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Somatosensory Cortical Plasticity in Carpal
Tunnel Syndrome Treated by Acupuncture
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Abstract: Carpal tunnel syndrome (CTS) is a common entrapment neuropathy of the median nerve
characterized by paresthesias and pain in the first through fourth digits. We hypothesize that aberrant
afferent input from CTS will lead to maladaptive cortical plasticity, which may be corrected by appro-
priate therapy. Functional MRI (fMRI) scanning and clinical testing was performed on CTS patients at
baseline and after 5 weeks of acupuncture treatment. As a control, healthy adults were also tested 5 weeks
apart. During fMRI, sensory stimulation was performed for median nerve innervated digit 2 (D2) and
digit 3 (D3), and ulnar nerve innervated digit 5 (D5). Surface-based and region of interest (ROI)-based
analyses demonstrated that while the extent of fMRI activity in contralateral Brodmann Area 1 (BA 1) and
BA 4 was increased in CTS compared to healthy adults, after acupuncture there was a significant decrease
in contralateral BA 1 (P < 0.005) and BA 4 (P < 0.05) activity during D3 sensory stimulation. Healthy
adults demonstrated no significant test-retest differences for any digit tested. While D3/D2 separation
was contracted or blurred in CTS patients compared to healthy adults, the D2 SI representation shifted
laterally after acupuncture treatment, leading to increased D3/D2 separation. Increasing D3 /D2 separa-
tion correlated with decreasing paresthesias in CTS patients (P < 0.05). As CTS-induced paresthesias
constitute diffuse, synchronized, multidigit symptomatology, our results for maladaptive change and
correction are consistent with Hebbian plasticity mechanisms. Acupuncture, a somatosensory condition-
ing stimulus, shows promise in inducing beneficial cortical plasticity manifested by more focused digital

representations. Hum Brain Mapp 28:159-171, 2007.
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INTRODUCTION

Carpal tunnel syndrome (CTS) is the most common en-
trapment neuropathy, with a prevalence of 3.72% in the
United States. CTS etiology is characterized by compression
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of the distal median nerve and an elevated pressure in the
carpal tunnel. Ischemic injury to the median nerve induces a
range of symptoms primarily in the first through fourth
digit, including paresthesias, pain, and weakness. Paresthe-
sias represent the most common symptom [Nora et al., 2005]

*Correspondence to: Vitaly Napadow, Ph.D. Lic.Ac., 149 13th St., Rm.
2301, Charlestown, MA 02119. E-mail: vitaly@nmr.mgh.harvard.edu
Received for publication 7 December 2005; Accepted 6 February
2006

DOI: 10.1002/hbm.20261

Published online 7 June 2006 in Wiley InterScience (www.
interscience.wiley.com).

S @WILEY .
& InterScience®

GISCOVER SOMETHISG GAEAT



¢ Napadow et al. ¢

and result from ectopic impulse activity generated by isch-
emic nerve damage [Mogyoros et al., 2000; Ochoa and Tore-
bjork, 1980].

Surgery is considered the most definitive treatment, with
as high as 70-90% of subjects reporting freedom from noc-
turnal pain after surgery [Katz et al., 1998]. Nevertheless,
surgery drives up costs and there have been long-term fol-
low-up studies suggesting that patients who have under-
gone carpal tunnel release do no better that those who have
been managed with conservative care [Nathan et al., 2001].
Conservative treatments vary from injection of corticoste-
roids to neutral wrist splinting [Wilson and Sevier, 2003].
Injection of corticosteroids has been found to improve symp-
toms in more than 75% of patients, with short-term improve-
ment in median-nerve conduction. However, symptoms
generally recur within 1 year. In addition, a recent review by
O’Connor et al. [2003] found that current evidence suggests
that short-term benefit can be derived from oral steroids,
splinting, ultrasound, yoga, and carpal bone mobilization,
but the durability of these treatments is not known.

Acupuncture for the treatment of CTS has been evaluated
in several studies. Naeser et al. [2002] found a significant
reduction in McGill Pain Questionnaire scores and median
nerve sensory latency after a mixed laser acupuncture/mi-
cro-transcutaneous electrical nerve stimulation (Micro-
TENS) treatment protocol compared to sham stimulation in
a crossover design trial. Chen [1990] reported almost uni-
form improvement (97.2% success rate by questionnaire)
using conventional manual and electrical acupuncture.
However, the mechanism by which acupuncture affects CTS
is not well understood. Furthermore, it is not clear how
acupuncture might impact the central manifestations of CTS,
a peripheral neuropathic condition.

CTS leads to altered afferent processing throughout the
somatosensory system (e.g., peripheral and central nervous
systems), as measured by somatosensory evoked potentials
(SEPs) in the spinal cord, brainstem, and primary sensori-
motor cortex (SMC) [Tinazzi et al., 1998]. The digits occupy
a significant portion of the human somatotopic map in the
primary somatosensory cortex and are represented in con-
secutive order along the postcentral gyrus, with digit 1 (D1)
most ventrolateral and D5 most dorsomedial [Penfield and
Boldrey, 1937]. Using magnetoencephalography (MEG),
Tecchio et al. [2002] demonstrated that the cortical represen-
tation distance between D1 and D5 in the contralateral pri-
mary somatosensory cortex (SI) depended on the patients’
qualitative symptomatology—expansion when paresthesias
prevailed and contraction when pain prevailed. Further,
compared to D5 (ulnar nerve innervated), the cortical re-
sponse for D3 (median nerve innervated) was amplified. We
have also reported differences in central somatosensory pro-
cessing between CTS patients and healthy adults using func-
tional MRI (fMRI) [Napadow et al., 2006]. We found that
CTS patients experienced cortical hyperactivation to non-
noxious somatosensory stimulation of affected digits and
expanded cortical representations. We also found that the
primary somatosensory representations for D2 and D3 were

closer together (blurred) than in healthy adults, with the
separation distance correlating negatively with a degree of
pathology as measured by delay in the sensory nerve con-
duction latency.

It is widely known that altered afferent input patterns
drive neuroplasticity in the cerebral cortex [Merzenich et al.,
1983, 1984]. In fact, aberrant somatotopy has been described
for other chronic pain states, such as complex regional pain
syndrome (CRPS, type I, see Maihofner et al. [2003]), and
evidence exists that as these conditions resolve, so does the
maladaptive central plasticity [Maihofner et al., 2004]. Ad-
ditionally, aberrant somatotopy also results from synchro-
nized afferent input in a condition known as syndactyly,
where adjacent digits on the hand are fused together. Elec-
trophysiology and MEG studies have demonstrated that
syndactyly produces blurred cortical representations of the
affected digits [Allard et al., 1991], while surgical separation
of these digits induces normalized cortical reorganization
[Mogilner et al., 1993]. This suggests that peripherally in-
duced maladaptive cortical plasticity can in fact be corrected
by appropriate therapy.

To study central reorganization associated with acupunc-
ture-treated CTS, we used fMRI, an imaging modality that
can noninvasively map digit somatotopy [Gelnar et al., 1998;
Kurth et al.,, 1998, McGlone et al., 2002]. The aim of the
present study was to assess cortical reorganization for CTS
patients postacupuncture and to correlate these changes
with the degree of clinical improvement. As CTS is associ-
ated with cortical hyperactivation and more blurred digit
representations in contralateral SI, we hypothesize that suc-
cessful acupuncture treatment will diminish the extent of
somatosensory cortical hyperactivation and separate the cor-
tical representations of median nerve innervated digits. Fur-
thermore, as some subjects respond better to acupuncture
than others, we hypothesize that improvement in somato-
topy will correlate with improvement in clinical variables.
This study in CTS patients represents the first investigation
of longitudinal effects in the brain following therapeutic
intervention and its outcome may impact future rehabilita-
tion strategies for CTS patients.

SUBJECTS AND METHODS
Subject Recruitment and Evaluation

All participants in the study provided written informed
consent in accordance with the Human Research Committee
of the Massachusetts General Hospital. A total of 25 subjects
were enrolled in this study: 13 adults affected by CTS and 12
age- and sex-matched healthy adults. Of the 13 CTS patients
initially studied, one was removed for excessive motion
during fMRI scanning and two were removed because they
dropped out of the study immediately after the initial clin-
ical and fMRI evaluation. Of the 12 healthy adults recruited,
9 completed the test-retest clinical and fMRI evaluations
(see below). Clinical evaluation was completed for both
groups by an experienced physician (J.A.) at the Spaulding
Rehabilitation Hospital and included medical history, nerve
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conduction studies (Cadwell Sierra EMG/NCS Device, Ken-
newick, WA), grip strength (BTE Work Simulator, Hanover,
MD), sensory threshold testing using Semmes Weinstein
monofilaments, and testing for Phalen’s and Tinel’s sign.
Nerve conduction studies (NCSs) using the method de-
scribed by Ma and Liveson [1983] were performed on both
the median and ulnar nerves of the most symptomatic hand
(based on subject history). Both groups completed the Bos-
ton Carpal Tunnel Syndrome Questionnaire (BCTSQ) [Le-
vine et al., 1993]. Subjects were screened and excluded if
they were pregnant or had a history of diabetes mellitus,
rheumatoid arthritis, thyroid dysfunction, wrist fracture or
direct trauma to median nerve, atrophy of the thenar emi-
nence, carpal tunnel surgery, current use of prescriptive
opioid pain medications, psychiatric and neurological dis-
orders, head trauma with loss of consciousness, or other
serious cardiovascular, respiratory, or renal illness. Subjects
were also excluded if they had any contraindication for
undergoing MRI (e.g., pacemaker), or any contraindication
for acupuncture (e.g., anticoagulation therapy). CTS patients
were included if they had experienced pain and/or pares-
thesias for greater than 3 months in the median nerve dis-
tribution of the affected hand: D1, D2, D3, and the radial
aspect of D4. Further, NCS findings needed to be consistent
with mild to moderate CTS. Mild CTS was defined by de-
layed distal latency of median sensory nerve conduction
across the wrist (>3.7 ms and/or >0.5 ms compared to ulnar
sensory nerve conduction) with normal motor nerve con-
duction [Stevens, 1997; You et al., 1999]. Moderate CTS was
defined to be the same as mild CTS plus delayed distal
latency of median motor nerve conduction across the wrist
(>4.2 ms), but with normal motor amplitudes. Subjects with
severe CTS, defined by prolonged median sensory and mo-
tor latencies with either absent sensory nerve action poten-
tials and/or reduced (50%) median motor amplitudes, were
excluded. Patients were also excluded if they demonstrated
any evidence on NCS of generalized peripheral neuropathy
or localized ulnar nerve entrapment. This study was set up
as an experimental neuroimaging evaluation, and not as a
randomized placebo-controlled clinical trial to test for the
specific effects of acupuncture.

Acupuncture Treatment

Acupuncture was performed by experienced practitioners
on CTS patients over a 5-week period, after baseline clinical
and fMRI evaluation. Treatments were provided three times
per week for 3 weeks and two times per week for the remain-
ing 2 weeks. A semi-individualized approach was used
wherein every subject was treated for 10 min with 2 Hz electro-
acupuncture at common acupoints (Fig. 1): unilateral TW-5
(triple-warmer 5, dorsal aspect of forearm) to PC-7 (pericardium
7, first wrist crease). This was followed by manual needling at
acupoints chosen by the practitioner based on the individual
symptoms of the presenting patient. Three points were chosen
out of the following six: HT-3 (heart 3, medial aspect of elbow),
PC-3 (pericardium 3, medial aspect of elbow crease), SI-4 (small
intestine 4, ulnar aspect of wrist), LI-5 (large intestine 5, radial

Figure 1.
Acupoints utilized in our protocol for treatment of CTS. Figure
adapted from F.H. Netter and ). T. Hansen, Atlas of Human Anat-
omy, ICON Learning Systems, 3rd Ed., 2002. Netter and Hansen
illustration used with permission of Elsevier Inc. All rights
reserved.

aspect of wrist), LI-10 (large intestine 10, lateral aspect of fore-
arm), LU-5 (lung 5, lateral aspect of elbow crease). These points
were stimulated with a manual even needle technique where a
deqi response was obtained.

fMRI Image Acquisition and Stimulation Protocol

fMRI test-retest scanning was completed on 10 CTS pa-
tients (6 female; mean age, 51.1; range, 31-60) before (base-
line) and following 5 weeks of acupuncture, with an interval
of 40.6 = 4.4 days (mean * standard deviation, SD) between
scan sessions. fMRI scanning was also completed on nine
age- and sex-matched healthy adults (6 female; mean age,
46.9; range, 32-59) spaced at least 5 weeks apart, with an
interval of 44.0 = 7.7 days between scan sessions. Five
patients presented with CTS symptoms in both hands, while
five presented with only unilateral symptomatology. For
patients with bilateral CTS symptoms, testing was done on
the more affected hand (self report). In all cases, the more
affected hand was also the patient’s dominant hand. The
chronicity of symptoms (self reported) ranged from 4
months to 10 years, with 8 of 10 patients having symptoms
for longer than 1 year. While patients reported both pain and
dysesthesias, a pain/dysesthesia ratio was calculated from
subjective responses to individual questions of the BCTSQ
(pain: Q1-Q5, dysesthesias: Q6-Q10).

Functional scans were acquired using a 3.0 T Siemens
(Erlangen, Germany) Allegra MRI System equipped for echo
planar imaging with quadrature headcoil. The subject lay
supine in the scanner with the head immobilized using
cushioned supports. Two sets of structural images were
collected using a T1-weighted MPRAGE sequence (TR/TE
= 2.73/3.19 ms, flip angle = 7°, field of view (FOV) = 256
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X 256 mm; slice thickness = 1.33 mm). Blood oxygenation
level-dependent (BOLD) functional imaging was performed
using a gradient echo T2*-weighted pulse sequence (TR/TE
= 3000/30 ms, flip angle = 90°, FOV = 200 X 200 mm, 38
sagittal slices, slice thickness = 3.0 mm with 0.6 mm inter-
slice gap, matrix = 64 X 64, 90 time points). Image collection
was preceded by four dummy scans to allow for equilibra-
tion of the MRI signal.

During an fMRI session, three digits were individually
stimulated in a pseudorandomized manner for three scan
runs each. Digits were chosen from the more affected hand
of CTS patients (right hand: n = 8) and on the dominant
hand of healthy adult volunteers (right hand: n = 8). The
stimulated digits included D2, D3, and D5, thereby testing
the somatosensory response for affected (median n., D2, D3)
and nonaffected (ulnar n., D5) digits in CTS patients. A
single fMRI scan run consisted of a block design protocol
with four 30-s blocks of stimulation (ON-block), alternating
with five 30-s blocks of no stimulation (OFF-block). Stimu-
lation was delivered via pad electrodes attached to the volar
aspect (glabrous skin) of the middle and distal phalanx of
D2, D3, and D5. The stimulus consisted of 100 Hz constant
current electrostimulation (HANS LH202H, Neuroscience
Research Center, Peking University, Beijing, China). In order
to avoid habituation, the peak amplitude of the 100 Hz
electrostimulation was modulated +25% by a slow varying
sinusoidal envelope (0.2 Hz) throughout each 30-s ON-
block. The electrical current intensity during each scan was
percept-matched for each individual to be strong but non-
painful (just below the pain threshold by 0.2 mA) in order to
normalize for differences in pain and somatosensory sensi-
tivity, particularly because CTS is reported to involve ab-
normal somatosensory threshold levels [Nishimura et al.,
2003]. Current intensity was determined immediately prior
to each scan to ensure that the stimulus was not painful.
Three scans were completed for each digit. Subjects were
instructed to keep their eyes closed and to pay close atten-
tion to the sensations felt at the stimulated digit.

Single-Subject fMRI Data Analysis

Analysis was carried out using a combination of software
including FEAT (FMRI Expert Analysis Tool) v. 5.1, part of
FSL (FMRIB’s Software Library, www.fmrib.ox.ac.uk/fsl),
surface mapping (SUMA) in AFNI [Cox, 1996], and Free-
surfer [Dale et al., 1999]. Data collected from left-hand dom-
inant healthy adults (one subject) or predominant left-
handed CTS patients (two subjects) were mirror-reversed
across the mid-sagittal plane. The following prestatistics
processing was applied: motion correction using MCFLIRT
[Jenkinson et al., 2002]; nonbrain removal using Brain Ex-
traction Tool (BET) [Smith, 2002]; spatial smoothing using a
Gaussian kernel of full-width at half-maximum (FWHM) 5
mm; mean-based intensity normalization; and highpass
temporal filtering (sigma = 30.0 s). Time-series statistical
analysis was carried out using FILM (FMRIB’s Improved
Linear Model) with local autocorrelation correction [Wool-
rich et al., 2001]. The hemodynamic response function uti-

lized in the general linear model (GLM) analysis was de-
fined by the block design paradigm convolved with a
prescribed gamma function (SD = 3 s, mean lag = 6 s).

Structural T1-weighted MPRAGE images from each sub-
ject were averaged and the Freesurfer software package was
used to generate a model of the cortical surface through
intensity normalization, skull-stripping, segmentation, and
tessellation of the gray/white matter interface surface [Dale
et al., 1999]. This reconstructed cortical surface was inflated
using spring force and metric-preserving terms. The tessel-
lated surface was also projected onto a unit sphere (spherical
space), using algorithms that minimize metric distortions,
thereby parameterizing the surface into a spherical-based
coordinate system [Fischl et al., 1999a]. The cortical surface
of each subject brain was normalized to an average brain
template by maximizing alignment of the folding patterns in
a spherical representation [Fischl et al., 1999b], a process that
provides accurate group-averaged statistical analysis over
surface elements from topologically homologous regions in
the brains of different subjects. Surface-based analyses for
somatosensory mapping in SI have been used in the past
[Moore et al., 2000]. These postprocessing techniques im-
prove both anatomical region attribution and functional
data visualization by respecting the topological curvature
inherent in the sulcal and gyral structure found around the
central sulcus. Hence, these techniques are especially suited
for studies of somatotopy, as described below.

Surface-Based Group fMRI Data Analysis

Functional images from each subject were coregistered
with their averaged T1-weighted MPRAGE structural vol-
ume using an automated procedure that included particular
focus on central sulcus coregistration. Separate scan runs for
each stimulated digit were assessed for excessive motion
artifact (removed if >3 mm on any axis) and averaged under
a fixed effects model. The percent signal change was then
calculated and the mean value taken along a normal vector
through the cortical gray matter thickness was also calcu-
lated and normalized to a standard mesh surface (defined by
nodes and mesh elements). Group maps for each stimulated
digit and activation difference maps (CTS patients: post- vs.
preacupuncture; healthy adults: at 5 weeks vs. baseline)
were calculated using a fixed effects statistical model, which
limits false negatives but applies only to the subjects in the
model and cannot be extended to the population. Resultant
statistical parametric maps were corrected for multiple com-
parisons at a false discovery rate (FDR) of 0.05 [Genovese et
al., 2002] and clustered at an area equivalent to the cross-
section of three image voxels (29.3 mm?).

ROI-Based fMRI Data Analysis

In order to set up a random effects analysis that takes into
account intersubject variability, the extent of SMC activation
and somatotopy were quantified with the aid of user-de-
fined anatomical ROIs, outlined on the smoothed white
matter (gray/white boundary) surface. The ROIs included
putative BA 1, defined as the crest of the postcentral gyrus,
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and putative BA 4, defined as the anterior bank of the central
sulcus [Gelnar et al., 1998; Moore et al., 2000]. The superior
margin of the ROIs was taken to be the superior edge of the
hemisphere, thereby avoiding potential contamination from
dorsal interhemispheric vein artifacts. The inferior edge of
the ROIs was defined by a posterior extension of the inferior
frontal sulcus, thereby avoiding the parietal operculum.
These ROIs were also used and visualized in a previous
publication [Napadow et al., 2006], which was a cross-sec-
tional analysis of the same subjects as in this longitudinal
study. The extent of activation for each individual during
test and retest was defined as the surface area of statistically
significant fMRI signal increase. The mean extent of activa-
tion in BA 1 and BA 4 ROIs for CTS patients and healthy
adults was compared with a Student’s paired f-test (signif-
icant for a < 0.05). Hence, this analysis employed a random
effects model that accounted for intersubject variance.
Somatotopy was assessed by finding the standard mesh
surface-based location of the percent signal change center-
of-mass of the largest hand area cluster in BA 1 contralateral
to digit stimulation. The hand area in SI was defined broadly
as the postcentral gyrus involution adjacent to the omega
shaped fold in the central sulcus around a knob in the
precentral gyrus [Yousry et al., 1997]. The center-of-mass
location for each individual was also found in a group-
averaged surface to ensure intergroup comparability. The
location was quantified on the group-averaged surface by
the surface-based distance from a common convenient land-
mark—the lateral edge of the parietal operculum on the
crest of the postcentral gyrus. Center-of-mass digit represen-
tations in BA 1 and D2/D3 separation distance were com-
pared between test/retest conditions for CTS patients and
healthy adults with a Student’s paired t-test (significant for
a < 0.05). Through increased sensitivity due to intersubject
averaging and center-of-mass calculations, spatial differ-
ences in somatotopy for both patients and controls could be
derived that approached the single-subject voxel resolution.
Furthermore, Spearman’s rank correlation and Pearson’s
correlation tests were used to determine if the change in
D2/D3 separation distance correlated with pertinent dis-
crete (BCTSQ, change in paresthesias) or continuous (nerve
conduction latency) clinical testing variables, respectively.

RESULTS

In our cohort of patients, acupuncture produced improve-
ment in both subjective (BCTSQ questionnaire) and objective
(nerve sensory latencies, grip strength) outcome measures
(details provided below). Imaging results demonstrated
test-retest cortical plasticity in the CTS cohort treated by
acupuncture.

Neurophysiological and Clinical Results

While a more complete treatment of the neurophysiolog-
ical and clinical data has been presented elsewhere (Audette
et al., in review), the following results were found for the
cohort of patients included in this neuroimaging study. In

our cohort of patients, dysesthesias were more dominant
than pain in 7/10 patients, as derived from self-report in the
BCTSQ. The remaining 3/10 patients had pain/dysesthesia
ratios less than 1.1 (i.e., close to an equal amount of pain and
dysesthesias). The clinical results for our CTS patients dem-
onstrated that dysesthesia levels from the BCTSQ (Q6-10,
1-5 scale) decreased (improved) from 2.48 + 0.22 (mean
+ SEM) to 1.86 = 0.23 (paired t-test, P < 0.001) after 5 weeks
of acupuncture. Specifically, paresthesia levels improved
from 2.7 + 0.6 to 1.3 = 0.5 (paired t-test, P < 0.005). How-
ever, overt pain levels (Q1-5) did not improve significantly
by BCTSQ (1.80 = 0.27 to 1.66 = 0.29, P > 0.1). The average
median nerve sensory latency to D2 and D3 was 3.48 + 0.05
ms (mean = SEM) and 3.80 = 0.07 ms, respectively, and
improved to 3.16 * 0.05 ms (paired t-test, P < 0.05) and 3.33
+ 0.06 ms (P < 0.005), respectively. Furthermore, mean
improvement in sensory latency was 0.14 = 0.02 ms greater
for D3 than for D2 (paired t-test, P < 0.05). In healthy adults,
no statistically significant change in median nerve sensory
latencies was found for either D2 or D3 (P > 0.1) in our
5-week test-retest evaluation. Further, there was no signifi-
cant change in the ulnar sensory latency to D5 in either CTS
patients (baseline: 2.09 * 0.04 ms; post: 2.00 = 0.03 ms, P
> 0.1) or healthy adults. After acupuncture, percent change
in grip strength in the more affected hand for CTS patients
was significantly improved (20.3% = 3.6%, P < 0.05), while
healthy adults did not show a significant change (0.55%
+ 3.44%, P > 0.1).

fMRI Surface-Based Group Comparisons

Stimulation of digits 2, 3, and 5 produced fMRI activation
in precentral and postcentral (SI) gyri, and the secondary
somatosensory cortex, or SII (Table I). After acupuncture
treatment the CTS group activation maps for median nerve
innervated D3 demonstrated decreased extent of activation
in the contralateral precentral and postcentral gyrus, as well
as the dorsolateral prefrontal and inferior parietal cortices
(group mean maps, Fig. 2; statistical difference maps, Fig. 3).
No statistically significant difference in the extent of precen-
tral or postcentral activity was found for D2 or D5 stimula-
tion in CTS patients. No differences were found in precentral
or postcentral gyrus for test-retest results in healthy adults
for D2, D3, and D5 (Fig. 3). Visualizing the SI cluster center-
of-mass (from Table I) showed that the D2 and D3 represen-
tations in SI were in close proximity to one another at
baseline and were more separated after acupuncture treat-
ment (Fig. 4). Representation of the three digits in SI for
healthy control subjects showed similar test-retest localiza-
tion (Fig. 4).

fMRI ROI-Based Comparisons: Extent and
Somatotopy

With innocuous D2 and D3 stimulation the extent of fMRI
activity in contralateral BA 1 ROI was increased in CTS
patients compared to healthy adults [Napadow et al., 2006].
After acupuncture, there was a significant decrease in con-
tralateral BA 1 activity for D3 stimulation from 162.5 = 32.2
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TABLE I. Summary of carpal tunnel syndrome (CTS)
baseline and postacupuncture group map sensorimotor
cortical activations

Group, digit and Talairach x, y, z P value Cluster size
region (mm) (107 (mm?)
CTS baseline
2
SI —51, =15, 50 8.40 322.95
PrCG —41, —15, 58 721 166.22
SIT =51, =12, 22 8.75 550.02
3
SI —50, —16, 52 8.83 520.59
PrCG -39, =17, 62 6.88 140.08
SIT —52, =13, 22 9.39 702.72
5
SI —45, —20, 54 7.94 146.57
PrCG -39, —19, 62 7.55 28.03
SIT —50, —13, 22 8.62 411.17
CTS post acup
2
SI —47, 13,42 9.05 471.86
PrCG —38, —15, 62 9.60 60.42
SII —51, —15,23 9.12 749.33
3
SI —51, —16, 51 8.13 127.45
PrCG —38, —18, 63 5.39 9.57
SII —51, —14, 23 6.79 72.61
5
SI —46, —18, 55 8.44 192.74
PrCG —38, —16, 63 9.70 58.28
SII —51, —13, 22 8.09 205.97
Healthy baseline
2
SI —47, —15, 46 8.73 98.78
PrCG -39, —12, 54 717 126.54
SIT —52, =13, 22 10.05 474.95
3
SI —-51, =17, 51 8.44 175.97
PrCG —38, —10, 58 6.71 38.54
SIT —54, —12, 22 10.15 330.45
5
SI —50, —20, 53 6.43 53.65
PrCG —— — — —
SIT —55, =13, 21 7.36 224.12
Healthy Week 5
2
SI —47, —14, 43 7.82 174.48
PrCG -39, —11, 53 5.83 24.36
SII =52, —12,22 8.52 307.71
3
SI —51, =17, 51 6.84 100.81
PrCG —41, —18, 57 6.37 13.48
SII —48, —11, 20 6.03 38.97
5
SI —49, 20, 54 7.89 84.25
PrCG —— — — —
SII =52, —12,22 6.82 216.85

Cluster center-of-mass (COM) Talairach coordinates, significance,
and extent for SI, precentral gyrus, and SII. SI, primary somatosen-
sory cortex; PrCG, precentral gyrus; SII, secondary somatosensory
cortex; P value, mean P value for cluster, expressed as 10™*; cluster
size, size of cluster on the surface, expressed as mm?).

mm?® (mean += SEM) to 66.6 = 22.6 mm? (paired t-test, P
< 0.005, Fig. 5A). There was no significant change in BA 1
activity after acupuncture (P > 0.1) for stimulation of either
D2 (pre: 151.0 = 32.1 mm?; post: 107.7 = 25.0 mm?) or D5
(pre: 88.7 = 33.2 mm?; post: 116.6 = 28.0 mm?). Furthermore,
in healthy adults no significant differences were seen in the
extent of BA 1 activity for D2, D3, or D5 (P > 0.1). Activity
in BA 4 was also increased for D2 and D3 in CTS patients
compared to healthy adults. After acupuncture the extent of
activity for D3 diminished significantly in BA 4 from 144.7
+ 45.3 mm to 45.4 + 21.3 mm (P = 0.014, Fig. 5B). There was
no significant change in BA 4 activity after acupuncture (P
> 0.1) for stimulation of either D2 (pre: 115.3 = 38.4 mm?;
post: 88.6 = 16.6 mm?) or D5 (pre: 63.3 = 26.3 mm?; post:
59.7 = 19.0 mm?). In healthy adults, no significant differ-
ences were seen in BA 4 activity for test-retest fMRI with D2,
D3, or D5 (P > 0.1).

In our cross-sectional study, analysis of somatotopy dem-
onstrated that CTS patients had diminished D2/D3 separa-
tion distance compared to healthy adults due to a medial
shift of the D2 primary sensory representation [Napadow et
al., 2006]. After acupuncture therapy we found that the D2
representation shifted laterally away from the D3 represen-
tation (paired t-test, P = 0.029) by an average of 2.17 = 0.79
mm (mean * SEM; Fig. 6). This shift in D2 for CTS patients
after acupuncture resulted in a trend toward greater D2/D3
separation distance (pre: 3.81 = 1.05 mm; post: 5.55 * 0.79
mm; P = 0.058). No significant shifts were seen for either D3
or D5 (P > 0.1). Moreover, no significant shifts were seen in
healthy adults for D2, D3, or D5 (P > 0.1).

Correlation of fMRI Results with
Neurophysiological/Clinical Variables

Improvement in median sensory nerve conduction laten-
cies for D3 varied among CTS patients after receiving acu-
puncture therapy (see below). We found that the change in
conduction latency for D3 was negatively correlated with
the change in D2/D3 separation distance (r = —0.72, P
< 0.05), i.e., the more the conduction latency decreased
(improved), the greater the expansion in D2 and D3 separa-
tion distance (Fig. 7). In addition, as we hypothesized that
somatosensory cortical plasticity in our cohort of CTS pa-
tients was driven by paresthesias, we explored changes in
self-reported paresthesias (BCTSQ 8) after acupuncture
treatment and found that 7/10 patients reported improve-
ment (see below). Furthermore, those patients who did not
report improvement did not have a significant expansion of
the D2/D3 separation distance, which correlated negatively
with the change in paresthesias, i.e., the more paresthesias
improved, the more the D2/D3 separation distance in-
creased (Spearman’s rank correlation test, ¥ = —0.73, P
< 0.05, Fig. 8). No significant correlations were found be-
tween the change in D2 /D3 separation distance and changes
in other clinical measures such as neuropathic pain severity,
sensory thresholds, or grip strength. Finally, we found a
predictive positive correlation (r = 0.72, P < 0.05) between
CTS patients” baseline value of D2 median sensory latency
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CT_S: Baseline

Figure 2.

Group maps of CTS patients at baseline
and postacupuncture for D2, D3, and D5
nonnoxious electrostimulation. Activation
(color-coded P-value) was overlaid onto
group-averaged inflated brains with gray-
scale defined curvature (sulci dark, gyri
light). Both right (ipsilateral) and left (con-
tralateral) hemispheres are shown. Hyper-
activity in contralateral sensorimotor cor-
tex seen for median nerve innervated D3
diminished after acupuncture treatment.
Differences for D2 and ulnar nerve inner-
vated D5 were less profound (cs: central
sulcus).

and the eventual change in D2/D3 separation distance, i.e.,
worse conduction block predicts greater separation in ab-
normally overlapping digits after acupuncture treatment.

CTS:
Post Acup vs. baseline

Healthy:
WKS vs. baseline

{eontra)
PriG -

Figure 3.

Difference maps for CTS patients (baseline vs. postacupuncture)
and healthy adults (baseline vs. 5 weeks later) for D2, D3, and D5
nonnoxious electrostimulation. Decreased fMRI activation was
seen for D3 in CTS patients in contralateral Sl, precentral gyrus, as
well as the dorsolateral prefrontal and inferior parietal cortices.
Differences for D2 and ulnar nerve innervated D5, as well as all
three digits in healthy adults were less profound (cs: central
sulcus).

CTS: Post-Acupuncture

,_

Healthy: week

V-

CTS: baseline CTS: post Acup
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Figure 4.
Visualization of the group map contralateral Sl representations for
digits 2, 3, and 5 was done by localizing the cluster center-of-mass.
While healthy adults demonstrated similar test—retest localization
for all three digits, in CTS patients the D2 and D3 representations,
which were closely grouped at baseline, were further apart after
acupuncture treatment.
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Figure 5.
ROI analysis. During D3 stimulation, a significant decrease in
activity was seen in both (A) BA | and (B) BA 4 for CTS patients
after acupuncture treatment (*P < 0.005). No significant differ-
ence was seen for D2 or D5 in CTS patients or for any digit in
control healthy adults.

Comparison of fMRI Stimulus Requirement

Although the stimulation intensity varied for different
individuals, no significant difference was found between
CTS patients (D2 = 6.4 = 0.6 mA, D3 = 6.4 = 0.6 mA, D5
= 5.1 = 0.5 mA) and healthy adults (D2 = 6.0 * 0.6 mA, D3
=59 = 0.6 mA, D5 = 4.6 = 0.8 mA) for any digit tested,
either at baseline or after acupuncture treatment (after a
period of at least 5 weeks for healthy adults), suggesting
comparability of fMRI findings. As we set fMRI stimulus
current intensity relative to subjects’ pain threshold, it was
important to evaluate whether differences in stimulus
strength may have contributed to differences in fMRI re-
sults. For both groups, D5 required significantly less current
than D2 or D3 (Student’s t-test, P < 0.05).

DISCUSSION

Our results demonstrate adaptive neuroplasticity in CTS
patients treated with acupuncture. Specifically, the cortical
hyperactivation to nonnoxious stimuli in CTS patients was
diminished for D3 after treatment. We also observed that the
separation between D2 and D3 cortical representations,
which was found to be contracted in CTS patients [Na-
padow et al., 2006], increased after acupuncture therapy. In
fact, the increase in D3/D2 separation correlated with the
change in both median nerve sensory conduction latency
and reported paresthesias. These data suggest a beneficial
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Figure 6.

Somatotopy for CTS patients and healthy adults was defined by
the distance of fMRI center-of-mass activation from the lateral
edge of the parietal operculum. After acupuncture, there was a
significant lateral shift in the cortical representation for D2 (P
= 0.029). This shift produced an increase in the D3/D2 separation
distance for CTS patients (P = 0.058), bringing it closer to that
found for healthy adults.

cortical plasticity associated with improved CTS symptom-
atology.

In a cross-sectional study of CTS patients, we attributed
the cortical hyperactivation in response to stimulation of
CTS affected digits to Hebbian plasticity mechanisms [Na-
padow et al., 2006]. CTS patients’ persistent paresthesias and
pain, which represent increased afferent input for the af-
fected digits, drive use-dependent enlargement of cortical
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Figure 7.
Correlation analysis demonstrated that improvement in D3 con-
duction latency correlated negatively with the change in D2/D3
separation distance (r = —0.72, P < 0.05), i.e., the more improve-
ment in peripheral nerve dysfunction, the more improvement in
cortical somatotopy.

¢ 166 ¢



¢ fMRI Evaluation of Acupuncture for CTS ¢

7.0

E
2 =073
6.0 1 —y— r

|- . 'p<0.05

g - 504

:‘E’ 4.0 4 -

E g 304 R

EE 201

£ g 1.0 4

8= 004 1

g .0 4 *

2 T *

o 0

.2 - 0
Change In Paresthesia Severity (BCTSQ, Q8)
Figure 8.

The change in D2/D3 separation distance correlated negatively
with the change in paresthesia score (Spearman r = —0.73, P

< 0.05). The more improvement in paresthesias, the wider the
change in separation.

representation fields in SI. Similar models have been dem-
onstrated by electrophysiological mapping and by fMRI
with increased innocuous tactile stimulation in primates
[Jenkins et al., 1990] and humans [Hodzic et al., 2004], re-
spectively. While short-term mechanisms for increased ex-
tent in activation have been attributed to GABAergic “dis-
inhibition” [Calford and Tweedale, 1988], and the release of
existing “latent” subthreshold thalamocortical and cortico-
cortical excitatory inputs from inhibitory control [Dykes,
1997; Jones, 1993; Levy et al., 2002], longer-term changes
may be reinforced via synaptic strengthening from voltage-
gated, N-methyl-D-aspartate (NMDA) receptor-mediated
long-term potentiation (LTP) [Brown et al., 1988; Buono-
mano and Merzenich, 1998]. This process applies to tempo-
rally correlated synaptic activity and is known as Hebbian
plasticity [Hebb, 1949; Rauschecker, 1991]. Similar mecha-
nisms in the cortex may also apply for nonphysiological pain
states [Rygh et al., 2005; Zhang et al., 2003], and increased SI
response has been noted for other chronic pain states such as
CRPS I [Juottonen et al., 2002; Maihofner et al., 2003]. Under
this model, if CTS-associated pain and paresthesias were to
abate, normal temporal patterns of afferent input could then
drive neuroplasticity back toward normal cortical function.
We propose that diminished paresthesias, reported by our
cohort of CTS patients after acupuncture treatment, contrib-
uted to the reduction of cortical hyperactivation seen for D3
stimulation.

In CTS, paresthesias are typically spread diffusely over
median nerve innervated digits and produce greater syn-
chrony in afferent signaling from adjacent digits than is
typically seen in normal signal transmission. This temporal
coherence may also drive synaptic strengthening through
LTP and Hebbian plasticity mechanisms, thereby blurring
cortical representations for CTS affected digits [Napadow et
al., 2006]. Similar blurring of representations has been noted
in rat [Godde et al., 1996], monkey [Wang et al., 1995], and
human [Pilz et al., 2004] studies of multidigit synchronous
coactivation, where digits with synchronous stimulation
showed increased multidigit receptive fields and closer SI
cortical representations.

If CTS-associated paresthesias could be reduced, normal
temporal patterns of afferent input could then drive neuro-
plasticity back toward normalized somatotopy. In our co-
hort of CTS patients the D2/D3 separation distance was
found to increase (on average) after acupuncture treatment.
This increase was due mostly to a lateral shift in the D2
cortical representation, away from the more medially lo-
cated D3 cortical representation. Furthermore, the increase
in D2/D3 separation was correlated with the change in
paresthesia severity—the greater decrease in paresthesias,
the greater the increase in D2/D3 separation. Similar neu-
roplastic changes can be inferred from a magnetoencepha-
lography study of surgically repaired congenital syndactyly
in humans [Mogilner et al., 1993]. In syndactyly, digital
webbing leads to the transmission of more temporally co-
herent afferent impulses for adjacent digits (similar to par-
esthesias), and this is reflected in cortical somatotopy. Pre-
surgery, the authors noted that syndactyly was associated
with overlap in adjacent digit representations. After surgical
separation of the webbed digits, independent digital func-
tion resulted in greater separation in cortical representa-
tions. These results were also consistent with Hebbian
plasticity mechanisms governing changes in cortical repre-
sentation.

While beneficial cortical plasticity (manifested as more
focused contralateral SI representation) was observed for D3
somatosensory stimulation, we did not see appreciable plas-
ticity with regard to the extent of activity for either D2 or D5
cortical representation. In the case of D2, this was an inter-
esting finding, given that sensory conduction latencies im-
proved for both D3 and D2. Also, D2 was shown to move
laterally away from D3 in an investigation of somatotopy.
However, we did note a statistically greater effect in the
improvement of D3 conduction latency as compared to the
improvement in D2 conduction latency. This greater degree
of improvement in D3 conduction latency may have re-
flected more normalized afferent input coming from this
digit, thereby driving a more profound change in cortical
representation. Another possibility is that changes in soma-
totopy may precede changes in the extent of cortical repre-
sentation. In other words, a beneficial shift in the center-of-
mass of the cortical digit representation may precede the
normalization of inhibitory control of the cortical area sur-
rounding that representation. The existence of a “permissive
state” favoring disinhibition and plasticity [Dykes, 1997]
may persist in the cortex in order to facilitate even further
shifting of the D2 cortical representation, while more nor-
malized lateral inhibition around the D3 representation
keeps its representation more focused. Future studies
should address this possibility by imaging digit somatotopy
at a later time in the healing process.

Furthermore, our acupuncture protocol may have contrib-
uted to the greater improvement in D3 (compared with D2).
Nerve tracing studies in the peripheral median nerves of
primates have demonstrated that different digit territories
are significantly segregated at the wrist level to distinct
fascicles within the nerve cross-section [Brushart, 1991]. A
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peripheral digital somatotopy in median nerve fascicles has
also been suggested via microneurography studies in hu-
mans [Hallin, 1990]. Thus, it is conceivable that our acu-
puncture protocol, which included electro-acupuncture at
acupoint PC-7 over the midpoint of the wrist crease, was
more effective in treating the region of the nerve cross-
section containing fascicle afferents from D3 more so than
D2. This differential effect could then lead to more notable
improvement in D3 than D2 sensory latencies, while a more
normalized afferent input stream could in turn shape the
cortical representation pattern for the more improved digit,
D3.

Hence, in the specific case of acupuncture treatment at the
site of injury, the evoked needle sensation may function as a
sensory conditioning stimulus. In other words, acupuncture
needle stimulation, either by hand or by electricity, gener-
ates evoked sensations (and perhaps fascicular involvement)
distinct from the pain and paresthesias typically perceived
by the brain from that injured region and works to erode the
pain memory coded by the chronic pain condition. This
mechanism has been previously suggested by Flor [2002] in
the treatment of phantom limb pain, which has been as-
cribed to pathological cortical plasticity driven by random
peripheral input. To test this hypothesis, Lotze et al. [1999]
used a myoelectric prosthesis to provide normalized sen-
sory, motor, and visual feedback to phantom limb patients
and demonstrated decreased pain and cortical reorganiza-
tion compared to a cosmetic prosthesis alone. The myoelec-
tric prosthesis provided relevant and correlated sensory in-
put, thus driving beneficial plasticity in the brain—a model
that we posit to be similar to acupuncture in the treatment of
CTS.

If acupuncture acts as a sensory conditioning stimulus, its
evoked afferent signaling should be transmitted by nonno-
ciceptive peripheral fibers. Several studies have investigated
the nerve fiber type associated with acupuncture stimula-
tion, and evidence from human studies suggests that acu-
puncture stimuli are carried by A-B, A-y, and A-3 fibers [Lu,
1983; Wang et al., 1985]. This would apply to nonnoxious
acupuncture, where practitioners attempt to stimulate nee-
dles without eliciting sharp pain. In addition to providing
sensory conditioning stimuli, acupuncture may also work
peripherally to address the ischemic damage in the carpal
tunnel through the stimulated release of vasodilatory pep-
tides such as calcitonin gene-regulated peptide (CGRP)
[Andersson and Lundeberg, 1995; Lundeberg, 1993; Sato et
al., 2000]. Peripherally addressing the ischemic insult could
then modify the maladaptive neuroplasticity seen in CTS
patients. However, acupuncture may also drive neuroplas-
ticity in the sensorimotor cortex directly via modulation in
subcortical [e.g., limbic, see Hui et al., 1997, 2000; Napadow
etal., 2005; Wu et al., 1997] and/ or cortico-cortical circuits to
relieve any centrally sustained pain. Acupuncture may mod-
ulate the CNS directly through classic spinal-thalamic [Kan-
del et al., 2000] or indirectly through spino-limbic-cortical
pathways [Bernard et al., 1992; Willis and Westlund, 1997].
In fact, SI receives robust projections from limbic regions

including the amygdala [Amaral et al., 1992; Zald, 2003], and
amygdaloid projections to primary sensory cortices are more
widespread than corticoamygdaloid projections [Parent,
1996]. Moreover, cortical sensory regions demonstrate en-
hanced response during exposure to emotionally valenced
sensory stimuli [Lang et al., 1998; Quirk et al., 1997]. Acu-
puncture has been shown to downregulate amygdala activ-
ity in human fMRI studies [Hui et al., 1997, 2000; Napadow
et al., 2005; Wu et al., 1999; Zhang et al., 2003] and in a study
using chronically implanted recording electrodes in monkey
[Jacobs et al., 1977]. Thus, acupuncture may also modulate
neuroplasticity in SI via limbic-cortical projections. How-
ever, the most likely scenario is that acupuncture modulates
cerebral activity both directly, through central processing of
acupuncture stimuli, and indirectly, through sensory condi-
tioning of the peripheral median nerve.

Conservative treatment options for CTS are in demand.
Current options vary from injection of corticosteroids to
neutral wrist splinting [Wilson and Sevier, 2003] and have
been found to be effective, although symptom recurrence is
common. While carpal tunnel release surgery is still consid-
ered the most definitive treatment [Katz et al., 1998], the
surgical option is expensive and long-term follow-up stud-
ies suggest that outcomes are no better than with conserva-
tive care [Nathan et al., 2001]. If acupuncture is to have a
place in the armamentarium of conservative treatment op-
tions, it would be beneficial to find a predictive neurophys-
iological variable for screening patients at baseline. In this
study, we found that the D2 median nerve sensory latency at
baseline correlates positively with the eventual change in
D2/D3 separation distance. If the latter is to be interpreted
as beneficial plasticity, future evaluations of acupuncture for
CTS may have reason to explore baseline D2 sensory latency
as predictive of posttreatment improvement.

The current study should be viewed in light of some
limitations. Even though the changes in symptomatology
and nerve function were trending toward normality, the
duration of the acupuncture treatment may not have been
sufficiently long to allow as full a recovery as possible in all
individuals. Further, our clinical and imaging assessments
should have incorporated a long-term follow-up to investi-
gate if the beneficial effects of acupuncture are maintained
or even increased after cessation of treatment. While our
study design type was mainly experimental and not a pla-
cebo controlled clinical trial, an ideal design would also
include a natural history and control stimulation group in
order to evaluate the specific effects of acupuncture and
placebo response. However, it should be noted that exact
design of a placebo group has been controversial in the
acupuncture research field [Paterson and Dieppe, 2005]. Fur-
thermore, studies on the natural history of CTS without
intervention have found that 81% to 88% of patients with
mild CTS and 45% to 71% with moderate CTS on nerve
conduction studies either remained the same or worsened
[Padua et al., 1998, 2001]. Thus, spontaneous improvement
in our cohort of relatively chronic mild to moderate CTS
patients over a 5-week period seems unlikely. However, as
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we did not directly test for specific effects, our neuroplas-
ticity results can be more strongly attributed to improved
CTS symptomatology than to the specific effects of acupunc-
ture. Future studies will need to incorporate a placebo con-
trol group and long-term follow-up in the analysis of cortical
plasticity. Furthermore, as carpal tunnel release surgery is
considered to be the most effective course of treatment (es-
pecially for severe CTS), future studies should assess neu-
roplasticity after surgical release for comparison with the
results of more conservative treatment options.

In summary, this study details the changes in digit cortical
representations in CTS patients following acupuncture treat-
ment. Cortical hyperactivation was diminished for D3 stim-
ulation and blurred digit representations became differenti-
ated as peripheral nerve function and symptomatology
improved. The reduction of paresthesias may have driven
beneficial plasticity in CTS patients. Furthermore, acupunc-
ture may act as a correlated somatosensory conditioning
stimulus to aid the evolution of this beneficial plasticity.
Future studies should aim to resolve the optimal duration of
acupuncture treatment and the durability of the changes in
cortical somatotopy during and after acupuncture treatment
of CTS.
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