contralateral high or a combination 
of high- and low-frequency transcutaneous electrical nerve stimulation 
reduces mechanical allodynia and alters dorsal horn neurotransmitter 
content in neuropathic rats. The journal of pain : official journal of the 
American Pain Society 10: 221-229.

https://pubmed.ncbi.nlm.nih.gov/18591910/
https://pubmed.ncbi.nlm.nih.gov/18591910/
https://pubmed.ncbi.nlm.nih.gov/18591910/
https://pubmed.ncbi.nlm.nih.gov/18591910/
https://pubmed.ncbi.nlm.nih.gov/11890439/
https://pubmed.ncbi.nlm.nih.gov/11890439/
https://pubmed.ncbi.nlm.nih.gov/11890439/
https://pubmed.ncbi.nlm.nih.gov/11890439/
https://pubmed.ncbi.nlm.nih.gov/21875929/
https://pubmed.ncbi.nlm.nih.gov/21875929/
https://pubmed.ncbi.nlm.nih.gov/21875929/
https://pubmed.ncbi.nlm.nih.gov/21875929/
https://pubmed.ncbi.nlm.nih.gov/22110934/
https://pubmed.ncbi.nlm.nih.gov/22110934/
https://pubmed.ncbi.nlm.nih.gov/22110934/
https://pubmed.ncbi.nlm.nih.gov/16783284/
https://pubmed.ncbi.nlm.nih.gov/16783284/
https://pubmed.ncbi.nlm.nih.gov/16783284/
https://pubmed.ncbi.nlm.nih.gov/16783284/
https://pubmed.ncbi.nlm.nih.gov/23917395/
https://pubmed.ncbi.nlm.nih.gov/23917395/
https://pubmed.ncbi.nlm.nih.gov/23917395/
https://pubmed.ncbi.nlm.nih.gov/23917395/
https://pubmed.ncbi.nlm.nih.gov/20615861/
https://pubmed.ncbi.nlm.nih.gov/20615861/
https://pubmed.ncbi.nlm.nih.gov/20615861/
https://pubmed.ncbi.nlm.nih.gov/20615861/
https://pubmed.ncbi.nlm.nih.gov/20615861/
https://pubmed.ncbi.nlm.nih.gov/10534595/
https://pubmed.ncbi.nlm.nih.gov/10534595/
https://pubmed.ncbi.nlm.nih.gov/10534595/
https://pubmed.ncbi.nlm.nih.gov/10534595/
https://pubmed.ncbi.nlm.nih.gov/11690728/
https://pubmed.ncbi.nlm.nih.gov/11690728/
https://pubmed.ncbi.nlm.nih.gov/11690728/
https://pubmed.ncbi.nlm.nih.gov/26126649/
https://pubmed.ncbi.nlm.nih.gov/26126649/
https://pubmed.ncbi.nlm.nih.gov/26126649/
https://pubmed.ncbi.nlm.nih.gov/25510510/
https://pubmed.ncbi.nlm.nih.gov/25510510/
https://pubmed.ncbi.nlm.nih.gov/9870976/
https://pubmed.ncbi.nlm.nih.gov/9870976/
https://pubmed.ncbi.nlm.nih.gov/9870976/
https://pubmed.ncbi.nlm.nih.gov/24158835/
https://pubmed.ncbi.nlm.nih.gov/24158835/
https://pubmed.ncbi.nlm.nih.gov/24158835/
https://pubmed.ncbi.nlm.nih.gov/21872220/
https://pubmed.ncbi.nlm.nih.gov/21872220/
https://pubmed.ncbi.nlm.nih.gov/21872220/
https://pubmed.ncbi.nlm.nih.gov/21872220/
https://pubmed.ncbi.nlm.nih.gov/14751594/
https://pubmed.ncbi.nlm.nih.gov/14751594/
https://pubmed.ncbi.nlm.nih.gov/14751594/
https://pubmed.ncbi.nlm.nih.gov/14751594/
https://pubmed.ncbi.nlm.nih.gov/15081584/
https://pubmed.ncbi.nlm.nih.gov/15081584/
https://pubmed.ncbi.nlm.nih.gov/15081584/
https://pubmed.ncbi.nlm.nih.gov/11849761/
https://pubmed.ncbi.nlm.nih.gov/11849761/
https://pubmed.ncbi.nlm.nih.gov/11849761/
https://pubmed.ncbi.nlm.nih.gov/18606213/
https://pubmed.ncbi.nlm.nih.gov/18606213/
https://pubmed.ncbi.nlm.nih.gov/18606213/
https://pubmed.ncbi.nlm.nih.gov/11789580/
https://pubmed.ncbi.nlm.nih.gov/11789580/
https://pubmed.ncbi.nlm.nih.gov/11789580/
https://pubmed.ncbi.nlm.nih.gov/17875332/
https://pubmed.ncbi.nlm.nih.gov/17875332/
https://pubmed.ncbi.nlm.nih.gov/17875332/
https://pubmed.ncbi.nlm.nih.gov/17875332/
https://pubmed.ncbi.nlm.nih.gov/16173539/
https://pubmed.ncbi.nlm.nih.gov/16173539/
https://pubmed.ncbi.nlm.nih.gov/16173539/
https://pubmed.ncbi.nlm.nih.gov/14638390/
https://pubmed.ncbi.nlm.nih.gov/14638390/
https://pubmed.ncbi.nlm.nih.gov/14638390/
https://pubmed.ncbi.nlm.nih.gov/23983788/
https://pubmed.ncbi.nlm.nih.gov/23983788/
https://pubmed.ncbi.nlm.nih.gov/23983788/
https://pubmed.ncbi.nlm.nih.gov/23983788/
https://pubmed.ncbi.nlm.nih.gov/14615440/
https://pubmed.ncbi.nlm.nih.gov/14615440/
https://pubmed.ncbi.nlm.nih.gov/14615440/
https://pubmed.ncbi.nlm.nih.gov/14615440/
https://pubmed.ncbi.nlm.nih.gov/14615440/
https://pubmed.ncbi.nlm.nih.gov/22146780/
https://pubmed.ncbi.nlm.nih.gov/22146780/
https://pubmed.ncbi.nlm.nih.gov/22146780/
https://pubmed.ncbi.nlm.nih.gov/22146780/
https://pubmed.ncbi.nlm.nih.gov/16291301/
https://pubmed.ncbi.nlm.nih.gov/16291301/
https://pubmed.ncbi.nlm.nih.gov/16291301/
https://pubmed.ncbi.nlm.nih.gov/21826684/
https://pubmed.ncbi.nlm.nih.gov/21826684/
https://pubmed.ncbi.nlm.nih.gov/21826684/
https://pubmed.ncbi.nlm.nih.gov/19692807/
https://pubmed.ncbi.nlm.nih.gov/19692807/
https://pubmed.ncbi.nlm.nih.gov/19692807/
https://pubmed.ncbi.nlm.nih.gov/24066010/
https://pubmed.ncbi.nlm.nih.gov/24066010/
https://pubmed.ncbi.nlm.nih.gov/24066010/
https://pubmed.ncbi.nlm.nih.gov/24066010/
https://pubmed.ncbi.nlm.nih.gov/24066010/
https://pubmed.ncbi.nlm.nih.gov/23641031/
https://pubmed.ncbi.nlm.nih.gov/23641031/
https://pubmed.ncbi.nlm.nih.gov/23641031/
https://academic.oup.com/ptj/article/86/5/698/2857449
https://academic.oup.com/ptj/article/86/5/698/2857449
https://academic.oup.com/ptj/article/86/5/698/2857449
https://academic.oup.com/ptj/article/86/5/698/2857449
https://academic.oup.com/ptj/article/86/5/698/2857449
https://www.unboundmedicine.com/medline/citation/19010735/Contralateral_high_or_a_combination_of_high__and_low_frequency_transcutaneous_electrical_nerve_stimulation_reduces_mechanical_allodynia_and_alters_dorsal_horn_neurotransmitter_content_in_neuropathic_rats_
https://www.unboundmedicine.com/medline/citation/19010735/Contralateral_high_or_a_combination_of_high__and_low_frequency_transcutaneous_electrical_nerve_stimulation_reduces_mechanical_allodynia_and_alters_dorsal_horn_neurotransmitter_content_in_neuropathic_rats_
https://www.unboundmedicine.com/medline/citation/19010735/Contralateral_high_or_a_combination_of_high__and_low_frequency_transcutaneous_electrical_nerve_stimulation_reduces_mechanical_allodynia_and_alters_dorsal_horn_neurotransmitter_content_in_neuropathic_rats_
https://www.unboundmedicine.com/medline/citation/19010735/Contralateral_high_or_a_combination_of_high__and_low_frequency_transcutaneous_electrical_nerve_stimulation_reduces_mechanical_allodynia_and_alters_dorsal_horn_neurotransmitter_content_in_neuropathic_rats_
https://www.unboundmedicine.com/medline/citation/19010735/Contralateral_high_or_a_combination_of_high__and_low_frequency_transcutaneous_electrical_nerve_stimulation_reduces_mechanical_allodynia_and_alters_dorsal_horn_neurotransmitter_content_in_neuropathic_rats_


Citation: Hammond EA, Pitz M, Lambert P, Shay B (2022) Electro Acupuncture is not Recommended for Managing Chronic Neuropathic Pain in Chemotherapy Induced 
Peripheral Neuropathy: A Double Blind Randomized Controlled Trial. J Orthop Res Ther 7: 1266. DOI: 10.29011/2575-8241.001266

8 Volume 7; Issue 10

J Orthop Ther, an open access journal
ISSN: 2575-8241

53. DeSantana JM, Walsh DM, Vance C, Rakel BA, Sluka KA (2008) 
Effectiveness of transcutaneous electrical nerve stimulation for 
treatment of hyperalgesia and pain. Current rheumatology reports 10: 
492-499.

54. Sung HJ, Kim YS, Kim IS (2004) Proteomic analysis of differential 
protein expression in neuropathic pain and electroacupuncture 
treatment models. Proteomics 4: 2805-2813.

55. Braun L, Harris J, Katris P (2014) Clinical Oncology Society of Australia 
position statement on the use of complementary and alternative 
medicine by cancer patients. Asia-Pacific journal of clinical oncology 
10: 289-296.

https://pubmed.ncbi.nlm.nih.gov/19007541/
https://pubmed.ncbi.nlm.nih.gov/19007541/
https://pubmed.ncbi.nlm.nih.gov/19007541/
https://pubmed.ncbi.nlm.nih.gov/19007541/
https://pubmed.ncbi.nlm.nih.gov/15352254/
https://pubmed.ncbi.nlm.nih.gov/15352254/
https://pubmed.ncbi.nlm.nih.gov/15352254/
https://pubmed.ncbi.nlm.nih.gov/25244342/
https://pubmed.ncbi.nlm.nih.gov/25244342/
https://pubmed.ncbi.nlm.nih.gov/25244342/
https://pubmed.ncbi.nlm.nih.gov/25244342/

