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An analysis of Clinical Studies on Mahwang-tang
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ABSTRACT

Objective : This study's purpose was to review the clinical studies of Mahwang-tang (MHT).

Method : We searched ten clinical studies of MHT using KISS, RISS, NAVER, PUBMED, Science Direct. Ten
papers were sorted by 4 topics, as influenza, pediatric febrile symptoms, contact dermatitis, and adjuvant for
chronic hepatitis C. At last we analyzed if these papers are consistent with the keywords of Shanghanlun
provisions about MHT.

Results : When summarizing these papers again by topic, there were 4 studies on influenza, 1 study on pediatric
febrile symptoms, 1 study on contact dermatitis and 4 studies as an adjuvant for chronic hepatitis C.

Conclusion : These studies were consistent with terms such as fever, headache, aversion to wind, body pain, pain
in the lumbar, articular pain written in Shanghanlun provisions. In addition to this, research on anti-depressive
effects of MHT is proceeding systematically. However, studies on nosebleeds and pulses are still underdeveloped
and further studies are needed.
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Article research on the web site.
; KISS, RISS, NAVER, Pubmed, Science direct

Researching date : August. 4. 2018.

Researching word : "OFZHE, “MaHuang Tang”, “Mao To”, “MaHuang Decoction”, and “Maoto”

v

[ 70 articles were searched ]

Excluded (n=12)
Not clinical study (n=12)

included (n=58)
Clinical research (n=58)

|

Classification

Literature study (4 articles)

Clinical study (10 articles)

Animal experimental study (20 articles)
Cellular experimental study (9 articles)
Constituent analysis (6 articles)
Pharmacokinetic study (7 articles)
Anti-bacterial effect (1 article)

System pharmacology (1 article)

Fig. 1. Flow chart of the trial selection process and classification.

o] Foll A mpsdehel] gk AT = 2 10710] 407 BFHCE ol wxE Agshd ol
Rom, litopd s sk =3t 471, Aopdd Table 13} 2t}
FHE 14, AEAATG 17, €Y 19 AR wE
Table 1. The list of the clinical studies about Mahwang—tang
Detail Authors Year Method Title Language No.
Influenza Kubo et 2007 NRCT Antipyretic effect of Mao—to, a Japanese herbal English 1
al. medicine, for treatment of type A influenza infection in
children.
Chibana 2010 Case Clinical review of 1,017 influenza A cases between Japanese 2
Control weeks 30 and 35 weeks in 2009.
Study
Toriumi 2012 NRCT  Utility of Maoto in an influenza season where reduced Dutch 3
et al. effectiveness of oseltamivir was observed — a clinical,
non—randomized study in children.
Nabeshim 2012 RCT A randomized, controlled trial comparing traditional English 4
a et al herbal medicine and neuraminidase inhibitors in the
treatment of seasonal influenza.
Pediatric Nishimur 2009 NRCT  Pharmaceutical analysis and clinical efficacy of Kampo Japanese 5
febrile a et al medicine, maoto, extract suppository against pediatric
symptoms febrile symptoms.
Contact Yun et al. 2016 Case A Case Report of Contact Dermatitis treated by Korean 6
dermatitis report Mahwang—tang based on Shanghanlun Provisions
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Adjuvant Kainuma 2002 NRCT The efficacy of a herbal medicine in combination with English 7
for chronic et al. intravenous natural interferon—beta for patients with
hepatitis C chronic hepatitis C, genotype 1b and high viral load: a
pilot study.
Kainuma 2002 NRCT The efficacy of herbal medicine in reducing the English 8
et al. adverse effects of I[FN—beta in chronic hepatitis C.
Kainuma 2004 NRCT The effect of a herbal medicine for the prevention of English 9
et al. interferon—induced psychiatric complications in chronic
hepatitis C: a pilot study.
Kainuma 2004 NRCT The effects of a herbal medicine in patients with English 10
et al. chronic hepatitis C after injection of IFN—beta.
RCT, randomized controlled trial; NRCT, non—randomized controlled trial.
nhgge] ABFAAe] B APAT RS F 4
I 2= Z(Table 2)olRom, JAEFAAR} T4 FAA F2
gt Zabo] digk g5 o] BaEo] gtk
1) QIZF<A Y] B dAFAT =&
Table 2. Clinical studies of Mahwang—tang against influenza
Author/Year | Study N Control group DT IAEG] .
. . group Main Results No.
/Language type |(M:F/age) (regimens) .
(regimen)
Kubo et NRCT |60 (5 Oseltamivir 2 — MHT 60 1. The median duration of 1
al./2007/en months | mg/kg/dose mg/kg/dose fever after administration
glish ~ 13 (n=18) (n=17) — MHT : 15 h (95% CI 13.2-
years) - 22.1, p < 0.01)
MHT+0Oseltam | — MHT+Oseltamivir : 18 h
ivir (n=14) (95% CI 15.2-27.7, p < 0.05)
— Oseltamivir : 24 h (95% CI
23.5-43.0)
Chibana/ Case 1,017 — No antiviral — Oseltamivir |1. Twelve patients with 2
2010/ Control | (M 530: | Medication (n=606, 60%) |underlying conditions, such as
japanese Study |F 487/ |(n=333, 33% — Zanamivir asthma and COPD out of 1,017
median |including 175 (n=78, 8%) outpatients were hospitalized
age 17) |for MHT, 140 with respiratory symptoms.
for 2. MHT is used as a high
acetaminophen, frequency for treating colds.
mucolyticagents,
antiplasminetc.)
Toriumi et |NRCT |220 — MHT group — Oseltamivir |1. The mean duration of fever 3
al/2012/ (150 - group after administration for
dutch with MHT +Oseltamivi | — Zanamivir |influenza A (n = 150)
influenz |r group group — MHT+Oseltamivir group :
a A 70 |- 31.1 h (p < 0.01 vs
with MHT +Zanamivir Oseltamivir group)
influenz | group — Zanamivir group : 35.2 h (p
a B) < 0.05 vs Oseltamivir group)
— Oseltamivir group : 56.0 h
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2. The mean duration of fever
after administration for
influenza A, in patients aged
<5 years (n = 54)

— MHT group : 33.2 h (p <
0.05, vs Oseltamivir group)
— MHT+0Oseltamivir group :
34.6 h (p < 0.05, vs
Oseltamivir group)

— Oseltamivir group : 61.4 h
3. No significant differences
among the groups for
influenza B (n = 70)

Nabeshima |RCT 48 — MHT group
et (18—64) | (n=10)
al./2012/

english

— Oseltamivir | 1. The median duration of 4
group (n=8) |fever after administration
— Zanamivir — MHT group : 29 h, (p <

group (n=10)

0.05 vs Oseltamivir group)

— Oseltamivir group : 46 h
— Zanamivir group : 27 h

2. No significant differences
in the median durations of
symptoms among three
groups.

3. No differences in the viral
persistent rates and serum
cytokine levels (IFN—a, IL—6,
IL—8, IL—10, and TNF-a)
among three groups.

NRCT, non—randomized controlled trial;
disease; RCT, randomized controlled trial;
necrosis factor.

2007 Kubo Follzlo] A™- Ao}
oA wEEs A
o} vuste] Hrlst
Zoldxt F 48 AxE oy 7

‘:
57
a39= oseltamivir

Fastict. o)

rr i [‘10
oo
>
Y

ol Ul T FFoR %%, 36&, Aiﬂ
ol 278 ool Aalgdel gl ey = &

17) o9 571 Sl

o] Zof A 608E e FA-dlFRa UA
AL AAETE 2 FllA ﬂ%@-‘li

2 xl¥ 4999 IAE v 2 &
S 60 mgkg FEE 1Y 33] Foigh
(M, n=17)¥ Oseltamivir 2 mg/kg TE== 149 23]
3l FARE(0T, n=18), wl3E3} OseltamivirE
Foldt SRS (M+OT, n=14)9] A 1Fo=
1/]r gk A7, A3 210e A 15 1

Atk BE/NZHL T EA o

MHT, Mahwang—tang;
IFN—a,

91

COPD, chronic obstructive pulmonary
interferon «; IL, interlukin; TNF—a, tumor

[Re ZolE= Zol7t gidlont, A= i =l
717ve] Z7F ko]l O] 24A417kel H|&) Ma-& 15

ZHP<0.01), M+0Os* 18A17HP<0.05) 0.2 Tr-@lowﬂ

ARgH Bt
A

g @k wdo] WE Fol BEFES A A% 2
obgov], & e FALE Yo, YRR}
Bash Asieh Wb Ag vge] Rl &

ol efal EmP t}.
20101 Chibana® ¥ 20099 7€ 20¥%3H 84 30
A7FA] Naha Al HUA < M85 W AY
ZFAA} EHM Zd 1,01771& FA4s #x}
EE 204 mwto . Fodgke 17419
14%(73%)01 =4 ‘zl__}aj 12—24X17F Yol

N r]o

I oA 44 wgke] 3xH(88%) & AEF
dzpell A hate} HESE Aol AT Al F
AR HIE eAgE AsPd, 38T o)k 1d(87%),



vigkekelsl wWAleks) 2] A278 A3 (20191328)
Herb. Formula Sci. 2019;27(1):87~100

712(86.3%), FE(73%), HAE(69%), JN5(65%),
Q23H61%), <FHE(50%), W2=7e, TE 2 AAH18%)
AR 1 FollA 606l A= oseltamivir, 787
ANAE zanamivir, 1759 A= wldge] A=
1409 A= obAEetm s, N EaAl, et
Al ol HWE ATk A #x} 1,017% F 333989
ol A= Futole s AAE AehA] @dgkon,
12““’] A= (6#) 2 22 (44) o] EAste] 2

= sl HA=d iR WA, sk vk
5o 714dge] A" Ao, JAEF
A AR et weba A ofshv HY /‘3
gk T A A= 27 Al ofbF AE
Fzl SAdos FAEHE, oseltamivir, zanamivir
o 2 Futolej Al Amrt BT F Avhes M
AAFee) B 2 ATE B
JAEFAMA A7} oAlE= 49
1757 9] H& M5 o= AREE AL & 0191‘:}
2012 Toriumi V& A= 7} oseltamivir
2 AuyA e ALE io} JAZF<IA} Skt
g vigge] X84 ans
3 ATFE eI AEF
9] = wiEg x5 1-?(1\/[) oseltamivir X|& 21
F(0), vE+oseltamivir X8 25 (M+0), zanamivir
A8 15(Z), v +zanamivir X5 15 (M+2)2
2 Uro] Azt AY AEFAA A 1501
o Az ¥ I 7|zke] A pks EAg Ay, 01
o BHa 2d 56A17ke| o, M1&
2 31.1AIZY, 252 35.2A1te® oAl &k
t}. 54 o]ate] Ao} 549elx= MI1E
M+OL5olA Z+z} 33.2A17+3 34.6A17F0.2 01L&
o] 61.4A17 ] HIE) oS oA zto]7h &y

al,

Hor

ér&nz

ue

Q] Hof| A] u]—i]—El—o]
] X8 1,0177
0]o o
PN ==1

X

-

B F

=3

(RN
PR

FllAl gkxp 709 el A= Y] AdE
ol d%okﬂ & el feod 2Fol 7} LFERLFA]
ekt weEbAd  wlEE2 oseltamivire}  zanamivir
ARGl of] 54 o]al Aof A =3F FolA A
g QJAEFFMA el thste] {830 AHEE
=

20123 Nabeshima 5'72& QZF<0x X 50|
oseltamivir, zanamivir®} wv}3}
RCT 932 Aa)atoic), o=
T Wd Sl 48A1% Ollﬂd g, 3
o)7]Fol whet 20%-& wiAlStaL, F 28] AT
S FAQ)Z wijAsk wiEE 12 (M) 109, oseltamivir
145(0) 89, zanamivir Z1&(Z) 10MoZ o]
A skl 37. 5°C ol g 717 At AAdsh
T Tt=e] & Aetglar woly 2~ 5
2 "A AlEARI SHE 1% 59zl
skt U 7|3k FEe M 1w
20A1ZF, O 1§ 46A|17Y, Z 1§ 27TAIZFe® MIlF
o] wg7|ke]l Ozl Ml frolshAl gk 1o
b F 3 A vpolelx A& 7R IFN-—q,
IL-6, IL-8, IL-10, TNF—a % 8% Alo|E7}]
FRAAME M 2w el felgk Azt gl ¢
ATE S8l Al AR AEFAA s vk

R

o) =
AT

N

10

22 BX
@TE o

o [e) 1
! = 14, 3¢ ¥

Ag F

go oy on  gE|a ujo]|H Ao oseltamivir,
zanamivire} 53 HAZe aAF}E A USS

& Ak

2) Pediatric febrile symptomso] #3F AAT =&

wpEtgre]l Wl Zodel] g AT =2 F 1
ZA(Table 3)olRN e, AXo|A Nishimura s°]
ok e)e] nlaete] e %S Wk up Qo

Table 3. Clinical studies of Mahwang—tang against Pediatric febrile symptoms

Author/Year | Study N Uesiiol Interventions group .
/Language | type |(M:F/age) oLl (regimen) il IRl NG
(regimens)
Nishimura |NRCT |21 (10 |none - MHT, 0.5g,|1. Body temperature reduction in 5
et al days~9 suppository type. 17 cases
/2009 years) —after : 37.5 (p < 0.001 vs
/japanese before)
— before : 39.5

NRCT, non—randomized controlled trial; MHT, Mahwang—tang.
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Table 4. Clinical studies of Mahwang—tang against Contact Dermatitis
Author/Year| Study N Conitrol Interventions group .
/Language | type |(M:F/age) SO (regimen) Main Results No.
(regimens)
Yun et al. |case 1 (F/41) | none MHT, decoction | 1. DLQI 6
/2016 report type, 3 times a|— before : 24
/korean day, for 36 days. — after : 7
2. NRS for itching
— before : 8
— after : 4
3. skin findings improved

MHT, Mahwang—tang; DLQI, dermatologic life quality index; NRS, numeric rating scale
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Table 5. Clinical studies of Mahwang—tang as

an adjuvant for

chronic hepatitis C

Author/Year | Study N Control group S .
/Language | type |[(M:F/age) (regimens) sroup ikt IReelis Rie
(regimen)
Kainuma et |NRCT |18 none — IFN—-3 + 1. HCV RNA 7
al/2002/en (8:10/41 MHT (n=18, |- end of treatment : 16 of 18
glish -70) IFN—-(3, became negative
intravenously, |— 6 months of follow—up : 2 of 18
daily for 8 sustained negative
weeks; MHT, |2. Serum ALT levels
oral — end of treatment : 2 of 18
administration |became normal
. 3—4 times a | — 6 months of follow—up : 11 of 18
day) became normal
3. Serum HA levels
— before treatment : 120.0 £ 96.0
— after treatment : 755.4 £ 68.4 (
p < 0.01)
4. No interruption to IFN—f3
therapy due to adverse effects in
all 18 patient
Kainuma et |NRCT |28 — Group C ¢ |— Group A : |1. Adverse effect score 8
al/2002/en (16:12/2 |IFN—-3 IFN—B+MHT |1) Discomfort for the 14th day
glish 8—67) (n=16) (n=8) — Group A : 1.1 £ 0.1 ( p < 0.05
— Group B : |vs Group C)
IFN—@+Daisei |— Group C : 1.9 = 0.2
ryuto (n=4) 2) Athralgia for the 14th day

— Group A : 1.1 £ 0.1 ( p < 0.05
vs Group C)

— Group C : 1.9 £ 0.2

3) Paresthesia for the 42nd day

— Group A : 1.0 £ 0.0 ( p < 0.05
vs Group C)

— Group C : 2.0 £ 0.3

4) General malaise for the 42nd
day

— Group A : 1.3 £ 0.3 ( p < 0.05
vs Group C)

— Group C @ 2.3 £ 0.3

5) Discomfort for the 42nd day

— Group A : 1.1 £ 0.1 ( p < 0.05
vs Group C)

— Group C : 1.7 £
2. HCV—RNA,
All three group :
negative

ALT (1UN)

— Group A : 67.6 £ 13.2 — 22.9
5.8

— Group C : 122.9 £ 184 — 63.3
7.9

0.2

positive —

w

H

H
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Kainuma et |NRCT |12 none IFN-3 + 1. CMI scores : 11.1 £ 6.1 — 7.2 9
al/2004/en MHT (n=12, |* 5.2 (p<0.05 vs before treatment)
glish IFN-3, 2. DEA : 32.2 £ 6.7 um — 29.26.5
intravenously, |um (p<0.05 vs before treatment)
daily for 8 3. erythrocyte deformability : 12.6
weeks; MHT, |+ 1.5 ms — 11.3 + 1.4 ms (p<0.01
oral vs before treatment)
administration. |4. All patients in this study
4 times a day) |completed a full course of IFN.
Kainuma et |NRCT |18 — Group I : — Group M : |1. Subjective symptom after IFN—3 |10
al/2004/en (6:12/56 | IFN—B IFN=B+MHT |administration
glish 1+9.6) | (intravenousl | (IFN—R, — general malaise after 1 hr :
vy, daily for 8 |intravenously, |Group I, 2.6 £ 1.0 vs Group M, 1.8
weeks) daily for 8 + 0.9 ( p <0.05)
weeks; MHT, |— general malaise after 2 hr :
oral Group I, 2.9 £ 1.1 vs Group M, 1.9
administration |+ 0.8 ( p < 0.01)
. 3 times a — general malaise after 3 hr :
day, just Group I, 2.9 £ 1.1 vs Group M, 1.8

before, just
after, and 1
hour after
IFN
administration

)

+ 0.8 ( p <0.01)

— arthralgia after 1 hr : Group I,
2.2 = 1.1 vs Group M, 1.6 £ 1.0 (
p < 0.05)

— arthralgia after 2 hr : Group I,
2.6 =+ 1.1 vs Group M, 1.8 £ 1.1 (
p < 0.05)

— discomfort after 1 hr : Group I,
2.2 1.2 vs Group M, 1.4 £+ 0.8 (
p < 0.05)

— discomfort after 2 hr : Group I,
2.4 + 1.3 vs Group M, 1.4 £ 0.9 (
p < 0.05)

— discomfort after 1 hr : Group I,
2.2 = 1.1 vs Group M, 1.4 £ 0.9 (
p < 0.05)

— No significant differences in
appetite loss, vomiting, headache,
thirst, chest oppression, chills.

2. Body temperature change after
IFN—@3 injection

— No significant differences
between 2 Groups.

3. Plasma cytokine levels

— IL—6 levels after 120 min of IFN
administration : significantly
higher in Group M than Group I (p
= 0.0057)

— plasma IL—1ra after 90, 120, 150
and 180 min of IFN administration
. significantly higher in Group M
than Group I (p = 0.0003)

NRCT, non—randomized controlled trial;
C wvirus ribonucleic acid;
medical

Cornell
aggregation;

index;

ALT,

IFN,
alanine aminotransferase;
DEA, The maximum diameter of a column of

interferon;

95

MHT, Mahwang—tang;

HA, hyaluronic acid; CMI, M—-R of

HCV—RNA, hepatitis
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intravascular erythrocyte
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