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OBJECTIVE — Diabetic peripheral neuropathy (DPN) has been thought 1o be progressive
and irreversible. Recently, symptomatic reversal of DPN was reported alter treatments with a
near-infrared medical device, the Anodyne Therapy System (ATS). However, the stucly was not
controlled nor was the investigator blinded. We initiated this study o determine whether
treatments with the ATS would decrease pain and/or improve sensation diminished due to DPN
under a sham-controlled, double-blind protocol.

RESEARCH DESIGN AND METHODS — Tcsis involved the use of the 5.07 and 6.65
Semmes Weinstein monofilament (SWM) and a modified Michigan Neuropathy Screening In-
strument (MNSD. Twenty-seven patients, nine of whom were insensitive 1o the 6.65 SWM and
18 who were sensitive to this lilament but insensitive to the 5.07 SWM, were studied. Each lower
extremity was treated for 2 weeks with sham or active ATS, and then both received active
treatments for an additional 2 weeks.

RESULTS — e group ol 18 patients who could sense the 6.65 SWM but were insensitive Lo the
5.07 SWM at hascline obtained a signilicant decrease in the number ol sites insensate alter both 6 and
12 active treatments (P << 0.02 and 0.001). Sham treatments did not improve sensitivity (o the SWM,
but subscquent active treatments did (P < 0.002). The MNSI measures of neuropathic symptoms
decreased significantly (Irom 4.7 1o 3.1; P < 0.001). Pain reported on the 10-point visual analog scale
decreased progressively rom 4.2 atentry to 3.2 alter 6 treatments and to 2.3 after 12 treatments (hoth
P <0.03). At enury, 90% of subjects reported substantial balance tmpairment; after treatment, this
decreased to 17%. However, among the group of nine patients with greater sensory impairment
measured by insensitivity to the 6.65 SWM at baseline, improvements in sensation, neuropathic
symptoms, and pain reduction were not significant.

CONCLUSIONS — ATS treatments improve sensation in the feet of subjects with DPN,
improve balance, and reduce pain.
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iabetic peripheral neuropathy
(DPN) is relatively common com-
plication of long-term diabetes (1)
and is thought to be progressive and irre-

versible (2). DPN may be characterized by
perceived numbness and diminished sen-
sation and/or pain (3). Diminished sensa-
tion assoclated with DPN presents a
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significant risk factor for subsequent dia-
betic ulcers and nontraumatic amputa-
tions (4,5) as well as for falls among the
clderly (6). As such, DPN presents both a
substantial economic cost to the health
care system and potentially dehilitating
consequences lor those affected.

Current medical treatment algorithms
stress the importance of delaying the onset
of DPN through excellent blood glucose
control (7). Alter the onset of DPN resulting
in diminished sensation, medical manage-
ment locuses on the implementation of sec-
ondary measures for prevention of {oot
wounds and amputations such as intensive
[oot-care education and periodic profes-
sional [ool evaluations (8). lixtensive re-
search into likely pharmacological agents
designed to either delay the onset of DPN or
reverse mild to moderate symptoms after
onsel is ongoing. Whereas there are encour-
aging reports (9), a satisfactory pharmaco-
logical treatment option has yel Lo present
itself.

Recently, symptomatic reversal of
DPN was reported (9) with the use of a
noninvasive medical device, the Anodyne
Therapy System (ATS). Although the re-
ported results were quite significant, the
study was not controlled nor was the in-
vestigator blinded. We initiated this study
1o determine whether treatments with the
ATS would improve sensation dimin-
ished due to DPN under a sham-
controlled, double-blind protocol.

RESEARCH DESIGN AND

METHODS — Twenty-seven subjects
met entry requirements f{or this institu-
tional review board—approved study and
completed the treatment protocol. To be
cligible, all subjects were required to ex-
hibit a diagnosis of either type | or type 2
diabetes and a diagnosis of peripheral
newropathy based on patient history and
physical examination. Additionally, all
subjects had to be insensate to the 5.07
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Semmes Weinstein monofilament (SWM)
on at least two of five test sites on the
plantar surlace of hoth feet (great toe,
fourth toe, and three sites on the metatar-
sal area), indicative of their having estab-
lished DPN and loss ol protective
sensation (LOPS). All subjects were also
subjected to additional testing with the
6.65 SWM to [urther quantify the extent
of their sensory loss. Subjects were ex-
cluded if they exhibited uncontrolled hy-
pertension, prior history of knee or back
surgery, active malignancy, or were preg-
nant or likely to become pregnant.

Evaluation measures

The primary endpoint in this study was
observed change in sensitivity to the
SWM 5.07 at the five tested sites. Second-
ary measures were changes in patient
response to a modilied Michigan Neurop-
athy Screening Instrument (MNSI) pa-
tient questionnaire and a physician foot
examination (10).

The SWM tests were conducted by
pressing the monofilaments at the five
testing locations in random fashion avoid-
ing heavily callused areas. With the sub-
jects blindfolded, the monofilaments
were pressed against the skin at each lo-
cation until they bentand held in place {or
1-2 5. The subjects were asked to respond
“yes” if they felt the monofilament and
further asked to describe the location on
the oot where they sensed the monofila-
ment. The same physician conducted all
tests done with cach subject to avoid in-
terobserver bias.

The MNSI questionnaire provides a
graded patient response of neuropathic
symptoms. In general, a higher score rep-
resents more neuropathic symptoms. Ior
purposes of this study, we omitted the
questions “Have you ever been advised
that you have neuropathy” and “Have you
ever had an amputation,” because the in-

clusion criteria included a diagnosis of

neuropathy and ambulatory status. Thus,
the maximum possible score was 1. To
determine variation in subject response to
active and sham trcatment, the question-
naire was modified 1o elicit responses lor
both the left and right leg. Because those
with diminished sensation associated
with DPN often exhibit balance impair-
ment (6), we added a question “Do you
ever feel off balance or feel like you are
going Lo [all?” Lastly, we asked the sub-
jects to rate their pain level on a 10-point
visual analog scale (VAS).

The MNSI physical examination is a
graded clinical examination of the 1) ap-
pearance ol the foot as being normal or
abnormal, 2) presence or absence of fool
ulceration, 3) ankle reflexes as being ei-
ther present, present with reinforcement,
or absent, 4) semiquantitative vibration
perception of the great toe to a 128-Hz
tuning fork as being either present, re-
duced, or absent, and 5) light touch sen-
sation of the great toe to the SWM 5.07
monofilament. The evaluation of the great
toe with the SMW 5.07 was omitted from
the clinical examination portion because a
more thorough examination of five points
on the plantar aspect of the foot was al-
ready documented in each subject.

Treatments were administered with the
ATS Model 480, supplied for this study by
its manufacturer (Anodyne Therapy,
Tampa, FL). The ATS is a medical device
consisting of a base power unit and therapy
pads containing 60 near-infrared (890 nm)
gallium aluminum arsinide diodes used to
increase circulation by dilating arteries and
veins. Inactivating the diodes so that no
near-infrared photo energy was emitted and
inserting heaters preset at 37°C created
sham devices of identical appearance. Thus,
neither the investigators nor the subjects
could discriminate active [rom sham de-
vices either visually or by temperature. Ac-
tive versus inactive therapy pads were
marked as A and B during the placebo phase
of this study with only the manulacturer
knowing active from sham. Active ATS
units were preset to deliver 1.3 J < em™% -
min "' of photo energy. Sham devices de-
livered only warmth at 37°C and no photo
energy.

Treatment protocol

All subjects initially received treatment
with both active and sham ATS therapy
pads at our clinic three times per week for
40 min each visit for 2 weeks (six treat-
ments) as described below. This was fol-
lowed by six active treatments of the same
duration administered to both limbs dur-
ing the following 2 weeks. During cach ol
the 12 40-min treatments, four ATS diode
therapy pads were placed on each lower
limb as [ollows: one on the top and one on
the bottom of the foot and one on each
side of the calf just above the ankle. Sub-
jects were randomized so that irrespective
of the degree of impairment in sensation
noted at initial SWM evaluation, one
lower limb received a sham treatment and
the other an active treatment for the first

six 40-min sessions. Sham-controlled
treatments were administered only dur-
ing the first 2 weeks of the protocol, be-
cause the results of a previously reported
study (9) showed that a measurable
change in sensitivity to the 5.07 SWM
could be expected with this treatment
protocol. Furthermore, we helieved that
extending the protocol to | month to de-
liver 12 sham treatments would have ad-
versely affected recruitment and retention
ol subjects in this study. Fourteen ol the
subjects received initial active treatments
on the left leg and the remainder on the
right leg, and sham treatments were si-
multaneously given on the opposite leg,
Neither the clinical stall nor the subjects
knew which leg was receiving the active
treatment. Patients returned to the clinic
3 days alter the sixth treatment, were ve-
tested with the SWM, and then both limhs
received the first of a serics of six active
treatments.

Thus, SWM testing, paticut question-
naires, and physical examinations were
conducted hefore entry into the study,

just before initiation of the seventh treat-

ment session (i.c., 3 days alter completing
the sixth treatment), and within 3 days
after completing the twellth treatment
session, on cach lower extremity.

Statistics

Data were analyzed by paired and un-
paired Student’s ¢ test where appropriate
and by repeated measures with a null hy-
pothesis that treatments would have no
elfect on cither 1) increasing the number
of sites sensitive to the 5.07 SWM, 2) the
numerical score on the MNSI question-
naire, 3) physician [oot examination, or 4)
self-reported pain. Significance was ac-
cepted when P < 0.05. The stadstical
package StatView [rom Abacus Concepts
(Berkley, CA) was used. Values are ex-
pressed as mean = 1 SD.

RESULTS — Thce 27 subjects who
were insensitive to the SWM 5.07 were
stratified into two groups (group | and
group 2) based on their ability to sense the
SWM 6.65. Group 1, consisting of 18
subjects, was able to sense the SWM 6.65
at all tested sites. Group 2, consisting of
nine subjects, was unable o sense the
SWM 6.65, which requires 30 times the
bending force of the SWM 5.07, at no less
than one tested site. Thus, group 2 sub-

jects presented with a more profound

level of sensory impairment than those in
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Reversal of diabetic peripheral neuropathy

Table 1—Subject characteristics at initial evaluation (pretreatment) treatments total) resulted in a further im-
provement in sensation as the ability to
e detect the 5.07 SWM increased signifi-
el antly (P < 0.001 vs. baseline). Six acti
no. Age (years) Sex Weight (Ibs) Type Duration (years) cantly ( e Vs, base mt,)‘ ; ?X active
treatments administered after initial sham
Group 1* 61212 212,35 treatments resulted in improved SWM
1 62 F 207 2 10 5.07 sensitivity (P << 0.002 vs. baseline).
2 58 E 151 1 33 Group 2 subjects. At initial evaluation,
3 57 M 234 2 30 group 2 subjects exhibited profound di-
4 78 M 219 2 9 minished sensation, as evidenced by both
5 52 F 2511 2 22 the inability to sense the SWM 6.65 at one
0 70 M 220 2 4 ot more sites and by the average number
7 62 M 225 2 7 of sites insensitive o the SWM 5.07 com-
8 41 M 297 2 5 pared with group 1 subjects (Table 2).
9 61 M 260 2 2 Neither 6 nor 12 active treatments signif-
10 69 M 180 2 12 icantly decreased the number of sites in-
11 48 M 235 2 9 sensate to the SWM 5.07. Alter the initial
12 48 F 190 1 38 6 active treatments and after 12 weat-
13 70 F 198 2 ] ments, no sites became sensitive to the
14 35 M 200 2 3 5.07 SWM (NS versus baseline). Like-
I 61 F 190 2 2 wise, among group 2 patients, sham treat-
16 67 M 215 2 3 ment did not significantly affect
17 82 M 173 2 2 sensitivity to the SWM 5.07 (Table 2).
18 72 M 200 2 2
Gri 2 649 21838 . . .
I(I)UP 0 s - 5s 5 5 MNSI patient questionnaire (Table 3)
Group 1 subjects. At initial evaluation,
2, 76 F 176 2 15 . -
there was no difference to the modified
3 25 M 250 2 30 § . . . .
MNSI patient questionnaire score (maxi-
4 68 I 162 2 7 - o
" mum 11) for the foot that initially ve-
5 67 M 215 2 5 . .
ceived active treatments (4.7 £ 1.8) as
6 48 M 211 2 1 .
compared with sham treatments (4.7 =
7 67 M 193 2 30 N .
1.9) (NS). Six active treatments resulted
< 0o M 225 2 3 i reduction of the MNSI score (P =
g 60 ” 560 5 5 in a reduction of the SI score

*Data are means % SD.

group 1. Other than for the level of sen-
sory impairment, the subjects in these
two groups were substantially homoge-
nous in terms of age, sex, and weight.

Subject demographics (Table 1)
Average age of the subjects was 61 = 12
years in group 1 and 64 £ 9 years in
group 2 (NS). All but 2 of the 27 subjects
had type 2 diabetes.

SWM (Table 2)

Group 1 subjects. At initial evaluation,
there was no difference in sensitivity to
the 5.07 SWM between the feet that ini-
tially received active treatments and the
{eet that received sham treatment for the
first six sessions (NS). Six active treat-
ments with the ATS reduced the number
of sites insensitive to the SWM 5.07 (P <
0.02 vs. baseline), but the [oot treated
with the sham diodes did not demon-
strate a signiftcant decrease (NS). Six ad-
ditional active treatments (12 active

0.0001 vs. baseline). Six additional treat-
ments with active diodes resulted in a fur-
ther reduction in the MNSI score (P <
0.05 vs. baseline). There was also a statis-

Table 2—Number of sites on the plantar surface of the foot that were insensate to SWM 5.07
(10 g) before (baseline) and after 6 and 12 ATS treatments (active diodes versus placebo)

Baseline After 6 treatments After 12 treatments

Group 1 (sensate to 6.65

SWM)
D510 2.4 £ 1.5 (with active diodes) 1.9 + 1.7 (active diodes)
P02, P < 0.001
3631 3.0 = 1.5 (sham diodes) (NS) 2.3 * 1.8 (active diodes)
P <0.09 P < 0.002
Group 2 (insensate to
6.65 SWM)
47 +05 4.0 = 1.7 (with active diodes) 3.7 *= 1.7 (active diodes)
(NS)P=10.21 (NS)P=10.10
44 +07 4.0 = 1.7 (sham diodes) 3.9 = 1.7 (active diodes)
(NS)P=0.27 (NS) P =0.28

Data are means = SD. Five sites were tested on each foot. P values are compared with baseline in that limb.
All subjects completed 12 treatment sessions with either active or sham diode arrays. In group 1 (n = 18),
these 18 subjects were insensate to the 10-g, 5.07 SWM but were sensate to the 6.65 SWM. In group 2 (n =
9), these nine subjects were insensate to the 5.07 and were also insensate to the 6.65 SWM at one or more
sites on the foot.
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Table 3—MNSI scores before and after 6 and 12 treatments with the ATS

Baseline After 6 treatments After 12 treatments
MNSI questionnaire scores
(maximum 11)
Group 1 (n = 18)
Active diodes 47+18 85 &8 3.2 2 145
(P < 0.0001) (P <0.001)
Sham diodes 47%19 8:8 & dd 3 = 19
(P<0.01) (P50/05)
Group 2 (n = 9)
Active diodes 37+14 3.0 = 1.6 (NS) 3.0 = 1.3(NS)
Sham diodes 36+ 1.6 3.3+ 1.5(NS) 3.1% + 1.4 (NS)
MNSI foot examination
scores (maximum 4)
Group 1 (n = 18)
Active diodes 1.5 0.5 1.4 + 0.7 (NS) 1.3 = 0.6 (NS)
Sham diodes 1.6 205 1.3+ 0.7 (NS) 1.3% + 0.6 (NS)
Group 2 (n =9)
Active diodes eaill 22 (O 1.9 = 0.6 (NS) 1.8 = 0.6 (NS)
Sham diodes 2l = 07 1.9 + 0.6 (NS) 1.8% £ 0.6 (NS)

Data are means + SD. Sham treatments (sham diodes) for the first 6 sessions were followed by treatment with
active diodes for sessions 7 through 12. *These [eet received active ATS treatments for sessions 7 through 12.

tically significant decrease in the MNSI
alter six sham treatments (P << 0.01 vs.
baseline). The “sham” foot, treated for the
{inal six sessions with active diodes dem-
onstrated a reduction in the MNSI score
(P < 0.05 vs. haseline).

Group 2 subjects. Treatment with active
diodes for six sessions did not result in a
statistically significant decrease in the
MNST (NS versus baseline) nor did six ad-
ditional treatments with active diodes (NS
versus baseline). There was no statistically
signilicant decrease in the MNSI score al-
ter six sham treatments (both values are
NS versus baseline).

Foot examination (Table 3)

Group 1 subjects. At baseline examina-
tion, only 2 of the 18 group | subjects had
feet with an abnormal appearance (dry skin
or Charcot), and only one had an ulcer.
Thus, reported abnormalities, if any, in the
foot examination would be due mainly to
changes in either ankle reflexes or semi-
quantitative vibratory sensation. Foot ex-
amination score did not significantly
change with either 6 or 12 active treat-
ments. Likewise, the oot examination did
not change significantly with either six
sham treatments or the subsequent admin-
istration of six active treatments (both val-
ues are NS versus baseline).

Group 2 subjects. Foot examination
score al initial evaluation for the group 2
subjects indicated more significant im-

pairment compared with the group 1 sub-

jects (Table 3). As in the group 1 subjects,

there was no significant change in foot
examination scores after either active or
sham treatments.

Pain

Group 1 subjects. Overall sell-reported
pain (VAS) in the group 1 subjects, which
was not reported by extremity, decreased
from 4.2 £ 2.3 at haseline t0 3.2 = 1.9
alter the first 6 treatments (i.c., active di-
odes on one leg and sham on the opposite
leg; P < 0.03) and 10 2.3 = 1.7 alter 12
treatments (P < 0.0001 vs. haseline).
Group 2 subjects. VAS in the group 2
subjects was much move variable than in
group 1. Whereas sel{-reported pain de-
creased over the month-long trial, this
was not statistically significant due to the
wide variation in VAS and the small num-
ber of subjects. Pain averaged 4.2 = 3.9 al
baseline, 2.6 & 2.3 alter 6 treatments, and
2.00 £ 2.3 alter 12 treatments (NS versus
baseline lor both 6 and 12 treatments).

Balance improvement

Group 1 subjects. The questionnaire re-
quired a yes or no response to the follow-
ing question: “Do you [eel off balance or
feel like you are going to fall?” At initial
evaluation, 16 of the 18 group 1 subjects
(89%) answered this question affirma-
tively. After six treatments, only seven
subjects answered affirmatively (39%),

Leonard and Associates

and after 12 treatments, only three sub-

jects answered aflirmatively (16.79%). Al-

ter 12 treatments, balance impairment
was no longer reported by 81% ol the
subjects.

Group 2 subjects. Most subjects {seven
ol nine; 78%) in group 2 also answered
the balance impairment question alfirna-
tively belore the start of treatment. Alter
six treatments, only four of nine subjects
(44%) answered this question aflirma-
tvely. However, no further improve-
ments were noted after 12 treatments as
four of nine subjects continued report
balance impairment. Thus, alter both 6
and 12 treatments, sell-reported balance
impairment was no longer reported by
43% of the group 2 subjects.

CONCLUSIONS — heresulisolthe
present study demonstrate that treat-
ments with near-inlrared photo cnergy
delivered in the manner specilied in the
study protocol resulted inasignificant de-
crease in the average number of sites in-
sensitive 1o the 5.07 SWM in diabetic
subjects with LOPS who had not pro-
gressed o profound sensory loss, defined
as their inability to detect a much Targer
monofilament (Table 2). Alter 12 such
treatments, the average number ol sites
insensitive 1o the SWM 5.07 among sub-

jects in group L decreased 1o less than two

sites, representing almost a 50% improve-
ment in sensation. Comparatively, six
sham treatments did not significantly de-
crease the number of foot sites insensitive
1o the SWM 5.07, but statistically signili-
cant sensory improvement was noted
when these feet later received six active
treatments,

We did not observe a signilicant im-
provement in sites sensitive to the SWM
5.07 in those subjects (group 2) with
LOPS who also presented with profound
sensory loss, as characterized by their in-
ability to detect a SWM 6.65 (300 ¢) at
one or more tested sites after cither active
or sham treatment. There may have been
some improvement in sensory pereeption
ol monofilaments, sized between 5.07
and 6.65, but we did not perform tests
using intermediate-sized monofilaments
in the context of this study:.

DPN, as documented by the failure 1o
sense a 5.07 SWM at twossites on cither foot,
is considered as LOPS and recognized as a
“localized illness ol the foot”™ (11). The
present results suggest that ATS treatiments
in those subjects who had not progressed 1o
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prolound sensory loss, namely group 1,
may result in at least a temporary restora-
tion of protective sensation.

Subject response to the MNSI question-
naire showed that neuropathic symptoms
decreased among those with LOPS (group
1) after 6 10 12 active treatments with the
ATS. This was not the case in the group 2
subjects who exhibited profound sensory
loss in addition to LOPS, even though they
had lower sell-reported neuropathic symp-
toms at entry. Based upon physician exam-
inations, ncither ankle rellexes nor
vibratory sensitivity toa 128-Hz tuning fork
significantly improved during the course of
12 active treatiments with the ATS in either
group | or group 2 subjects. Based on these
data, we would tentatively conclude that
administration of 12 ATS treatments only
improves light touch sensation as measured
by the SWM 5.07.

Self-reported pain (VAS) decreased
significantly in group 1 subjects alter both
6 and 12 treatments, but there was no
significant reduction in the group 2 sub-
jects after either 6 or 12 treatment ses-
sions. Thus, 6 10 12 active treatments with
ATS may be able to reduce pain but only
in those whose DPN has not evolved to
prolound sensory loss. However, several
ol the subjects with profound sensory loss
did self-report diminished pain during
the course of the treatment protocol. Due
to the limited number of subjects (n = 9),
the pain response attenuation for the
entire group did not reach statistical sig-
nificance. Pain reduction might be signif-
icant among those with prolound sensory
loss if the sample was larger.

The only lifestyle change that we ad-
dressed was in subject-reported balance
impairment. Both group 1 and group 2
subjects exhibited substantial improve-
ment in sell-reported balance after the ini-
tial six treatments (56.3 and 42.9%,
respectively). No further improvement
was reported among the group 2 subjects
after 12 treatments, but group 1 subjects
reported additional improvement (81%
ol subjects reporting improvement over-
all). The association between DPN and in-
creased incidence of falls in diabetic
subjects has been well documented (6).
Although there are certainly factors other
than DPN that contribute to falls, the im-
provement in balance may olfer an oppor-
tunity for fall-related risk reduction in this

population despite the severity of their
sensory impairment before treatment.

This study did not include an examina-
tion of the biological mechanism through
which the improvements in sensation dem-
onstrated after treatment with ATS were ob-
tained. Because both the active and placebo
diode pads emit a comparable thermal el-
fect, it is apparent that the results were not
simply due to warmth.

The data obtained in this study are lim-
ited in some important respects. The 5.07
SWM, although validated and very widely
used as a diagnostic tool, determines a gross
measutre of sensory loss in those with DPN.,
More discreet quantitative sensory tests
would be helpful in determining the exact
degree of sensory improvement experi-
enced after the administration of ATS treat-
ments (12). Furthermore, changes in pain
and halance were only secondary endpoints
in this study, and the study design did not
permit us to measure pain reduction or bal-
ance improvement in active compared with
sham treatment of individual limbs. An al-
ternative study design that would evaluate
subjects receiving either active or sham
treatment on both limbs, rather than by ex-
Lremity as in this study, would address this
question. Additionally, objective measures
of balance, such as the Tinetti Assessment
Tool (13), would provide more objective
data on actual improvements in gait and
balance. Interestingly, a preliminary report
showing improved Tinetti Assessment
scores and a reduced risk of falling in elderly
subjects treated with ATS was recently pub-
lished (14). Laslly, the present study only
evaluated treatment ellect after 6 and 12

treatments and did not include analysis of

the durability of ongoing treatment. How-
ever, the results of this study are so encour-
aging that we have obtained institutional
review board approval to extend this stucly
to include additional quantitative sensory
tests and measures of durability.
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