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Abstract:
Objective: There is no therapy which reverses peripheral neuropathy
(PN) in most diabetic patients. We hypothesized that a FDA cleared
medical device, which emits monochromatic near infrared (890 nm)
photo energy (MIRE) would improve neural function lost during
diabetes. Research Design arid Methods: 49 consecutive diabetic
subjects (Type 1. n=25: Type II, n=24). with established neuropathy
received MIRE treatment to determine if there was an improvement of
sensation. All had PN classified as either absent. diminished, or
impaired protective sensation assessed by the Semmes-Weinstein
(SW) monofilament test or hot/cold (H/C) sensation impairment.
Impaired protective sensation, (4.56 or above) was present in 100%
of subjects (range: 4.56-6.45) and 42 of 49 subjects had SW values
exceeding 5.07. reported to be one of the most sensitive predictors of
eventual diabetic foot ulceration. H/C sensation was absent (54%) or
impaired (46%) prior to initiating treatment. The MIRE diode array
was placed in contact with the skin on the lower leg/foot for 30
min./day, 3X/week for one month. SW and H/C tests were repeated at
two and four weeks.
Results: After 6 treatments, most subjects exhibited improved
sensation. After 12 treatments, no subject continued to experience
absent sensation to HC: all had improved sensation based on SW.
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Remarkably. 65% of subjects exhibited restoration of protective
sensation (4.17 or below) and no subject had a SW value above 4.93.
Conclusions: MIRE may be a very safe, drug free, non-invasive
treatment for the consistent and predictable improvement of sensation
in diabetic subjects with PN of the feet.

Introduction:

Diabetic peripheral neuropathy is a consequence of diabetes-mediated
impairment in blood flow to. and resultant hypoxia of. nerves (1).
There is no treatment for reversing the neurologic deficit of this
disease manifestation although some treatments, such as capsaicin
cream, tricyclic antidepressants and valproic acid are efficacious in
diminishing pain (2). Other studies have demonstrated some increase
in conduction with use of aldose reductase inhibitors and insulin pumps
or pancreas transplantation (3). With each of these approaches there
have been notable problems in feasibility, logistics, and efficacy so that
additional research into preventing/treating diabetic neuropathy has
become a major research focus of the Juvenile Diabetes Foundation
and the National Institutes of Health.
Impaired sensation in the feet becomes evident to the patient and
clinician several years after the onset of diabetes (4) and, importantly,
does not spontaneously regress: in other words, diabetic peripheral
neuropathy is considered to be a progressive disease. Ultimately the
loss of feeling can result in one or more ulcerations of the foot or feet.
If the degree of sensory impairment reaches a level of 5.07, using the
Semmes-Weinstein monofilament test, there is a very high likelihood
of ulceration, followed by amputation (5). Thus, other approaches to
improving blood flow in the feet of diabetic patients could be
advantageous in the restoration of sensation: restoration of adequate
circulation might delay the onset of ulcerations that often lead to
amputations.
We have treated many diabetic and other subjects with MIRE in a
protocol designed to heal otherwise recalcitrant ulcers, including
venous stasis and diabetic ulcers, on the lower leg (6). The device is
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FDA cleared for increasing circulation and reducing, pain. In many
instances, subjects reported feeling a sensation of warmth, several
days after beginning treatment, although they had not been able to
discern differences in temperature prior to MIRE treatment.
To investigate if, indeed, sensation was returning to the lower, we
performed a prospective study in diabetic subjects with neuropathy.
The results demonstrate that all 49 subjects had partial restoration of
feeling in their feet at the end of the 30-day trial. To our knowledge
this is the first, highly successful, non-invasive drug free maneuver,
which restores, at least temporarily, neural sensation in diabetic
subjects.

Methods and Materials:

All subjects were treated at The Medical Center of Aurora, a Healthone
facility, Aurora, CO in the Physical Therapy Department. The subjects
ranged in age from 35 to 80 years old; 25 were Type I diabetic
patients and 24 were Type IT diabetic patients. All had peripheral
neuropathy based on the Semmes-Weinstein (SW) monofilament test.
In addition the ability to detect hot vs. cold was also absent or
impaired in each patient. No novel treatments or pharmaceuticals that
would have uniquely modified circulation in the lower extremities were
employed during the 30 days prior to beginning this study. No changes
were made in the standard of medical care associated with diabetes
for these subjects, including insulin or oral hypoglycemic agents, diet,
blood pressure medications, and exercise. The SW test is often used as
an adjunct to gait testing analysis in a PT department. Such
information guides the therapist in his or her efforts to reeducate the
muscles of the lower leg (7). The study was initiated in diabetic
subject 1 in December 1999 and we treated the next 48 diabetic
subjects whose SW. H/C, and gait analysis values were abnormal.

Procedure:
MIRE is delivered from a series of 60 GaAlAs diodes in a flexible pad
(diode array) placed on the feet and/or lower leg. Four diode arrays
(60 diodes in each pad) were used during the treatment. Each
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application was for 30 minutes. One diode array was placed on the
distal posterior aspect of the tibia in an effort to altercirculation the
posterior tibial artery and another diode array was placed over the
anterior distal tibia in an effort to affect the dorsalis pedis artery. On
array was placed on the dorsal and another on the ventral surface of
the foot This was done to each foot. An alternate pad placement was
used specifically at the plantar aspect of each foot if the posterior tibia
region was uncomfortable for some subjects.
Several sizes of SW monofilaments were applied to at least three areas
of the plantar side of the feet. As far as possible, the same locations
were tested at each visit. The filament was applied until it began to
bend, it was held in place for approximately 1.5 seconds. Each site
was tested three times. Care was taken to test areas that had the
least thickness of the keratin layer. The test sites were the great toe,
plantar arch region, and the fourth toe. The response to the filament
testing was based on the subjective response from the patient of “NO
W” when the patient could feel the filament. Hot/cold testing was also
done at the same test sites. Response to the hot/cold testing was
determined from subjective reports of whether the patient could sense
the hot or cold bar. These were graded as absent, impaired, or intact.

Statistics:

The data for Type I and Type II diabetic patients were grouped and
analyzed by repeated measures analysis; values reported are means ±
SD. Significance was accepted as P<0.05.

Results:

The ages of subjects, Type of diabetes (I or II), SW values, and
hot/cold (H/C) detection ability prior to beginning the study and after
MIRE treatment are shown in Table 1. Type I diabetic patients (60.4 ±
12.8 yo) were approximately 12 years younger than the Type II
diabetic subjects (72.5± 5.5 yo).
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Baseline SW deficits were virtually identical in the Type I (mean ± SD:
5.49 ± 0.52) and Type II (5.44 ± 0.47) (Table 1; Figures 1 and 2L
Thirteen Type I diabetic subjects and 13 Type II diabetic subjects had
absent sensation to H/C prior to treatment (Table I).
Eighty-eight percent of the Type I subjects exhibited diminished or
protective sensation using the SW test (4.26 ± 0.34) after 12 MIRE
treatments (Table I and Figure 1). Figure 2 documents a similar
response to MIRE treatment in Type II diabetic subjects. Specifically,
after 12 treatments with MIRE 62% of the Type II subjects had
diminished or protective sensation (4.45 ± 0.32) where none had this
ability prior to treatment (5.44 ± 0.47). The mean (± SD) SW values
before and after 12 treatments with MIRE for all diabetic subjects are
shown in Figure 3, Whereas 42/49 subjects had values above 5.07
prior to initiating the study. by week 4 (12 treatments) all subjects
had improved sensation as assessed by the SW test and no patient
had a value above 4.93.
After 12 treatments with MIRE nine of twelve Type I subjects
converted from impaired H/C sensation to an intact ability to
discriminate hot from cold (Table 1). Four of eleven Type II diabetic
patients were now able to discriminate hot vs. cold after 12 treatments
with the MIRE (Table 1).

Discussion:
Several products expected to improve the neurologic deficit of diabetic
neuropathy, including nerve growth factor and aldose reductase
inhibitors have failed, in large clinical trials, to meet full expectations
of clinicians or patients (8,9). At this time there is no effective therapy
currently available that will reverse diabetic. PN. For this reason the
Juvenile Diabetes Foundation and the National Institutes of Health
have made finding treatments for diabetic PN a major research
priority.
The present pilot study shows that treatment with monochromatic
near infrared photo energy can reverse, to some degree, the
symptoms in all diabetic subjects treated so far. Admittedly the trial
was small but, importantly. no restrictions as to patient selection were
made. In addition, we recognize that no placebo was used in these
studies. However, double blind clinical studies are planned at three
additional sites and there is a placebo device that will be used in those
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studies. It is a diode array that does not emit MIRE and it is
indistinguishable from the active diode array. Therefore, neither the
patient nor the healthcare professional can ascertain which diode array
is active and which is a placebo. This is because the eye cannot detect
MIRE, i.e., photo energy just beyond the visible spectrum of light. We
have previously used active and placebo diode arrays in patients with
venous stasis ulcers (6). Healing rate and quality of the remodeled
tissues was improved with the use of active diode arrays but no
improvement in venous stasis ulcer wound healing rate was observed
in subjects treated with placebo diode arrays (6).
The physiologic basis of this improvement in neural function may be
related, in part, to an improved circulation related to the localized
release of nitric oxide (NO). While it is well recognized that photo
energy can modulate circulation, as evidenced by the early work of
Nobel laureate Robert Furchgott (10), the precise effects of MIRE are
less well understood. Experimental studies in rats showed that 890nm
near infrared photo energy increases blood flow in part through an
eNOS mediated effect; the vasodilation was sustained even after the
photo energy was removed (11). We have measured increases in
microcapillary circulation after treatment with MIRE, using a scanning
laser Doppler (Moor Instruments), in normal subjects and in subjects
with diabetes (unpublished data). An increase in microcirculation,
measured at the skin surface, begins within minutes of MIRE exposure
arid is significant (10-fold increase) after 20-30 mm. treatment with
the ATS. The increased circulation persists for upwards of one hour.
Photo energy mediated vasodilation may be due in part to the localized
release of nitric oxide (NO) from the red blood cells (RB C)
continuously passing through vessels exposed to the MIRE (12). RBC
are able to store large amounts of NO (13). partly in the form of
nitrosothiols (14) and the absorption of this wavelength (890 nm) of
photo energy by hemoglobin is well documented (15).
We have measured NO release from rat RBC (assessed as NOx using a
chemiluminescent detection system) into the suspension saline after
treatment with the MIRE in vitro (12). RBC ghosts devoid of
hemoglobin, fail to release NO. We have also measured NOx elevations
in serum from humans and horses treated with MIRE and have
documented that placebo units do not cause an elevation in circulating
NOx in vivo (12). If blood flow does not change in response to placebo
treatment and if blood flow and plasma NOx increase only from
treatment with an active MIRE device, then the beneficial effects may
be related to a NO mediated increase in circulation. NO activates
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guanylate cyclase in smooth muscle cells and, after formation of cGMP,
phosphorylation of myosin occurs (14). This latter event is the primary
cause of NO mediated vascular smooth muscle cell relaxation and the
parallel increase in circulation.
Diabetic patients cannot form NO at the same rate or to the same
degree as normal subjects (16,17). Not only is the activity of the
enzyme that generates NO from L-arginine defective (16. 17) (possibly
due to metabolic acidosis (18) that attends diabetes), but glycosylated
hemoglobin, characteristic of diabetes, avidly binds any NO that is
formed (19). The latter constraint suggests that even the small
amounts of NO produced in diabetes may not be easily released from
RBC at microcirculatory sites. In addition, glucose binds NO and
therefore the hyperglycemia of diabetes would also be expected to
constrain NO bioavailability at the microcirculatory level (20). Diabetic
subjects may not be able to produce or release normal amounts of NO.
Impaired regulation of local blood flow and the accompanying
reduction in nutrition and oxygenation of peripheral tissues, including
nerves, might be partly responsible for the symptoms of diabetic
peripheral neuropathy. Because circulatory integrity is well recognized
as being compromised in diabetic patients (21), it is riot surprising
that wounds do not heal well and abnormal neural function develops
and progresses.
NO, which causes vasodilation via. guanylate cyclase activation and
subsequent phosphorylation of myosin through cGMP also
phosphorylates the potassium channel via cGMP (22). Modulation of
locally available NO may account for the photo relaxation of vascular
smooth muscle induced by various wavelengths of photo energy (23).
It may be that nerves may benefit from the localized availability of N),
INDIRECTLY from the vasodilation (and improved oxygenation of
neural tissue and increased ATP generation), and DIRECTLY via
phosphorylation of the K+ channel which may help restore membrane
potential.
In summary, previous studies demonstrated that short term treatment
with MIRE accelerated the rate and quality of wound healing (6); the
present study documents that improved neural function in diabetic
subjects is also a consistent effect of MIRE.
References
1. Tremont-Lukats IW. Megeff C. Backonja MM Anticonvulsants for
neuropathic pain syndromes:

-7-

Symptomatic reversal of peripheral neuropathy in diabetic patients

mechanisms of action a place in therapy. Drugs 60: 1029-1052. 2000.
2. Sindrup SR. .Tensen TS. Efficacy of pharmacological treatments of
neuropathic pain: an update and
effect related to mechanism of drug action. Pain 83: 389-400. 1999.
3. Oates PJ, Mylari BL. Aldose reductase inhibitors: therapeutic
implications for diabetic
complications. Expert Opin Investig Drugs 8: 2095-2119. 1999.
4. Sosenko TM. Sparling YR. Hu D. Welty T. Howard BY. Lee E. Robbins
DC. Use of the SemmesWeinstein monofilament in the strong heart
study. Risk factors for clinical neuropathy. Diabetes Care 22:
1715-1721, 1999.
5. Olmos PR. Cataland S. O’Dorisio TM. Casey CA, Smead WL. Simon
SR. The Semmes-Weinstein
monofilament as a potential predictor of foot ulceration in patients with
non insulin-dependent diabetes. Am
J Med Sci 309: 76-82, 1995.
6. Horwitz LR. Burke TJ, Carnegie D Augmentation of wound healing
using monochromatic infrared
energy. Exploration of a new technology for wound management. Adv.
Wound Care 12: 35-40, 1999.
7. Sacco IC. Amadio AC. A study of biomechanical parameters in gait
analysis and sensitive chronaxie
of diabetic neuropathic patients. Clm Biomech. 15: 196-202. 2000.
8. Apfel SC. Schwartz S. Adorna.to ST. Freeman R. Biton V. Rendell M,
Vinik A. Giuliani M. Stevens
JC. Barbano K. Dyci: PJ. Efficacy and safety of recombinant human
nerve growth factor in patients with diabetic polyneuropathy: A
randomized controlled trial. JAMA 284: 2215-2221, 2000.

-8-

Symptomatic reversal of peripheral neuropathy in diabetic patients

9. Oates PJ. Mylari BL. Aldose reductase inhibitors: therapeutic
implications for diabetic complications. Expert Opin investig Drugs 8:
2095-2119, 1999.
10. MatstLnaga K, Furchgott RF. Interactions of light and sodium
nitrite in producing relaxation of rabbit
aorta. J Pharmacol Exp Ther 248: 687-695, 1989.
11. Maegawa Y, Itoh T. Hosokawa T, Yaegashi K, Nishi M. Effects of
near-infrared low-level laser
irradiation on microcirculation. Lasers Surg Med 27: 427-43 7, 2000.
12. Burke TJ. Page ST. Vail C, Porter M, Bertwell D. Increase in serum
nitric oxide. induced by near
infrared phototherapy (NIP). Assoc. Equine Sports Medicine. 20J
Annual Meeting, 6-12. 2000.
13. Chen LY, Mehta JL. Evidence for the presence of L-arginine-nitric
oxide pathway in human red
blood cells: relevance in the effects of red blood cells on platelet
function. J Cardiovasc Pharmacol 32: 57-61. 1998.
14. Jia L, Bonaventura C, Bonaventura. J, Stamler JS. Snitrosohaemoglobin: a. dynamic activity of
blood involved in vascular control. Nature 380: 221-226, 1996.
15. Djibladze Mi, Melikishvili ZG, Uchaneishvili SD. Laser therapy by
noncoherent light field of
radiation. Biomed Sci lnstrum 34: 235-239. 1997.
16. Martina V. Bruno GA. Trucco F. Zumpano H. Tagliabue M. Di
Bisceglie C. Pescannona G. Platelet cNOS activity is reduced in patients
with IDDM and NIDDM. Thromb Haemost 79: 520-522. 1998.
1 7. Boykin J. The nitric oxide connection: hyperbaric oxygen therapy.
becaplermin. and diabetic ulcer
management. Adv Skin Wound Care 13: l69-l74. 2000.

-9-

Symptomatic reversal of peripheral neuropathy in diabetic patients

18. Fleming I. Hecker M. Busse R. Intracellular alkalinization induced
by bradykinin sustains activation of the constitutive nitric oxide
synthase in endothelial cells. Circ Res 74: 1220-1226. 1994.
19. Padron J, Peiro C. Cercas E, Llergo JL. Sanchez-Ferrer CF.
Enhancement of S-nitrosylation in
glycosylated hemoglobin. Biochem Biophys Res Commun 2000 271:
217-221, 2000.
20. Brodsky SV, Morrishow AM. Dharia N, Gross SS. Goligorsky MS
Glucose scavenging of nitric oxide. Am J Phvsiol Renal Physiol 280:
F480-F486, 2000.
21. Cosentino F, Luscher TF. Effects of blood pressure and glucose on
endothelial funcuón. Curr
Hypertens Res. 3: 79-88, 2001.
22. Bracamonte MP. Burnett JC, Miller VM. Activation of soluble
guanylate. cyclase and potassium
channels contribute to relaxations to nitric oxide in smooth muscle
derived from canine femoral veins.
Cardiovasc Pharmacol 34: 407-413. 1999.
23. Lovren F, Triggle CR. Eur J Pharmacol Involvement of nitrosothiols.
nitric oxide and voltage-gated K+ channels in photorelaxation of
vascular smooth muscle. 347: 215-221. 1998.

- 10 -

