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Is Gwibitang and its modification beneficial for alleviating symptoms
in chronic fatigue syndrome: A systematic review and meta-analysis

Donghyun Nam®

Department of Biofunctional Medicine and Diagnosis, College of

Korean Medicine, Sangji University

ABSTRACT

Objectives : The purpose of this systematic review is to confirm whether Gwibitang is beneficial in chronic
fatigue syndrome (CFS).

Methods : Clinical trials were searched from databases including Pubmed, Embase, Central Cochrane, CNKI,
Wanfang, CQVIP, CiNii, OASIS, Koreamed, and NDSL. The eligible study design was limited into randomized
controlled trial, quasi-randomized controlled trial and controlled clinical trial. The outcomes included general
effectiveness as nominal scale, and fatigue severity, insomnia severity and quality of life as interval or ratio
scale. The meta-analysis and assessment of risk of bias was performed based on the data extracted from the
selected trials.

Results : The results of eight randomized controlled trials (n=596) were included in the meta-analysis. The
results of the synthesis showed Gwibitang is beneficial substantially for relieving and managing the general
symptoms, and its heterogeneity was not in important level (RR 0.26 [95% CI 0.17, 0.39], Z=6.47, P<0.00001,
I’=0%). Gwibitang was beneficial for alleviating fatigue (SMD -0.78 [95% CI -1.27, -0.30], Z=3.17, P=0.002), but
its certainty was low. In case of insomnia, too few trials had been found and their risk of bias was substantial,
so no conclusions had been brought to.

(c) 2020 The Korean Medicine Society For The Herbal Formula Study

This paper is available at http://www.formulastudy.com which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided
the original work is properly cited.
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Conclusions :
in CFS patients.

We found an evidence that Gwibitang could be beneficial for managing and alleviating main symptoms

Key words : Chronic fatigue syndrome, Gwibitang, systematic review, meta-analysis.
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Figure 1. The PRISMA flowchart of the systematic review.
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Figure 2. (A) The risk of bias summary and (B) the risk of bias graph for the included studies.
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1.1.1 Gwibitang versus health supplements

Gong JH 2007 5 30 16 28 221% 0.29[0.12, 0.69] 2007 —

Li CD 2011 4 36 13 35 15.8% 0.30[0.11, 0.83] 2011 - v
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Heterogeneity: Tau? = 0.00; Chi? = 0.74, df = 3 (P = 0.86); I = 0%

Test for overall effect: Z =5.19 (P < 0.00001)

1.1.2 Gwibitang versus health supplements under daily life management
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Ding XM 2019 2 30 9 30 7.9% 0.22[0.05, 0.94] 2019 = |

Subtotal (95% CI) 123 123 34.3% 0.27 [0.13, 0.54] e

Total events 9 35

Heterogeneity: Tau? = 0.00; Chi? = 0.86, df = 2 (P = 0.65); I = 0%

Test for overall effect: Z = 3.72 (P = 0.0002)

1.1.3 Gwibitang added to acupuncture and moxibustion versus acupuncture and moxibustion

Zhang L 2018 1 16 3 15 3.6% 0.31[0.04, 2.68] 2018 - 1

Subtotal (95% Cl) 16 15 3.6% 0.31[0.04, 2.68] e

Total events 1 3
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Test for overall effect: Z = 1.06 (P = 0.29)

Total (95% CI) 300 296 100.0% 0.26 [0.17, 0.39] <>

Total events 25 97 ) ) ) )
ity Tau? = - Chi2 = = = 12 =Y k + t {

Heterogeneity: Tau? = 0.00; Chi* = 1.63, df = 7 (P = 0.98); I = 0% 0.01 01 1 10 100

Test for overall effect: Z = 6.47 (P < 0.00001)
Test for subgroup differences: Chi? = 0.04, df = 2 (P = 0.98), I> = 0%

Figure 3. Forest plot for effectiveness.

Favours [experimental] Favours [control]

It shows that Gwibitang and its modification is more effective

than health supplements in alleviating the general symptoms of chronic fatigue syndrome.
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(A) Severity of fatigue

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight V. Random, 95% CI 1IV. Random, 95% CI
Li CD 2011 3.92 1.78 36 543 2.03 35 100.0% -0.78 [-1.27, -0.30]
Total (95% Cl) 36 35 100.0% -0.78 [-1.27, -0.30] 2

Heterogeneity: Not applicable L T t !

-10 -5 0 5 10
Test for overall effect: Z = 3.17 (P = 0.002) Favours [experimental] Favours [control]

(B) Severity of sleep disorder

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV. Random. 95% CI
Ding XM 2019 09 1.02 30 251 1.02 30 100.0% -1.56 [-2.14, -0.98]
Total (95% CI) 30 30 100.0% -1.56 [-2.14, -0.98] L 4

Heterogeneity: Not applicable !

-10 -5 0 5 10
Test for overall effect: Z = 5.24 (P < 0.00001) Favours [experimental] Favours [control]

Figure 4. Forest plot for (A) severity of fatigue and (B) severity of sleep disorder.
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Table 1. Summary table of the included studies.

Author Vear Diagnostic ; No. of case Intervention Outcomes Adverse
criteria Experimental Control Experimental Control Duration event
Gong JH® 2007 CDC 1994 - 30 28 GBT * Supplement 15 days  Effectiveness  N.R.
Li CD et al'® 2011 CDC 1994 LDSD 36 35 GBT+SSS *»  Supplement 8 weeks  Litectiveness, Nausea
Fatigue In 2 cases
. 17) IMQ+ - . Supplement + ) Effectiveness,
Jiang Q 2012 CDC 1994 DDHS 35 35  GBTHBIT “4EDU EDU 8 weeks 1A IgG.IgM N.AE.
. 19 _ - 2 Supplement + ! Effectiveness
Wang CF et al.™” 2013 CDC 1994 50 50  GBT+SST “+EDU EDU 6 weeks General status N.R.
20) ab Supplement + o ., Effectiveness
Wu JD et al.”” 2018 CDC 1994 DDHS 43 43 GBT *"+EDU EDU 8~12 weeks TgA. TeG, TaM NR.
Hua 7D et al. 2018 CDC 1994 DDHS 60 B0 GBT+SST*  Suwplement 6 weeks  LcoelSS g,
eneral status
20) _ 1. 15 : 1. ET+MOXA Effectiveness,
Zhang L et al.”’ 2018 CDC 1994 16 5 14 GBT+ET+MOXA 9 GRT® 30 days Plasma cortisel N.R.
Effectiveness,
. 14) ab Supplement + Insomnia
Ding XM 2019 CDC 1994 DDHS 30 30 GBT *+EDU EDU 12 weeks Arthralgia N.R.
Myalgia

LDSD means liver depression and spleen deficiency (FF#A%/E); IMQ, insufficiency of middle qi (FFHRTE); DDHS, dual
deficiency of the heart and spleen (UNEREE); GBT, Gwibitang (88f218); SSS, Sihosogansan (StRBRATER);
Bojungikgitang ({BFaFRB): SST, Sosihotang (/NERRE); EDU, education; ET, electro— acupuncture; MOXA,
moxibustion; N.A.E., no adverse event; N.R., not reported.

a‘ liquid extracted by boiling the raw material; b: modification according to signs and symptoms; c: extract granules.

Table 2. The evidence level.

Outcome Certainty assessment Summary of findings
Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations  Effect (95% CI) Certainty
General status Gwibitang (53§81%) versus control: 8 studies

. - - . . RR 0.26 6660
RCT Serious”  Not serious’ Not serious® Not serious None (95%CI0.17~0.39) MODERATE

Gwibitang (5%f#5) versus health supplements: 4 studies

. _ . o . RR 0.26 6660
RCT Serious®  Not serious’ Not serious® Not serious None (95%C10.15~0.43) MODERATE

Gwibitang (53f23%) versus health supplements under daily life management: 3 studies

RCT Very serous’ Not serious’ Not serious® Not serious® None* (95% }éﬁ) ???ZO 54) 91%%0

Gwibitang (53f%3%) added to acupuncture and moxibustion versus acupuncture and moxibustion: 1 study

RR 0.31 000

RCT  Very serious’  Serious®  Not serious” Very serious" None® (95%CI0.04~2.68) VERYLOW
Fatigue Gwibitang (53[#35) versus control: 1 study
o , , . SMD 0.78 6600
1 g C J e
RCT ~ Not serious'  Serious®  Not serious”  Serious None (95%CI1.27~0.30) LOW

Sleep disorder  Gwibitang (5%f8¥) versus control: 1 study

RCT Serious”  Serious®  Not serious’  Serious’ None® (95% SCI}/H; 114'5§ 0.98) \%%(3(%,

RCT means randomized controlled trial; CI, confidence interval; RR, relative risk; SMD, standardized mean difference.

a: the proportion of studies assessed as low risk of bias was between 30% and 50%; b: I was less than 50%; c: directness
was undoubted; d: total sample size was more than 200, and 95% CI of RR did not cross 1; e: publication bias was not
assessed; f: the proportion of studies assessed as low risk of bias was less than 30%; g: the only 1 study was included;
h: total sample size was less than 100, and 95% CI of RR crossed both of 1 and 1.5; i: the proportion of studies assessed
as low risk of bias was more than 50%; j: total sample size was less than 100, but 95% CI of SMD did not cross zero.
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