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Purpose: To investigate whether a steam foot spa improves cognitive impairment in geriatric 

inpatients.

Methods: Geriatric inpatients with cognitive impairment were given a steam foot spa treat-

ment at 42°C for 20 minutes for 2 weeks (5 days/week). Physiological indicators such as blood 

pressure, percutaneous oxygen saturation, pulse, tympanic temperature, and sleep time and 

efficiency were assessed. Cognitive function and behavioral and psychological symptoms of 

dementia were assessed using the Mini-Mental State Examination, Dementia Mood Assessment 

Scale, and Dementia Behavior Disturbance scale.

Results: Significant decreases in systolic (P , 0.01) and diastolic blood pressure (P , 0.05) 

along with a significant increase in tympanic temperature (P , 0.01) were observed after the 

steam foot spas. A significant improvement was seen in the Mini-Mental State Examination 

score (P , 0.01) and the overall dementia severity items in Dementia Mood Assessment Scale 

(P , 0.05).

Limitations: Japanese people are very fond of foot baths. However, it is difficult to understand 

why inpatients cannot receive steam foot baths. In this study, a control group was not used. 

Raters and enforcers were not blinded.

Conclusion: The results of this pilot study suggest that steam foot spas mitigate cognitive 

impairment in geriatric inpatients.
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Introduction
The geriatric inpatient occupancy rate is more pronounced in the elderly because of 

dementia regardless of the acute or chronic stage. In addition, the mortality rate is higher 

in patients with dementia than in those without.1–3 Moreover, acute hospital mortality 

from dementia tends to increase in proportion to dementia severity.4  Furthermore, 

hospitalized patients with dementia show further increased mortality and prolonged 

hospitalization.5 Thus, mitigating such cognitive impairment in geriatric inpatients is 

an urgent task.

A recent study reported that cholinergic neurons are involved in improving 

cognitive function because these neurons are involved in memory and attention.6 

In addition, these neurons activate vasodilators.7,8 Vascular endothelial cells are 

located on the inner wall of the components of the cardiovascular system. Nitric 

oxide is produced by vascular endothelial cells and induces relaxation of vascular 

smooth muscle cells.9 Furthermore, it increases cerebral blood flow, which in turn is 

induced by cerebral microvascular extensions. Cholinergic neurons are activated by 
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somatosensory stimuli.10 These observations suggest that 

cholinergic neurons are activated by somatosensory stimula-

tion, improving attention and memory; both blood pressure 

and cerebral blood flow temperature are physiological indica-

tors that confirm this effect.

Kihara et al treated 30 patients with chronic heart failure 

with a system of dry sauna baths for 10 days using far infrared 

light at 60°C for 15 minutes with the patient in a supine posi-

tion in bed, followed by rest and heat retention by wrapping 

the entire body for 30 minutes with the room temperature 

set at 24°C. This treatment improved ventricular arrhythmia 

in these patients.11 Higashi et al provided 15-minute steam 

foot baths at 42°C for 2 weeks to a 21-year-old male with 

severe chronic heart failure who required a left ventricular 

assist device, followed by a 30-minute rest and heat reten-

tion in bed. They reported improved cardiac function. Taken 

together, a steam foot spa is expected to be useful for treating 

heart failure as a substitute for dry sauna or steam stimulation 

at 42°C for 15 minutes for 2 weeks (5 days/week).12 In sum-

mary, steam stimulation acts as a somatosensory stimulus to 

activate cholinergic neurons, and memory and attention are 

expected to improve by implementing this therapy.

This study aimed to investigate the effects of steam 

foot spas on mitigating cognitive impairment in geriatric 

inpatients.

Material and methods
Subjects
The geriatric hospital in this study was located on the out-

skirts of Okayama City, which is the capital of Okayama 

Prefecture and has a population of approximately 750,000. 

The subjects were 200 medical and psychiatric inpatients 

with mild-to-moderate cognitive impairment. The reason 

for choosing the subjects was that the damage of the cho-

linergic neurons is proportional to the severity of cognitive 

impairment.13

The ethics committee of Yoshiigawa Hospital approved 

this study. A full explanation was given to all patients who 

were interested in the study, and written informed consent 

was obtained from the 13 inpatients (or a family member on 

their behalf) who agreed to participate (Table 1).

Stimuli
There are approximately 2600 hot spring facilities in Japan 

because many Japanese prefer a full bath; many of these 

facilities include foot baths. In this study, a bathtub with 

28 cm deep hot water set at 43.6°C ± 0.2°C and an outdoor 

temperature of 20°C was used and the effects of a footbath 

on tympanic temperature, pulse, and blood pressure in nine 

healthy males (average age 73.5 ± 2.6 years) were studied. 

As a result, diastolic and systolic blood pressure decreased 

significantly after 15 and 20 minutes, respectively. Higashi 

et al provided 15-minute steam foot baths at 42°C for 2 weeks 

and Kihara et al provided 15 minutes of far infrared light at 

60°C for 10 days.11,12 In reference to their studies, a steam 

foot spa at a temperature of 42°C was provided for 20 minutes 

a day for 10 days.

Steam foot spas were given for 20 minutes in a physical 

therapy room with the temperature maintained at 24°C from 

10:00 to 12:00 for 2 weeks excluding weekends (ten times 

in total). The steam foot spa was EH2862P-W (Panasonic 

Corporation, Osaka, Japan), which could be used in two 

ways: combined intermittent jet-style steam and far infrared 

light or steam alone. Temperature could be set at six levels 

from 42°C–46°C. Steam only was used with a temperature 

of 42°C for 20 minutes.

Outcome measures
rating scales
The rating scale used to evaluate cognitive impairment was 

the Mini-Mental State Examination (MMSE). Behavioral 

disturbances were assessed using the Dementia Behavior 

Disturbance (DBD) scale. Depression was assessed using 

the Dementia Mood Assessment Scale (DMAS). For each 

patient, DMAS, MMSE, and DBD scores were recorded at 

the same time before the steam foot spas and after 2 weeks 

of treatment.

Examination of sadness and depression
Sadness and depression were assessed using DMAS, which 

is a 24-item (score 0–144) observational scale used to objec-

tively rate mood and functional abilities.15 The first 17 items 

are designed to measure mood in cognitively impaired 

Table 1 Characteristics of study participants (n = 13)

Characteristic Subjects

Age, years (mean ± SD) 82.69 ± 6.53
Sex
 Male 2
 Female 11
Physical and mental condition
 Cognitive impairment (MMSE score 12–24) 13
 Depression 5
  Depressive neurosis 1
  Hypertension 10
  Hypotension 1
  Cardiac insufficiency 2

Abbreviations: MMSE, Mini-Mental State Examination; SD, standard deviation.
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subjects and the last seven items are designed to measure 

cognitive and functional impairment. The mood subscale has 

a maximum score of 102, with a higher score representing 

greater dysphoria. Sunderland et al reported that scores are 

significantly correlated with global measures of depression 

(r = 0.73) and sadness (r = 0.65). Inter-rater reliability was 

highly satisfactory.16 In this study, sadness and depression 

were evaluated in subjects using a subtotal (score 0–102) 

from items one to 17 of DMAS.

Examination of cognitive performance
MMSE (score 0–30), which has been used worldwide, was 

utilized to examine the severity of cognitive performance.17

In addition, a subtotal (score 0–42) score from items 

18–24 of DMAS was used to evaluate overall cognitive 

performance.

Behavioral disturbance
Behavioral disturbance was assessed using the DBD scale 

(score 0–168), which is a 28-item scale developed to avoid 

some of the problems encountered with older instruments.18 

Each of the 28 items was designed to be used in an inter-

view format, with the patient’s primary caregiver as the 

respondent. Each behavior was rated on a Likert-type scale 

with five possible responses corresponding to the frequency 

of the behavior in the preceding week (zero = never, 

four = all the time). Thus, higher scores indicate greater 

behavioral disturbance. The reliability and validity of the 

Japanese version of the DBD scale have been established 

previously.19

Examination of physiological responses
Physiological response measurements were performed after 

the 15-minute rest and immediately after the steam foot spa 

treatment.

Tympanic temperature
Tympanic temperature was measured using a Terumo 

ear type thermometer (EM-30 CPL; Terumo Corporation, 

Tokyo, Japan). This equipment complies with the standards 

of the American Society for Testing and Materials. Saito et al 

reported that a maximum of three measurements by nonex-

perts and experts are highly positively correlated (r = 0.77, 

n = 60) for axillary temperature.20 The maximum range in 

the values of three measurements was 0.09°C ± 0.09°C. 

Tympanic temperature was measured three times before and 

after each steam foot spa treatment, and the highest value 

was used for analysis.

Percutaneous oxygen saturation (SpO2)
SpO

2
 levels were measured with a finger pulse oximeter 

(EPOCH 30; Ubix Corporation, Tokyo, Japan).

Blood pressure and pulse
Blood pressure and pulse were measured using an Omron 

digital wrist-type automatic sphygmomanometer (HEM-632; 

Omron Corporation, Kyoto, Japan).

Sleeping hours and sleep efficiency
Sleeping hours and efficiency were measured using a wrist-

watch-type actigraph (MicroMini RC; Ambulatory Monitor-

ing Inc, Ardsley, NY, USA).21 The findings of this actigraph 

are reported to show 90% or more agreement with those of 

sleep polygraphy. It uses a sleep–wake distinction software 

approved by the American Academy of Sleep Medicine.22 

Measurements were conducted for 16 days, except during 

bathing, from the day before the steam foot spa treatment 

until a day after the steam foot spa treatment, thus enabling 

each patient’s circaseptan rhythm (a 7-day cycle in which 

biological processes such as blood pressure and heart rate 

show improvement) to be determined.23–25

Intervention
Scores on MMSE, DMAS, and DBD were evaluated by ward 

nurses. A full-time registered physical therapist conducted the 

steam foot spas; blood pressure, SpO
2
, pulse, and tympanic 

temperature were measured by a full-time assistant physical 

therapist. These data (including the actigraph data) were 

statistically analyzed.

Data analysis
Data were analyzed using SPSS software version 16.0 (SPSS 

Inc, Chicago, IL, USA). The Wilcoxon signed-rank test was 

used to detect differences in the results with a significance 

level of 0.05.

Results
The 13 geriatric inpatients showed a significant increase 

in total MMSE scores (P , 0.01) after 10 days of steam 

foot spa treatment. In addition, a significant improvement 

was seen in the overall dementia severity items on DMAS 

(P , 0.05) (Table 2).

No significant differences were observed for the sadness 

and depression (first 17 items) items on DMAS. Furthermore, 

no significant improvements were seen in total sleep time, 

night-time sleep, or night-time sleep efficiency measured by 

actigraphy, which can also be used to assess depression.25 
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Table 2 Effect of steam foot spa treatments on cognitive 
function, behavioral symptoms, and psychological symptoms

Assessment tool Before  
(mean ± SD)

After  
(mean ± SD)

DBD 16.31 ± 7.28 17.31 ± 8.17
DMAS (total 24 items) 40.00 ± 13.57 34.77 ± 16.20
  Depression and sadness 

(items 1–17)
31.46 ± 11.37 27.84 ± 14.07

  Overall dementia severity 
(items 18–24)

8.54 ± 4.55 6.92 ± 3.87*

MMSE 18.38 ± 3.69 22.92 ± 3.97**

Notes: n = 13; *P , 0.05; **P , 0.01.
Abbreviations: MMSE, Mini-Mental State Examination; DBD, Dementia Behavior 
Disturbance scale; DMAS, Dementia Mood Assessment Scale; SD, standard 
deviation.

Table 3 Fluctuations in blood pressure with steam foot spa

Systolic blood pressure (mmHg) Diastolic blood pressure (mmHg)

Before (mean) After (mean) Variance Before (mean) After (mean) Variance

1 147.7 142.5 -5.2 93.7 89.1 -4.6
2 160.5 139.5 -21.0 83.1 68.7 -14.4
3 138.3 130.3 -8.0 76.2 70.8 -5.4
4 124.5 116.9 -7.6 83.3 77.4 -5.9
5 87.6 94.1 +6.5 47.7 61.2 +13.5
6 147.3 140.8 -6.5 78.7 75.3 -3.4
7 152.8 132.4 -20.4 95.0 82.8 -12.2
8 154.3 140.0 -14.3 77.8 73.9 -3.9
9 151.6 115.1 -36.5 79.6 64.5 -15.1
10 133.5 129.5 -4.0 81 72.9 -8.1
11 162.8 160.5 -2.3 90.3 94.3 +4.0
12 154.7 136.7 -18.0 78.5 68.5 -10.0
13 158.0 120.5 -37.5 80.7 69.3 -11.4
Mean ± SD 144.12 ± 5.6 130.68 ± 4.53 14.45 ± 11.32 80.43 ± 3.21 74.512 ± 2.62 8.83 ± 4.27

Note: Each value is the average of the values of blood pressure for 10 days.
Abbreviation: SD, standard deviation.

Moreover, no significant differences in DBD, a problem 

behavior assessment scale, were observed (Table 2).

These results suggest that a steam foot spa did not affect 

the behavioral and psychological symptoms of dementia, 

such as depression and problem behavior. However, it seems 

to affect cognitive impairment.

Both systolic (P , 0.01) and diastolic blood pressure 

(P , 0.05) decreased significantly after 10 days of foot spa 

treatment. Fluctuations in systolic blood pressure were seen 

in all patients. However, both mean systolic and diastolic 

blood pressure values in one patient with low blood pres-

sure increased before and after the steam foot spa treatment 

(thereby decreasing the significant difference) (Table 3). 

In addition, tympanic temperature, which reflects internal 

carotid artery temperature, increased significantly immedi-

ately after the steam foot spa treatment (P , 0.01). However, 

the average tympanic temperature 10 days prior to treatment 

was low, which was considered to be a result of high blood 

pressure (Table 4).

No significant change was seen in SpO
2
 level or pulse. 

These results suggest that systemic vasodilatation was 

affected by the steam foot spa.

Discussion
The cholinergic nervous system, which projects from 

the nucleus basalis of Meynert in the basal forebrain 

to the cerebral cortex and from the septal region to the 

hippocampus, dilates the blood vessels in the cerebral cortex 

and hippocampus.6,7 Hotta et al reported that intermittent 

occlusion of a unilateral common carotid artery in rats 

decreased blood flow by 13%–32%, but that the decrease 

in blood pressure was almost completely blocked by 

activating vasodilator nerves originating in the nucleus 

basalis of Meynert.8 Piche et al increased nucleus basalis 

of Meynert nerve activity with somatosensory stimulation 

and found that acetylcholine was released and blood flow 

increased in the cerebral cortex.10 Activation of the nicotinic 

acetylcholine nervous system enhances the neuroprotective 

effect to promote increased secretion of nerve growth 

factor.26

In this study, cerebral blood flow increased with the 

increase in tympanic temperature caused by the steam foot 

spa treatments for geriatric inpatients. This effect was con-

sidered to activate the brain and consequently raise the tem-

perature of the internal carotid artery.27,28 Another possibility 

is that the patient’s tympanic temperature tended to be low 

because of hypertension. However, hypertension decreased 

submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

546

Koike et al

Powered by TCPDF (www.tcpdf.org)

www.dovepress.com
www.dovepress.com
www.dovepress.com


Clinical Interventions in Aging 2013:8

because of the steam foot spa treatment, thus secondarily 

increasing the tympanic temperature.

A significant antihypertensive effect was observed in this 

pilot study. However, although blood pressure decreased 

significantly after 20 minutes of treatment, heart rate did not 

change. Cholinergic nerves cause vasodilatation; however, 

no sustained excitability of these nerves occurred. Thus, no 

change in heart rate variability was observed. The hypoten-

sive effect may have been caused by improved vascular 

endothelial function; nitric oxide produced by vascular 

endothelial cells induces relaxation of vascular smooth 

muscle cells.9

The limited number of subjects in this study led to a lack 

of accurate, statistically significant differences. However, 

a significant change on the MMSE was observed after the 

steam foot spa treatment. This was expected and led to an 

improvement in cognitive function caused by cholinergic 

nervous system activity. However, the effect of a steam foot 

spa was not observed on the behavioral and psychological 

symptoms of dementia. These results suggest that the 

significant change on MMSE following the steam foot spa 

treatments occurred because of vasodilatation by cholinergic 

neurons.

PC12 cells are derived from rat pheochromocytoma 

and have been used as an in vitro model of neuronal cells.29 

Due to the widespread use of PC12 cells under various 

culture conditions, spontaneous variants are often encoun-

tered. Drug-hypersensitive PC12m3 cells, which exhibit 

poor neurite outgrowth in response to nerve growth factor, 

were obtained. PC12m3 cells treated with nerve growth 

factor showed enhanced neurite outgrowth in response 

to various stimulants such as various drugs, calcimy-

cin, and heat shock.30 Three distinct mitogen-activated 

protein kinase (MAPK) cascades have been identified in 

mammalian cells: extracellular signal-regulated kinase, 

c-Jun amino-terminal kinase (JNK), and p38 MAPK. 

A previous study demonstrated that JNK members are 

important players in neurodegenerative disorders, such 

as Alzheimer’s disease and cellular stress responses.31 It 

has also been reported that p38 MAPK plays an important 

role protecting cardiac muscle cells through stress-induced 

apoptosis.32

The neurite formation rate increased in the authors’ heat-

shock studies using a 44°C 10-minute thermal stimulation, 

but only p38 MAPK activation was observed with no activa-

tion of JNK. However, p38 MAPK activity ended almost after 

20 minutes of thermal stimulation. Moreover, JNK activity 

began 10 minutes after the heat stimulus. Approximately 

95% of the cells underwent apoptosis after 20 minutes of 

JNK activity.33

Fujita et al examined the effect of a dry sauna (60°C 

for 15 minutes) on cardiac function improvement using 

a hamster heart failure model. The results suggested that 

signaling through p38 MAPK and reducing oxidative stress 

(4-hydroxy-2-nonenal) led to improved cardiac function.34

The results suggest that p38 MAPK activity due to a heat 

stimulus reduced oxidative stress, which recovered cardiac 

function. However, using thermal stimulation for geriatric 

patients with cognitive impairment requires careful consid-

eration of the temperature setting.

Conclusion
Steam foot spa treatment at an ideal setting of 42°C for 

20 minutes has the potential to improve cognitive func-

tion in elderly hospitalized patients with mild to moderate 

cognitive impairment. In addition, it may lead to improved 

cardiac function.

Acknowledgments
The authors thank Dr Mitsuhiro Kawai for his contribution 

to this study. This study was supported, in part, by a Grant-

in-Aid for Scientific Research from the Japan Society for the 

Promotion of Science (Grant Number 20500458).

Disclosure
The authors report no conflicts of interest in this work.

References
1. Ehlenbach WJ, Hough CL, Crane PK, et al. Association between acute 

care and critical illness hospitalization and cognitive function in older 
adults. JAMA. 2010;303(8):763–770.

2. Kurella Tamura M, Yaffe K. Dementia and cognitive impairment in ESRD: 
diagnostic and therapeutic strategies. Kidney Int. 2011;79(1):14–22.

Table 4 Effect of steam foot spa treatments on physiological 
responses and on sleep–wake rhythm

Physiological responses Before  
(mean ± SD)

After  
(mean ± SD)

Tympanic temperature (°C)  35.87 ± 0.37  36.14 ± 0.36**
SpO2 (%)  96.56 ± 1.22  96.43 ± 1.28
Pulse (beats/minute)  69.23 ± 8.61  69.05 ± 8.63
Systolic blood pressure (mmHg) 144.12 ± 19.42 130.68 ± 15.72**
Diastolic blood pressure (mmHg)  80.43 ± 11.11  74.51 ± 9.09*

Sleep–wake rhythm First week  
(mean ± SD)

Second week 
(mean ± SD)

Total sleep time (minutes) 531.37 ± 134.77 555.95 ± 139.05
night-time sleep (minutes) 383.18 ± 133.94 367.18 ± 122.96
Night-time sleep efficiency (%)  85.21 ± 7.36  85.72 ± 8.69

Notes: n = 13; *P , 0.05; **P , 0.01.
Abbreviations: SD, standard deviation; SpO2, percutaneous oxygen saturation.

submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

547

Effect of steam foot spa

Powered by TCPDF (www.tcpdf.org)

www.dovepress.com
www.dovepress.com
www.dovepress.com


Clinical Interventions in Aging

Publish your work in this journal

Submit your manuscript here: http://www.dovepress.com/clinical-interventions-in-aging-journal

Clinical Interventions in Aging is an international, peer-reviewed journal 
focusing on evidence-based reports on the value or lack thereof of treat-
ments intended to prevent or delay the onset of maladaptive correlates 
of aging in human beings. This journal is indexed on PubMed Central, 
MedLine, the American Chemical Society’s ‘Chemical Abstracts Ser-

vice’ (CAS), Scopus and the Elsevier Bibliographic databases. The 
manuscript management system is completely online and includes a 
very quick and fair peer-review system, which is all easy to use. Visit 
http://www.dovepress.com/testimonials.php to read real quotes from 
published authors.

Clinical Interventions in Aging 2013:8

 3. Forma L, Rissanen P, Aaltonen M, Raitanen J, Jylha M. Dementia as 
a determinant of social and health service use in the last two years of 
life 1996–2003. BMC Geriatr. 2011;11:14.

 4. Sampson EL, Blanchard MR, Jones L, Tookman A, King M. Dementia in 
the acute hospital: prospective cohort study of prevalence and mortality. 
Br J Psychiatry. 2009;195(1):61–66.

 5. Bell CL, Somogyi-Zalud E, Masaki KH. Factors associated with con-
gruence between preferred and actual place of death. J Pain Symptom 
Manage. 2010;39(3):591–604.

 6. Sato A, Sato Y. Regulation of regional cerebral blood flow by cholinergic 
fibers originating in the basal forebrain. Neurosci Res. 1992;14(4): 
242–274.

 7. Lacombe P, Sercombe R, Verrecchia C, Philipson V, MacKenzie ET,  
Seylaz J. Cortical blood flow increases induced by stimulation of the 
substantia innominata in the unanesthetized rat. Brain Res. 1989; 
491(1):1–14.

 8. Hotta H, Uchida S, Kagitani F. Effects of stimulating the nucleus 
basalis of Meynert on blood flow and delayed neuronal death following 
transient ischemia in the rat cerebral cortex. Jpn J Physiol. 2002;52(4): 
383–393.

 9. Khalil RA. Modulators of the vascular endothelin receptor in blood 
pressure regulation and hypertension. Curr Mol Pharmacol. 2011;4(3): 
176–186.

 10. Piche M, Uchida S, Hara S, Aikawa Y, Hotta H. Modulation of 
somatosensory-evoked cortical blood flow changes by GABAergic 
inhibition of the nucleus basalis of Meynert in urethane-anaesthetized 
rats. J Physiol. 2010;588(Pt 12):2163–2171.

 11. Kihara T, Biro S, Ikeda Y, et al. Effect of repeated sauna treatment on 
ventricular arrhythmias in patients with chronic heart failure. Circ J. 
2004;68(12):1146–1151.

 12. Higashi H, Komamura K, Oda N. Experience of appendicular thermal 
therapy applied to a patient with a left ventricular assist device awaiting 
heart transplantation. J Cardiol. 2009;53(2):301–305.

 13. Schliebs R, Arendt T. The cholinergic system in aging and neuronal 
degeneration. Behav Brain Res. 2011;221(2):555–563.

 14. Miwa C, Sugimura K, Shiraishi N, et al. Effect of the foot bath on 
tympanic temperature, sweat rate, blood pressure, and heart rate in the 
elderly person. Nihon Onsen Kiko Butsuri Igakkai Zasshi. 2007;70(2): 
84–88. Japanese.

 15. Sunderland T, Hill JL, Lawlor BA, Molchan SE. NIMH Dementia 
Mood Assessment Scale (DMAS). Psychopharmacol Bull. 1988;24(4): 
747–753.

 16. Sunderland T, Alterman IS, Yount D, et al. A new scale for the assess-
ment of depressed mood in demented subjects. Am J Psychiatry. 
1988;145(8):955–959.

 17. Folstein MF, Folstein SE, McHugh PR. “Mini-mental state.” A practi-
cal method for grading the cognitive state of patients for the clinician. 
J Psychiatr Res. 1975;12(3):189–198.

 18. Baumgarten M, Becker R, Gauthier S. Validity and reliability of the 
Dementia Behavior Disturbance scale. J Am Geriatr Soc. 1990;38(3): 
221–226.

 19. Mizoguchi T, Iijima S, Eto F, Ishizuka A, Orimo H. Reliability and 
validity of a Japanese version of the Dementia Behavior Disturbance 
scale. Nihon Ronen Igakkai Zasshi. 1993;30:835–840. Japanese.

 20. Saito N, Saito M. The performance assessment of an ear type 
thermometer. Consider the impact of measurement techniques and axil-
lary temperature comparison. Japanese Journal of Pediatrics. 1999;52: 
2013–2017.

 21. Ancoli-lsrael S, Cole R, Alessi C, Chamberes M, Moorcroft W, 
Pollak CP. The role of actigraphy in the study of sleep and circadian 
rhythms. Sleep. 2003;26(3):342–392.

 22. Cole RJ, Kripke DF, Gruen W, Mullaney DJ, Gillin JC. Automatic 
sleep/wake identification from wrist activity. Sleep. 1992;15(5): 
461–469.

 23. Lee MS, Lee JS, Lee JY, Cornelissen G, Otsuka K, Halberg F. About 
7-day (circaseptan) and circadian changes in cold pressor test (CPT). 
Biomed Pharmacother. 2003;57(Suppl 1):39s–44s.

 24. Otsuka K, Yamanaka G, Shinagawa M. Chronomic community screen-
ing reveals about 31% depression, elevated blood pressure and infradian 
vascular rhythm alteration. Biomed Pharmacother. 2004;58(Suppl 1): 
S48–S55.

 25. Shinagawa M, Otsuka K, Murakami S, et al. Seven-day (24-h) ambula-
tory blood pressure monitoring, self-reported depression and quality of 
life scores. Blood Press Monit. 2002;7(1):69–76.

 26. Hotta H, Kagitani F, Kondo M, Uchida S. Basal forebrain stimulation 
induces NGF secretion in ipsilateral parietal cortex via nicotinic recep-
tor activation in adult, but not aged rats. Neurosci Res. 2009;63(2): 
122–128.

 27. Matsukawa T, Kashimoto S, Miyaji T, Hanagata K, Iriki M, 
Kumazawa T. A new infrared tympanic thermometer in surgery and 
anesthesia. J Anesth. 1993;7(1):33–39.

 28. Benzinger M. Tympanic thermometry in surgery and anesthesia. JAMA. 
1969;209(8):1207–1211.

 29. Greene LA, Tischler AS. Establishment of a noradrenergic clonal line 
of rat adrenal pheochromocytoma cells which respond to nerve growth 
factor. Proc Natl Acad Sci U S A. 1976;73(7):2424–2428.

 30. Kano Y, Nohno T, Takahashi R, et al. cAMP and calcium ionophore 
induce outgrowth of neuronal processes in PC12 mutant cells in 
which nerve growth factor-induced outgrowth of neuronal processes 
is impaired. Neurosci Lett. 2001;303(1):21–24.

 31. Thakur A, Wang X, Siedlak SL, Perry G, Smith MA, Zhu X. c-Jun 
phosphorylation in Alzheimer disease. J Neurosci Res. 2007;85(8): 
1668–1673.

 32. Nishida K, Yamaguchi O, Hirotani S, et al. p38alpha mitogen-activated 
protein kinase plays a critical role in cardiomyocyte survival but not 
in cardiac hypertrophic growth in response to pressure overload. Mol 
Cell Biol. 2004;24(24):10611–10620.

 33. Kano Y, Nakagiri S, Nohno T, et al. Heat shock induces neurite out-
growth in PC12 m3 cells via the p38 mitogen-activated protein kinase 
pathway. Brain Res. 2004;1026(2):302–306.

 34. Fujita S, Ikeda Y, Miyata M, et al. Effect of Waon therapy on oxidative 
stress in chronic heart failure. Circ J. 2011;75(2):348–356.

submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

Dovepress

548

Koike et al

Powered by TCPDF (www.tcpdf.org)

http://www.dovepress.com/clinical-interventions-in-aging-journal
http://www.dovepress.com/testimonials.php
www.dovepress.com
www.dovepress.com
www.dovepress.com
www.dovepress.com

	Publication Info 2: 
	Nimber of times reviewed: 


