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General Summary

We have organized special outpatient clinics for selected skin diseases, including viral 
diseases, neurofibromatosis type 1, atopic dermatitis, psoriasis, contact dermatitis, and 
skin cancers. Integrating concentrated clinical efforts and related basic research should 
provide a significant contribution to excellent clinical practice.

Research Activities

Psoriasis 
Various systemic therapies, including oral cyclosporin microemulsion preconcentrate, 
methotrexate, etretinate, biologics and topical therapies such as vitamin D3, and cortico-
steroids, have been used, depending on disease severity and the degree to which quality 
of life (QOL) has been impaired in individual patients. Also phototherapy, including 
psoralen plus ultraviolet A, narrow-band ultraviolet B (UVB), and the 308-nm excimer 
lamp, have been administered in the skin-care clinic with considerable efficacy. We 
have evaluated patients’ QOL reflecting social background and have developed a Japa-
nese version of the Psoriasis Disability Index. We also developed a Japanese version of 
the Work Productivity and Activity Impairment questionnaire for psoriasis. We exam-
ined the incidence of metabolic syndromes as a comorbidity of psoriasis. In a special 
psoriasis clinic, we select patient-based treatments to satisfy patients’ demands. New 
biologic agents, including infliximab, adalimumab, and ustekinumab, are available and 
have been used to treat severe, intractable psoriasis. Clinical trials have been performed 
with new biologic agents, including antibodies against interleukin (IL)-17A, IL-17 recep-
tor, IL-23p19, and Janus kinase 1/3 inhibitor.

Atopic dermatitis
The pathogenesis of atopic dermatitis has been attributed to a complex interaction of 
environmental factors, host susceptibility genes, altered skin barrier function, and the 
immune system. Recently, psychosocial factors have been suggested to influence the 
exacerbation of atopic dermatitis. Therefore, we are now treating patients on the basis 
of both evidence-based medicine and QOL issues. We try to obtain a precise medical 
history from each patient and to evaluate the degree of QOL impairment. We have eval-
uated the patients’ sleep quality using the Pittsburgh Sleep Quality Index and have found 
that its score was positively correlated with the scores of the Severity Scoring of Atopic 
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Dermatitis Index and the Dermatology Life Quality Index, indicating that nocturnal itch-
ing and scratching behavior impair the sleep quality of patients with atopic dermatitis. 
In basic clinical research, the levels of substance P, thymus and activation-regulated che-
mokine (TARC), and IL-31 related to pruritus in atopic dermatitis are being evaluated 
according to disease severity. Clinical trials of a topical phosphodiesterase 4 inhibitor 
have been performed.

Malignant skin tumors
We have been studying clinical courses, postoperative outcomes, and genomic and 
expression changes in patients with malignant melanoma, extramammary Paget’s disease, 
squamous cell carcinoma, basal cell carcinoma, cutaneous T-cell lymphomas, and a wide 
variety of sarcomas, including malignant peripheral nerve sheath tumor (MPNST). For 
the accurate diagnosis of pigmented tumors, we always perform dermatoscopic examina-
tions and sentinel lymph-node biopsy, especially for patients with stage II or III mela-
noma. Now we are studying the clinical significance of sentinel lymph-node navigation 
surgery in extramammary Paget’s disease. We are participating in collaborative clinical 
research for maintenance therapy using local injections of interferon β and in several 
nationwide epidemiological studies.
 
Neurofibromatosis
Because the number of registered patients in our clinic is the largest in Japan and because 
many patients with letters of introduction visit from all over Japan, we concentrate on 
long-term follow-up and improvement of impaired QOL by means of accurate diagnosis 
and the resection of neurofibromas. The estimated lifetime risk of MPNST in patients 
with neurofibromatosis 1 is approximately 10%, although information concerning the epi-
genetic abnormality is limited. We have used the methylation-specific polymerase chain 
reaction (PCR) and real-time reverse transcriptase PCR to analyze the methylation status 
of tumor-suppressor genes and cancer-testis genes in established MPNST cell lines and 
MPNSTs from patients. The findings of abnormal expression of several cancer-testis 
genes and the inactivation of tumor-suppressor genes indicate that disarranged methyla-
tion and demethylation are involved in the ontogenesis of MPNST.

Herpes virus infection
1. Herpes simplex virus
We treat patients with genital herpes and intractable oral/facial herpes. Rapid diagnostic 
procedures by means of immunohistochemical staining with monoclonal antibodies 
against herpes simplex virus (HSV)-1, HSV-2, and varicella-zoster virus (VZV) are per-
formed in this clinic. We also perform enzyme-linked immunosorbent assays of anti-
bodies against HSV glycoproteins G-1 and G-2 for patients with genital herpes to deter-
mine the type of HSV. After the diagnosis is confirmed, suppressive therapies (patient-
initiated therapy and episodic therapy) with varaciclovir are started to improve the 
impaired QOL.
2. Herpes zoster and post-herpetic neuralgia 
Initial treatments for herpes zoster and post-herpetic neuralgia (PHN) are performed in 
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this clinic. Neurological complications are commonly associated with herpes zos-
ter. PHN, defined as pain present for 90 days after the onset of rash, is a major sequela 
of VZV infection and impairs QOL. To prevent PHN, we proactively use tricyclic anti-
depressants. Post-hoc analyses of a subgroup of patients has shown that amitriptyline in 
combination with acyclovir reduces the incidence of PHN. PHN is characterized by 
various types of pain and sensory symptoms, including ongoing pain, allodynia, and 
evoked or spontaneous intermittent lancinating pains. We prescribe pregabalin, tricyclic 
antidepressants, selective serotonin reuptake inhibitors, and opioid analgesics, such as 
Tramcet® (Grunethal Ltd., Stokenchurch, UK), which contains tramadol hydrochloride 
and acetoaminophen. Tramadol is a weak μ-opioid receptor agonist that induces sero-
tonin release and inhibits the reuptake of noradrenaline. We use visual analogue scales 
and an objective measuring device (Pain Vision PS-2100, Nipro Co., Osaka) to evaluate 
the effect of treatment.

Human papillomavirus infection
In addition to ordinary cryotherapy, treatments for viral warts include topical vitamin D3, 
salicylic acid, glutaraldehyde, and monochloroacetic acid. Contact immunotherapy with 
squaric acid dibutylester, CO2 laser, and pulsed dye laser have also been used to treat 
severe intractable viral warts. Human papillomavirus infection typing with the PCR has 
regularly been performed for bowenoid papulosis and rare viral warts. Five-percent 
imiquimod cream is now available for the treatment of condyloma acuminatum.

Contact dermatitis/drug eruption
We have regularly performed patch testing to identify causes of contact dermatitis and 
drug eruption.

Laser
The Q-switched ruby laser is useful for treating nevus Ota, acquired dermal melanocyto-
sis, and ectopic Mongolian spot because of its selective photothermolysis. Such treat-
ment is covered by health insurance. Senile freckles are usually successfully treated 
with a single treatment, but because treatment is not covered by health insurance, it is 
performed at the patient’s personal expense. On the other hand, nevus spilus is difficult 
to treat with the Q-switched ruby laser because it often recurs after 1 to 2 months. The 
efficacy of a pulsed dye laser for treating hemangiomas and telangiectasia depends on the 
clinical type, location, patient age, and other factors. The pulsed dye laser was effective 
for treating hemangioma simplex on the face or neck of young adults. The size and red-
ness of the strawberry mark can be reduced if treatment is started before the age of 6 
months. The recently introduced V-beam laser is effective for intractable vascular 
lesions. We have been able to use the V-beam laser since 2011. Because the ultra-
pulse CO2 laser has higher energy and a shorter pulse width, it can vaporize at a fixed 
depth and can be used to quickly remove actinic keratosis, seborrheic keratosis, syrin-
goma, and epidermal nevus.
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Skin Care Clinic
Narrow-band UVB irradiation is performed for patients with psoriasis, alopecia, atopic 
dermatitis, prurigo nodularis, vitiligo, or cutaneous T-cell lymphomas. Targeted photo-
therapy equipment, such as the 308-nm excimer lamp, is also used. Other special clin-
ics, including those for skin care lessons, therapeutic make-up, acne care, mental care, 
and kampo medicine, are available to patients on demand.

Self-assessment
Psoriasis: To improve patients’ QOL and treatment compliance, we have selected thera-
pies on the basis of their risk/benefit ratios. Phototherapy with narrow-band UVB and 
the 308-nm excimer lamp has been also applied. Biologic agents, including infliximab, 
adalimumab, and ustekinumab, have also been used to treat patients with severe psoriasis.
Neurofibromatosis: Many patients with neurofibromatosis type I are still being referred to 
our special clinic. We are now performing inheritance consultation for pediatric 
patients. Surgical removal of different types of neurofibroma is performed for inpatient 
and outpatient clinics to improve QOL. Genetic analysis has been performed for MPNST.
Herpes virus infection: Suppressive therapy has been used to improve impaired 
QOL. To control PHN, we are prescribing tricyclic antidepressants, serotonin reuptake 
inhibitors, Tramacet®, other opioid analgesics, and topical analgesics.
Human papillomavirus infections: We have employed new treatments, including topical 
vitamin D3, contact immunotherapy, and lasers, in addition to ordinary surgical treat-
ments, to treat refractory viral warts. Human papillomavirus typing is also regularly 
performed.
Contact dermatitis: Patch testing for causal chemicals, environmental allergens, drugs, 
and foods are regularly performed for patients with contact dermatitis.
Atopic dermatitis: We have been treating patients according to established guidelines and 
the degree of QOL impairment. The psychosocial background of patients is also consid-
ered. To increase patient understanding, we have been organizing atopic dermatitis 
forums, which include monthly lectures and group meetings. Basic research is focused 
on pruritogens, such as substance P, IL-31, helper T type 2 cytokines including TARC. 
Malignant skin tumors: We have been treating many patients with skin cancers, including 
melanomas, basal/squamous cell carcinomas, and extramammary Paget’s disease, with 
surgical operations combined with sentinel lymph-node biopsies and chemotherapy. At 
the same time, we have provided supportive care to improve the QOL of patients with 
incurable conditions.
Laser: We have been treating many patients using several different types of laser. In 
intractable cases of hemangioma simplex, strawberry mark, and teleangiectasia, we have 
been able to use the V-beam laser since 2011.
On the basis of many clinical and basic results, it is possible to select appropriate treat-
ments for various aspects of skin diseases in our department.

Research Activities 2013  The Jikei University School of Medicine 



99

Publications

Saeki H, Hirota T, Nakagawa H, Tsunemi Y, 
Kato T, Shibata S, Sugaya M, Sato S, Doi S, 
Miyatake A, Ebe K, Noguchi E, Ebihara T, 
Amagai M, Esaki H, Takeuchi S, Furue M, 
Nakamura Y, Tamari M. Genetic polymor-
phisms in the IL 22 gene are associated with psori-
asis vulgaris in a Japanese population. J Derma
tol Sci. 2013; 71: 148-50.
Yano C, Saeki H, Ishiji T, Ishiuji Y, Sato J, 
Tofuku Y, Nakagawa H. Impact of disease 
severity on work productivity and activity impair-
ment in Japanese patients with atopic dermati-
tis. J Dermatol. 2013; 40: 736-9.
Hayashi M, Saeki H, Ito T, Fukuchi O, 
Umezawa Y, Katayama H, Tanito K, Igarashi 
A, Etoh T, Hasegawa T, Nakagawa H. Impact 
of disease severity on work productivity and activ-
ity impairment in Japanese patients with psoria-
sis. J Dermatol Sci. 2013; 72: 188-91.
Yano C, Saeki H, Ishiji T, Ishiuji Y, Sato J, 
Tofuku Y, Nakagawa H. Impact of disease 
severity on sleep quality in Japanese patients with 
atopic dermatitis. J Dermatol Sci. 2013; 72: 195-

7.
Umezawa Y, Nobeyama Y, Hayashi M, Fuku
chi O, Ito T, Saeki H, Nakagawa H. Drug sur-
vival rates in patients with psoriasis after treatment 
with biologics. J Dermatol. 2013; 40: 1008-13.
Umezawa Y, Ito K, Nakagawa H. Palisaded 
neutrophilic and granulomatous dermatitis in a 
rheumatoid arthritis patient after treatment with 
adalimumab. Eur J Dermatol. 2013; 23: 910-1.
Nobeyama Y, Nakagawa H. Case of metastatic 
malignant melanoma associated with hypertrophic 

osteoarthropathy. J Dermatol. 2013; 40: 484-5.
Nobeyama Y, Nakagawa H. Case of epidermal 
cyst on the glans penis. J Dermatol. 2013; 40: 
575-7.
Nobeyama Y, Ito Y, Nakagawa H. Syringocyst-
adenoma papilliferum on the dorsum of the 
foot. J Dermatol. 2013; 40: 486-7.
Takasaka M, Saeki H, Ito K, Matsuo K, Ishiji T, 
Nakagawa H. Skin ultrasound examination 
proves useful in diagnosing two cases of solid cys-
tic hidradenoma. Int J Dermatol. 2014; 53: e146-

7.
Yanaba K, Asano Y, Akamata K, Noda S, 
Aozasa N, Taniguchi T, Takahashi T, Toyama T, 
Ichimura Y, Sumida H, Kuwano Y, Miyazaki M, 
Sato S. Circulating galectin-1 concentrations in 
systemic sclerosis: potential contribution to digital 
vasculopathy. Int J Rheum Dis. 2014 Feb 
11. Epub ahead of print.
Yanaba K, Yoshizaki A, Muroi E, Ogawa F, 
Shimizu K, Sato S. Increased circulating soluble 
vascular adhesion protein-1 levels in systemic 
sclerosis: association with lower frequency and 
severity of interstitial lung disease. Int J Rheum 
Dis. 2013; 16: 442-7.
Yanaba K, Kamata M, Ishiura N, Shibata S, 
Asano Y, Tada Y, Sugaya M, Kadono T, Tedder 
TF, Sato S. Regulatory B cells suppress imiqui-
mod-induced, psoriasis-like skin inflammation. J 
Leukoc Biol. 2013; 94: 563-73.
Umezawa Y, Fukuchi O, Ito T, Saeki H, Naka
gawa H. Risk of herpes zoster in psoriatic 
patients undergoing biologic treatment. J Derma
tol. 2014; 41: 168-70.

Research Activities 2013  The Jikei University School of Medicine 


		2015-03-14T11:11:00+0900
	東京慈恵会医科大学




