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Case Report

A case report of generalized morphea treated with herbal
medication and moxibustion
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A 56-year-old Korean female patient developed generalized morphea over three months. We focused on imbalance
of the neuroendocrine-immune axis, mainly using Jiawei-Renshengyangrong-tang and Jiawei-Sigi-tang. Moxibustion
on LU9 was conducted for skin symptoms. The patient’s modified localized scleroderma skin severity index score
decreased from 22 to 6 over 22 weeks of treatment and to 4 during a 3-month follow-up. Her verbal rating scale
score for general symptoms decreased from 17 to 1 during the 22-week treatment.
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Introduction

Generalized morphea is one of five subtypes of
localized scleroderma (LS)”, which is a rare discase
with an incidence rate of 0.4 to 2.7 per 100,000
people”. Generalized morphea is characterized by
morphea exceeding 3 cm in diameter and more than
4 lesions when it involves more than 2 anatomical

). Furthermore, it may be accompanied by

regions’®
general symptoms, such as muscle pain, insomnia,
heartburn, and fatigue®.

Ultraviolet Al (UVA) phototherapy is the most
commonly recommended treatment”; however, side
effects, such as thermal skin burns, itching, and
headaches, have been reported, and this treatment has

been shown to be unable to relieve general symptoms”.

Thus, morphea of large size and morphea involving
multiple anatomical regions present greater difficulty
for UVA treatment.

In contrast, several studies have demonstrated that
alternative therapies might palliate various symptoms
induced by the sclerosis® . However, these studies
lacked verified outcome measures and definitive
diagnoses of the LS subtypes, and they did not aim
to clarify the distinctive role of alternative medicine.
Although the mechanism of generalized morphea
remains unclear, autoimmune mechanisms are
strongly believed to be involved. Here, we report the
use of moxibustion and Korean herbal medication to
modulate the immune system (IS) to improve active
generalized morphea.
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Case

1. In Oct 2012, a 56-year-old Korean female patient
diagnosed with LS presented to the internal
medicine department of a Korean university
hospital. She had experienced expanding scleroderma
over the course of three months and had
previously presented to two other university
hospitals, on 10 and 19 Oct 2012, where she was
diagnosed with LS based on her symptoms,
laboratory tests and a skin biopsy.

. The laboratory data collected on 10 Oct revealed
positivity for anti-nuclear antibody (ANA), anti-Smith
antibody (Ab), and Ro-52, and the results from 19
Oct revealed an ANA titer <1:40, Scl-70 Ab <7.0
U/mL and rheumatoid factor (RF) <10.6 IU/mL.
Additionally, a back skin biopsy showed epidermal
atrophy with diffuse sclerosis throughout the entire
dermis, consistent with scleroderma.

. On 31 Oct, the patient’s modified LS skin severity
index (mLoSSI)® score was 22 (Figure 1), and her
overall verbal rating scale (VRS) score, which
assesses itching, pain, hot flashes, heart burn,
fatigue and myalgias, was 17 (Figure 2).

. The patient complained of skin pigmentation,
itching, a prickly feeling of the skin, and general

symptoms, including fatigue, hot flashes, muscle
pain and heartburn. The evaluation revealed no
evidence of Raynaud’s phenomenon or extended
invasion.

She was considered to have generalized morphea

in the active phase, as well as blood deficiency and

Qi stagnation based on traditional Korean medicine

(TKM), which includes immune disorders. Therefore,

we administered moxibustion treatment on LU9 from

29 Oct and Jiawei-Sigi-tang (JSQ: Pusan national
Korean medicine hospital (PNUKH), Yangsan, South
Korea) qd and Jiawei-Renshengyangrong-tang (JRY:
PNUKH, Yangsan, South Korea) bid for 50 days
starting from 1 Nov. The patient was also separately

and

simultaneously ~ administered 100  mg

hydroxychloroquine (HCQ) sulfate once daily and
UVA phototherapy at 165 J/em® at another hospital.
Her mLoSSI score decreased from 22 on 31 Oct to
20 on 14 Nov and to 19 on 19 Nov. Additionally, her

total

VRS score for six subjective symptoms

gradually decreased from 17 on 31 Oct to 4 on 30

Nov. Meanwhile, HCQ administration was stopped on

8 Dec both because the patient rejected it and

because the treatment aim was unclear. The mLoSSI

score of the UVA application site showed no change

until 30 Nov, whereas the non-application site score
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Fig. 1. mLoSSI scores of the UVA application and non—application sites,
a: UVA application site, b: non—UVA application site, LH: Last HCQ, LU: Last UVA, LM: Last moxibustion
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Fig. 2. VRS scores of subjective symptoms, including myalgias, fatigue, heartburn, hot flashes, itching and pain,

LH: Last HCQ, LU: Last UVA, LM: Last moxibustion, VRS scores: 0, no symptoms; 1, very mild; 2, mild; 3, moderate; 4, severe; 5, very severe

decreased by 3 points. Moreover, the application site
had the adverse appearance of a thermal burn, and
consequently, the UVA treatment was stopped on 13
Dec 2012 following a total of 31 doses since 17 Oct.
Because the patient did not sense any heat and
because no skin lesions developed in the -early
treatment stage, we gradually increased the number
of moxibustion treatment layers to seven. She
eventually reported a heat sensation and itching at the
moxibustion site for the first time on 24 Dec. Thus,
we decreased the moxibustion to five layers per visit,
and a second-degree burn was observed on 2 Jan
after 25 Thus, the
moxibustion treatment was stopped, as was JRY.

total moxibustion sessions.

Jiawei-Xiangshayangwei-tang (JXY: PNUKH, Yangsan,
South Korea) bid and JSQ qd were administered for
10 days beginning on 9 Jan because the patient had
complained of dyspepsia and chest discomfort, while
the subjective skin symptoms and fatigue were
diminished. On 31 Jan, her VRS score was reduced
to 2, and her mLoSSI score decreased to 4.
Kanbaku-taiso-to (KTT; Tsumura & Co., Tokyo,
Japan) qd was administered with JSQ bid to address
chest discomfort for 15 days, starting from 31 Jan.
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JSQ and JXY were prescribed again for 15 days
starting from 6 Mar. Then, with resolution of the
patient’s chest discomfort, all treatments
concluded on 20 Mar, when she exhibited a VRS
score of 0 and an mLoSSI score of 6. The follow-up

Wwere

scores were a VRS score of 0 and an mLoSSI score
of 4, as recorded on 19 June.

The changes in the mLoSSI score are shown in
Figure 1; the changes in the VRS score are shown in
Figure 2; and clinical images of the patient’s left
thigh, her back, both of her forearms and her anterior
chest are shown in Figures 3-6, respectively.

Consideration

This is a report of a case of active generalized
morphea that occurred as a result of vacuity of both
Qi and blood induced by Qi
pathology explains autoimmune disease induced by

stagnation. This

psychological stress.

Previous studies demonstrated that complementary
and alternative (CAM) therapies promoted mental
and physical health in systemic sclerosis patients”.
effects of these

However, the therapies on
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Fig. 3. Change in left thigh pigmentation,

a: Pigmentation of the left thigh was relatively dark and obvious on
31 Oct 2012 (a). The color gradually faded over time: 14 Nov 2012
(b), 30 Nov 2012 (c), 31 Jan 2013 (d) and 19 June 2013 (e).

active-phase generalized morphea with both systemic
and skin symptoms have not been reported.
Moreover, information on the diagnostic details and
treatment of this entity using TKM is lacking.

The patient described here had morphea exceeding
3cm in diameter and more than 4 lesions involving 6
anatomical legions, thus we diagnosed her with
generalized scleroderma. Furthermore, we could estimate
it active phase, because the morphea was developed in
last 3 months.

The mLoSSI is a morphea-specific assessment system
certified by the Localized Scleroderma Clinical and
Ultrasound Study Group (LOCUS). The grading method
for the seriousness of localized scleroderma evaluates
erythema, skin thickness, and new lesions or lesion
extensions on 18 anatomical parts within the last month.
The period is limited to 1 month to prevent any errors
from occurring®.

She showed rapid improvement for approximately 3
months from 31 Oct to 31 Jan, during which time her
mLoSSI score decreased by 13 points, even though
the patient was experiencing the active disease phase.
The therapeutic effects and mechanisms of her TKM
treatments warrant discussion because although UVA
treatment was partially combined with TKM treatments,
a 0-point reduction occurred at the UVA application
site, whereas the score for the non-application site
decreased by 3 points during the UVA treatment
period.

The patient particularly complained of psychological
stress, which may be interpreted as Qi stagnation,
and this condition finally developed into dual vacuity
of Qi and blood, as indicated by scleroderma. In fact,
80% of patients with autoimmune disease may
experience abnormal psychological stress'”, and
abnormal childhood experiences causing mental
trauma may increase autoimmune disease risk and the
risk of autoimmune disease-related hospitalization,
which is 70% higher for Thl responses, 80% higher
for Th2 responses and 100% higher in rheumatic
disease'”. Moreover, one study revealed that mental
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Fig. 4. Multiple oval pigmentations on the upper and lower back,
Multiple brown oval pigmentations were observed on the back on 31 Oct 2012 (a) that continuously faded and decreased over time: 14 Nov 2012

(b), 30 Nov 2012 (c), 31 Jan 2013 (d) and 19 June 2013 (e).

Fig. 5. Cornification and glossy epidermal changes and pigmentation on both forearms,
Cornification and pigmentations were observed on the dorsal surface of both forearms on 31 Oct 2012 (a) but decreased over time: 14 Nov 2012

(b), 30 Nov 2012 (c), 31 Jan 2013 (d) and 19 June 2013 (e).

stress activates one of the initial phases of
immune-mediated inflammation'?.

The patient described here was treated based on
this interpretation of the pathology. An analysis using
both physiological terms and TKM terms regarding
the patient’s pathological state is shown in Figure 7.
The first treatment goal was to manage her chronic
psychological stress and improve the dual vacuity of
Qi and blood induced by this mental stress; JSQ was
administered for this purpose. With the use of JSQ to
treat Qi stagnation'” have been reported, and these
effects are considered to be related to JSY’s
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serotonin-modifying actions under stress conditions'®.
In addition, JRY was administered for fatigue and
immune imbalance. Notably, the patient responded
with improvement in both her fatigue and the dual
vacuity of Qi and blood following JRY treatment,
which regulates immune function in the presence of
this syndrome'. The time during which the use of
those two medications was combined was the most
active treatment period, as rapid improvement was
observed during this time.

Subsequently, even the patient’s severe fatigue and
dual vacuity of Qi and blood were improved.
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functional ~ disorders  from
accumulated stress persisted, JXY and KTT were
administered. A previous study showed JXY to be

effective for chest discomfort due to mental stress

However, because

and especially Qi stagnation'®. KTT is effective for
improving mental stress induced diseases'”.

These herbal medications were employed to treat
the causal factors of the patient’s autoimmune
disease, but treatment for her skin symptoms was still
needed. Various TKM treatment methods have been
established for each of the various types and causes
of dermatological diseases. In this case, we focused
on the “lung governing the skin and hair” theory
because the skin’s immune function should be
strongly considered in morphea autoimmune disease.
“Lung governing the skin and hair” is a traditional
TKM principle that signifies the lung as the root of
Qi, which is abundant in the skin and hair. From a
physiological point of view, this theory may support
the lung’s role in protecting and defending the
surface of the skin'®. Moreover, moxibustion therapy
was selected because moxibustion is known to be
superior for lung strengthening through the promotion
of organ function and blood and Qi circulation'.

This case showed an intriguing increase in heat
sensitivity as the treatment progressed, similar to
what is observed in scarring moxibustion, which is a
traditional moxibustion treatment method. The
relationship between body temperature and systemic
disease has consistently received substantial amounts
of attention”, and thus, the diagnostic and
therapeutic meaning of heat sensitivity warrant
investigation.

This case report has some limitation. this report
presents only one case and does not contain the lab
test result after the treatment. Therefore the
effectiveness, safety and mechanisms of each
treatment element should be verified by basic
research and clinical studies.

Fig. 6. Pigmentation on the anterior chest wall.

Distinct pigmentation was observed on 31 Oct 2012 (a) but faded over
time: 14 Nov 2012 (b), 30 Nov 2012 (c), and 31 Jan 2013 (d). This
pigmentation had nearly disappeared by 19 June 2013 (e).
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‘ Psychological stress ‘
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Fig. 7. Pathological analysis based on physiological terms and TKM terms,

TKM: traditional Korean medicine

Summary

This case report demonstrates improvement in the
active LS, which is a subtype of generalized
morphea, by TKM treatment based on TKM-based
pathology and diagnosis. The result of this study
implies that mental stress should be considered when
treat autoimmune disease, and that TKM-treatment
could be a complementary or alternative treatment for
autoimmune disease as TKM theory about
autoimmune disease includes similar principle with

the neuroendocrine-immune axis.

Acknowledgments

This work was supported by a 2-Year Research
Grant of Pusan National University.

This study was approved by the institutional
review board (IRB) of the Pusan National University
Korean Medicine Hospital.

References

1. Bielsa Marsol I. Update on the classification and
treatment of localized scleroderma. Actas dermo

110 http://dx.doi.org/10.13048/jkm.15037

-sifiliograficas 2013;104(8):654-66.

. Fett N, Werth VP. Update on morphea: part I.

Epidemiology, clinical presentation, and pathogenesis.
Journal of the American Academy of Dermatology
2011;64(2):217-28.

. Kreuter A, Krieg T, Worm M, et al. [AWMF

Guideline no. 013/066. Diagnosis and therapy of
circumscribed scleroderma]. Journal der Deutschen
Dermatologischen Gesellschaft = Journal of the
German Society of Dermatology : JDDG. 2009;7
Suppl 6:S1-14.

. Kreuter A. Localized scleroderma. Dermatologic

therapy. 2012;25(2):135-47.

. Fett NM. Morphea: evidence-based recommendations

for treatment. Indian journal of dermatology.
venereology and leprology. 2012;78(2):135-41.
Sallam HS, McNearney TA, Chen JD. Acupuncture
-based modalities: novel alternative approaches
in the treatment of gastrointestinal dysmotility in
patients with systemic sclerosis. Explore(New
York, NY). 2014;10(1):44-52.

. Yan XN, Zhang JR, Zhang CQ, Tian Q, Chen L,

Chen L. [Efficacy observation on acupuncture
and moxibustion combined with hot compress of
TCM herbs for scleroderma]. Zhongguo zhen jiu



10.

11.

12.

13.

A case report of generalized morphea treated with herbal medication and moxibustion (413)

= Chinese acupuncture & moxibustion. 2013;
33(5):403-6.

Arkachaisri T, Vilaiyuk S, Li S, et al. The
localized scleroderma skin severity index and
physician global assessment of disease activity: a
work toward development of
localized scleroderma outcome measures. The
Journal of rheumatology. 2009;36(12):2819-29.

SE, Grady J, McNearney TA.

Complementary and alternative medicine use

in  progress

Hunnicutt

was associated with higher perceived physical
and mental functioning in early systemic
sclerosis. Explore(New York, NY). 2008;4(4):
259-63.

Stojanovich L, Marisavljevich D. Stress as a
trigger of autoimmune disease. Abstracts book:
Sth International Congress on Autoimmunity,
Sorrento, Italy. Autoimmun Rev. 2006:355.
Dube SR, Fairweather D, Pearson WS, et al.
Cumulative childhood stress and autoimmune
diseases in adults.
2009;71(2):243-50.
Black PH. The inflammatory response is an

Psychosomatic medicine.

integral part of the stress response: Implications
for atherosclerosis, insulin resistance, type II
diabetes and metabolic syndrome X. Brain
Behav Immun. 2003;17(5):350-64.

Bo J. Clinic Research of "Jiawei Siqi Decoction”
on the Minor and Major Depression Disorder
After Cerebral Stroke[Master's thesis]. Hebei

14.

15.

16.

17.

18.

19.

20.

University; 2014.

Jun CY, Park JH, Han YH, Kim DW, Park SG,
Choi YK et al. The effects of Gamisachi-tang on
the serotonin contents in separate brain region of
mice immobilized by stress. Journal of Korean
Oriental Internal Medicine. 2002;23(1):41-46.
Liu C, Wu Ly, Zhao HJ, et al. Clinical studies
on RenShen YangRongTang intervention breast
cancer patients of neoadjuvant chemotherapy
induced dual vacuity of Qi and blood syndrome.
Gansu Journal of Traditional Chinese Medicine.
2012;24(11):8-11.

Kang MJ, Lee JH, Koh BH, et al. The origin,
changes and compositive principles of Hyangsayangyi
-tang. Journal of Sasang Constitutional Medicine.
2010;22(3):43-50.

Lou JS, Li CY, Yang XC, et al. Protective effect
of gan mai da zao decoction in unpredictable
chronic mild stress-induced behavioral and
biochemical alterations. Pharm Biol. 2010;48(12):
1328-36.

Wang YX, Li QZ. Research progress of lung
relating to skin theory. Shanghai University of
Traditional Chinese Medicine. 2006;40(1):62-64.
Park HJ, Son CG. Overview for moxibustion
-related researches worldwide. Korean Journal of
Acupuncture. 2008;25(3):167-74.

Carlin K. Autoimmune disease pH and temperature.
Journal of clinical medicine research. 2014;6(4):
305-7.

http://dx.doi.org/10.13048/jkm.15037 111



(414) Journal of Korean Medicine 2015;36(4)

Appendix 1,

The Modified Localized Scleroderma Skin Severity Index
(mLoSSI)

Appendix 2,

Verbal Rating Scale (VRS)

VRS

Meaning

skin area ER ST ' NE f

Head

none

Neck

very mild

Chest

mild

Abdomen

moderate

Upper back

severe

Lower back

N[ WIN|—=]O

Very severe

Arm

Forearm

Hand /fingers

Rt -
Buttock/thigh

Leg

Foot and toes

Arm

Forearm

Lt Hand/fingers

Buttock/thigh

Leg

Foot and toes

Total

*ER, erythema; TST, skin thickness; TN/E, new lesion/lesion extension
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