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Abstract: Objective To systematically evaluate the clinical efficacy and safety of modified Danggui Livhuang
Decoction combined and antithyroid drugs for the treatment of hyperthyroidism. Methods We retrieved the primary
databases of CNKI, Wanfang Data, VIP, CBM, PubMed, and Web of Science to collect the randomized
controlled trials (RCTs) of modified Danggui Liuhuang Decoction combined with antithyroid drugs (trial group) vs
antithyroid drugs (control group) for the treatment of hyperthyroidism. After screening the literature, we extracted
the data, and assessed the risk bias of included studies according to Cochrane Handbook for Systematic Reviews of
Interventions. And then the meta—analysis was performed by using Review Manager 5.3 software. Results A total of
21 RCTs were included in this study, involving 1 937 cases. The results of meta—analysis showed that modified
Danggui Livhuang Decoction combined with antithyroid drugs presented higher clinical effective rate than the
antithyroid drugs alone for the treatment of hyperthyroidism[RR = 1.21, 95%CI(1.17, 1.26)], and was more

effective on improving serum indicators of thyroid function parameters of free triiodothyronine (FT3) [SMD = -1.02,
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95%CI(-1.62, —-0.41)], free thyroxine (FT4) [SMD =-1.69, 95%CI(-2.31, —1.07)] and thyroid stimulating
hormone (TSH) [SMD = 2.28, 95%CI(0.99, 3.57)], and on decreasing the incidence of adverse reaction [RR=
0.29, 95%CI(0.19, 0.43)], the differences being statistically significant (P < 0.01). Conclusion The modified

Danggui Livhuang Decoction combined with antithyroid drugs has good clinical efficacy and safety for the treatment

of hyperthyroidism. However, for the quality of included trials was low in methodology, more clinical trials with

high quality, large sample size and multiple centers are needed to verify the conclusion.

Keywords: hyperthyroidism; Danggui Liuvhuang Decoction; antithyroid drugs; systematic evaluation;

meta—analysis
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Figure 1 Flow chart for literature screening for the trials

of modified Danggui Liuhuang Decoction combined
with ATD in treating hyperthyroidism
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Table 1 General data of the included trials of modified Danggui Liuhuang Decoction combined with ATD

for treatment of hyperthyroidism

A FEA R _ Tt T i -
(T/c, i) fEu el popiizEiil (d)

Wbk ES 2010 35/35 ATD B 2S5 75 B ik MMI, 30 mg/d 60  OQB®D
P 2018 30/30 ATD BA 1A 7S E 7 Ik PTU, 300 mg/d 60 DOQ
FA2011 43/42 ATD BG4 75 B ek PTU, 200 ~ 600 mg/d, 60 OB
2 ER I 20167 42/40 ATD B S IH75 207 s MMI, 30 mg/d 60 OB
225220169 70/70 ATD B YIH 7S 207 s MMI, 30 mg/d 60  OQB®D
F1F 2019 80/80 ATD B 24175 3 7 ik MMI, 30 mg/d 60 DB
42019 46/46 ATD BB Y IH 75 157 Ik MMI, 30 mg/d 60  DOQB®@
2018 30/30 ATD BA 2415 7S E 7 Ik PTU, 300 mg/d 60 DO2B@
TR 2018 43/43 ATD BG4 75 B ek MMI, 30 mg/d 60 DO2RD
TR 2016 64/64 ATD B S IH7S 207 s MMI, 30 mg/d 56 OQB®D
FhER 2019 56/56 ATD B Y IH 7S 207 s PTU, 300 mg/d 30 O@
ZEff 2012 40/40 ATD B 375 8 ik PTU, 200 ~ 600 mg/d 60 @O
55422010 36/28 ATD B 2S5 75 B ik PTU 300 mg/d 8, MMI 30 mg/d 60 OB
kgL 2019 60/60 ATD A 5475 B vk MMI, 15 mg/d 60 DD
2% ) BH 2007 40/40 ATD BB 24 IH 7S B Ik MMI, 30 mg/d 60 DO
BXET.2013™ 40/40 ATD B S IH7S 207 s MMI, 30 mg/d 120 @O@
TIRTHE2018™ 55/55 ATD B Y IH7S 207 s MMI, 30 mg/d 60 OB

A 201720 50/50 ATD B 375 8 ik PTU, 300 mg/d 56 OQB@
Ik 20107 20/20 ATD BA 24 IH 787 Ik PTU, 200 ~ 300 mg/d 60 OO
TKEZE20112 34/34 ATD G S5 IA75 B vk PTU, 300 mg/d 60 DO

e 20082 60/60 ATD BG4 75 B ek MMI, 30 mg/d 60 O

T: WRJFH; Co XM, ATD; HTHURARZGY); MMI: HERM; PTU: WHAMERE . O RKRARE; @: MmiEk
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Figure 2 Results for the risk of bias assessment of the
overall included trials of modified Danggui Liuhuang
Decoction combined with ATD for treatment of
hyperthyroidism
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Figure 3 Results for the risk of bias assessment of each included trials of modified Danggui Liuhuang Decoction

combined with ATD for treatment of hyperthyroidism

Experimental Control Risk Ratio Risk Ratio
Rt 2019 41 46 34 46 46% 1.21[0.99, 1.47] —
041 2018 40 43 32 43 4.3% 1.25[1.03, 1.52] -
g 2016 38 42 31 40 4.3% 1.17 [0.96, 1.42] T
RE4 2010 34 36 23 28  3.5% 1.15[0.95, 1.39] T
JA R 2018 27 30 21 30 28% 1.29[0.99, 1.67] —
itk 2019 52 56 41 56 5.5% 1.27 [1.07, 1.51] -
FKmEFz 2010 18 20 15 20 2.0% 1.20[0.90, 1.61] T
KR 2011 31 34 25 34 34% 1.24[0.99, 1.56] —
JKIBHL 2019 58 60 43 60 58% 1.35[1.14, 1.59] -
2 M\ FH 2007 36 40 31 40 42% 1.16 [0.95, 1.41] T
Z* 2016 66 70 55 70 7.4% 1.20[1.05, 1.37] -
264 2017 46 50 37 50 5.0% 1.24[1.03, 1.49] -
ZFif 2012 39 40 27 40 3.6% 1.44[1.16, 1.80] -
E# 2011 40 43 33 42 45% 1.18[0.99, 1.41] _'_
T4 2018 52 55 50 55 6.8% 1.04 [0.94, 1.16] N
Ik 2019 74 80 62 80 84% 1.19[1.04, 1.36] -
FE3 2016 61 64 53 64 7.2% 1.15[1.02, 1.30] —
FEICF 2018 28 30 22 30 3.0% 1.27[1.01, 1.61] —
BT 2013 37 40 31 40 4.2% 1.19[0.99, 1.44] —
2 2008 54 60 41 60 55% 1.32[1.09, 1.60] -
A8k 2010 32 35 29 35 3.9% 1.10[0.92, 1.32] T
Total (95% Cl) 974 963 100.0%  1.21[1.17,1.26] )
Total events 904 736
Heterogeneity: Chi’ = 16.38, df =20(P=0.69); I’=0% "y o5 : .
Test for overall effect: Z = 9.71 (P < 0.000 01) i : % 1R Qﬂ gyl
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Figure 4 Meta—analysis results for the clinical efficacy of modified Danggui Liuhuang Decoction combined with ATD for

treatment of hyperthyroidism

R, PR RLEAT R

2.3.2 fEAIRISAR AL HUIRIRSDRE MY LT K
IR IE ORI ER (TSH) | T8 — L FF R AR
JRZFR (FT3) . i HARIR R (FT4) . B = iR
IR (TT3) . B HURIRR (TT4), % F FT3,
FMTTxﬁﬁ%%QE@m AT TT3, TT4
TR L S i IR R 9 T g M,ﬁﬂfrzh
B FT3, FT4. TSHIK . 48 Meta 73 HhLEE T
HREAE A A 17 RCT, H P FT3. FT4
M44 161 RCT, K3 TSHAA 13 >RCT, X T
ToiE W 25 AW SR g0 8 b 7 12 mﬁmﬁﬁm
TR IR PR BEBR PRI AL 25 (8 (SMD) #4753 #7 o

2.3.2. 1 RS S RUHUR AR R AR (FT3)  Jf
16 I~ RCT WEL T FT3, W AHfil 1 4434, Stk
h% %iﬁﬁﬁﬂﬁf#ﬁﬁ@<wmm,

=96%), RHIBIHUN TSI T /00T S brati R
ﬁrﬁtWﬁWﬁE FT3 PR TXF BREH[SMD = -1.02,
95%CI(-1.62, -0.41)], WA ESFAGRII¥E
SL(P=0.001), KFP=96%, N9 ARIBFFEEE
SRR, XY ABIE TR IR ATD 259 FH 25 B &
WK (MM ) 5% 74 Bt S8 s e (PTU ) 247 W24 5304, 0
HEFVER/RE =0, P=0.75, HEnRWVHRE2EST
GlE . iR ILE 6.

Y4B 16 RCT H, i BELH T 15 it A Y 7



2 ZEC, A RIS S BT HUIR RS E YT HARBRIDRETCHEIE I RGN 5 Meta 73HT 431
Experimental Control Risk Ratio Risk Ratio
1.6.1 MMI
144 2019 41 46 34 46  4.8% 1.21[0.99, 1.47) —
HiHin 2018 40 43 32 43 4.5% 1.25[1.03, 1.52] -
LR WE 2016 38 42 31 40 4.4% 1.17 [0.96, 1.42] T
L 2019 58 60 43 60 6.0% 1.35[1.14, 1.59] -
4 M 2007 36 40 31 40 43% 1.16 [0.95, 1.41] T
1 2016 66 70 55 70 7.7% 1.20 [1.05, 1.37) -
T 2018 52 55 50 56 7.0% 1.04 [0.94, 1.16] T
EIE 2019 74 80 62 80 8.7% 1.19[1.04, 1.36] -
R4 2016 61 64 53 64 7.4% 1.15[1.02, 1.30] _'_
AR E 2013 37 40 3 40 4.3% 1.19[0.99, 1.44] .
|45 2008 54 60 41 60 57% 1.32[1.09, 1.60] _'_
[k ¥ 2010 32 35 29 35 4.1% 1.10[0.92, 1.32) 1T
Subtotal (95% CI) 635 633 69.0% 1.19 [1.14, 1.25) ¢
Total events 589 492

Heterogeneity: Chi* = 11.12, df=11(P=0.43); I'=1%
Test for overall effect: 7 = 7.38(P < 0.000 01)

1.6.2PTU

fi 3 2018 27 30 21 30 29% 1.29[0.99, 1.67) —
ik 2019 52 56 41 56 57% 1.27 [1.07, 1.51] —
etk 2010 18 20 15 20 2.1% 1.20 [0.90, 1.61] T
L% 2011 31 34 25 34 35% 1.24 [0.99, 1.56] —
25N 2017 46 50 37 50 5.2% 1.24 [1.03, 1.49] -
#Fif 2012 39 40 27 40 3.8% 1.44 [1.16, 1.80] -
it 2011 40 43 33 42 47% 1.18[0.99, 1.41] [
FICH 2018 28 30 22 30 3.1% 1.27 [1.01, 1.61] —
Subtotal (95% Cl) 303 302 31.0%  1.27 [1.18,1.37] L 2
Total events 281 221

Heterogeneity: Chi*=2.14, df=7(P=0.95); I'=0%
Test for overall effect: 7 = 6.17(P < 0.000 01)

->

Total (95% CI) 938 935 100.0% 1.22[1.17,1.27]
Total events 870 713

Heterogeneity: Chi’ = 16.24, df = 19(P=0.64); I =0% 2 o5 ; 3 !
Test for overall effect: 7 = 9.60(P < 0.000 01) ' ’ SR st
Test for subaroun differences: Chi* = 1.75, df=1(P=0.19); P=43% e I
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Figure 5 Forest plot of subgroup analysis results for the clinical efficacy of modified Danggui Liuhuang Decoction

combined with ATD for treatment of hyperthyroidism

Experimental Control Std. Mean Difference Std. Mean Difference

_Study or Subgroup _Mean _ SD Total Mean SD Total Weight V. Random, 95% Cl IV, Random.95%CI

1.2.1 MMI

45 2019 742 213 46 111 226 46  6.4% -1.66 [-2.14, -1.19] -

14 2018 549 038 43 6.13 0.67 43  6.4% -1.16 [-1.62, -0.71] -

L 2016 72 21 42 79 23 40 6.4% -0.32 [-0.75, 0.12] 1

FRIBYL 2019 53 03 60 83 1.13 60 6.2% -3.61[4.19,-3.02) -

4= A 2007 72 05 40 108 26 40 6.3% -1.90 [-2.44, -1.37] -

#2016 6.83 237 70 8.18 1.68 70 6.5% -0.65[-0.99, -0.31] -

E39R 2016 6.75 2.84 64 8.12 2.01 64  6.5% -0.55[-0.91, -0.20] -

P 2008 16.3 0.8 60 118 29 60 6.4% 2.10[1.65, 2.55] -

PRERE 2010 6.65 2.73 35 8.73 4.29 35 64% -0.57 [-1.05, -0.09] |

Subtotal (95% CI) 460 458 57.4% -0.92 [-1.80, -0.03] S 4

Heterogeneity: Tau’ = 1.77, Chi’ = 287.55, df=8(P <0.00001); I*=97%
Test for overall effect: Z = 2.03(P = 0.04)

1.2.2PTU

JEl & 2018 713 1.58 30 8.68 1.64 30 6.3% -0.95 [-1.49, -0.41] -
Mk 2019 597 2.18 56 8.24 1.37 56  6.4% -1.24 [-1.64, -0.83] -
ket 2010 7.19 048 20 109 0.61 20 4.4% -6.63 [-8.28, -4.98] -

kR 7 2011 6.89 293 34 95 3.98 34  6.3% -0.74 [-1.23, -0.25) -
LM 2017 8.27 1.59 50 6.01 3.21 50 6.4% 0.89 [0.47, 1.30] -
it 2011 537 0.87 43 565 1.25 42 6.4% -0.26 [-0.69, 0.17] ™
FCH 2018 6.78 3.04 30 9.61 3.87 30 6.3% -0.80 [-1.33, -0.28] -
Subtotal (95% Cl) 263 262 42.6% -1.12 [-1.96, -0.27] S 4

Heterogeneity: Tau’ = 1.18, Chi*=115.23, df =6(P<0.00001); I=95%
Test for overall effect: 7 =2 .59(P = 0.010)

Total (95% Cl) 723 720 100.0%  -1.02[-1.62, -0.41] L
Heterogeneity: Tau’ = 1.44, Chi’ = 405.34, df = 15(P <0.00001); I*=96% Yo t o : o
Test for overall effect: Z = 3.29(P = 0.001) NRRZH RIS

Test for subaroun differences: Chi’ =0.10, df=1(P=0.75); F=0% SRE SvE
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Figure 6 Meta—analysis results for the improvememt of FT3 of hyperthyroidism patients treated by modified Danggui

Liuhuang Decoction combined with ATD
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Experimental Control Std. Mean Difference Std. Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random, 95% CI IV. Random.95%Cl
1.2.1 MMI
R4t 2019 742 213 46 111 226 46 8.3% -1.66 [-2.14, -1.19] -
i 2018 549 0.38 43 6.13 0.67 43 8.3% -1.16 [-1.62, -0.71] -
HH ¥ 2016 72 21 42 79 23 40 8.4% -0.32 [-0.75, 0.12] -
FRIMHL 2019 53 03 60 83 1.13 60 0.0% -3.61[-4.19, -3.02)
= M FH 2007 72 05 40 108 26 40 8.2% -1.90 [-2.44, -1.37] -
45 2016 6.83 237 70 8.18 1.68 70 85% -0.65 [-0.99, -0.31] -
EAUR 2016 6.75 2.84 64 812 2.01 64  85% -0.55[-0.91, -0.20] -
P4 2008 16.3 0.8 60 118 29 60 8.4% 2.10[1.65, 2.55] -
BREfE 2010 6.65 2.73 35 873 429 35 8.3% -0.57 [-1.05, -0.09] Y
Subtotal (95% CI) 400 398 66.9% -0.59 [-1.38, 0.20] ‘
Heterogeneity: Tau” = 1.25, Chi*=188.35, df=7(P <0.00001); I*=96%
Test for overall effect: 7 = 1.46(P =0.14)
1.2.2 PTU
JE ¥ 2018 713 1.58 30 868 1.64 30 8.2% -0.95 [-1.49, -0.41] -
Fhk 2019 597 2.18 56 8.24 1.37 56 0.0% -1.24 [-1.64, -0.83]
FRIEH 2010 719 0.48 20 109 0.61 20 0.0% -6.63 [-8.28, -4.98]
7k L% 2011 6.89 2.93 34 9.5 3.98 34 8.3% -0.74 [-1.23, -0.25] -
2= 2017 8.27 1.59 50 6.01 3.21 50 8.4% 0.89 [0.47, 1.30] -
Fik 2011 537 087 43 6565 125 42 0.0% -0.26 [-0.69, 0.17]
I 2018 6.78 3.04 30 961 3.87 30 82% -0.80 [-1.33,-0.28] -
Subtotal (95% ClI) 144 144  33.1% -0.39 [-1.32, 0.54] >
Heterogeneity: Tau” = 0.84, Chi*=43.79, df=3(P<0.00001); "=93%
Test for overall effect: / = (),82(P =041 )
Total (95% CI) 544 542 100.0% -0.52 [-1.12, 0.07] L
Heterogeneity: Tau’ = 1.06, Chi’=236.31, df=11(P<0.00001); ’=95% t ’
Test for overall effect: 7 = 1.72(P = 0.09) -10 5 0 5 10
: y ; I xR

Test for subaroun differences: Chi’ = 0.10, df=1(P=0.75); =0%
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Figure 7 Meta—analysis results for the improvememt of FT3 of hyperthyroidism patients treated by modified Danggui

Liuhuang Decoction combined with ATD after excluding the trials with difference in the dosage and course of treatment
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Experimental Control Std. Mean Difference Std. Mean Difference

_Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI

1.3.1 MMI

R4 2019 2427 653 46 3345 7.12 46 6.4% -1.33 [-1.79, -0.88] -

i 2018 16.93 2.76 43 20.68 354 43 6.4% -1.17 [-1.63, -0.71] -

e 2016 228 67 42 287 6 40 6.4% -0.92 [-1.37, -0.46] -

FRiEYL 2019 228 28 60 435 33 60 57% -6.72 [-7.66, -5.79] -

= MFH 2007 175 18 40 256 21 40 6.0% -4.10 [-4.89, -3.32] -

25 2016 2094 478 70 2469 355 70 6.5% -0.89 [-1.23,-0.54] -

T3 2016 20.78 574 64 2457 426 64 65% -0.75 [-1.10, -0.39] -

PR 2008 196 23 60 268 21 60 6.3% -3.25[-3.80, -2.70] -

&R 2010 20.78 7.62 35 2564 819 35 6.4% -0.61[-1.09, -0.13] -

Subtotal (95% CI) 460 458  56.5% -2.13 [-3.03, -1.24] <>

Heterogeneity:Tau” = 1.79, Chi*=250.04, df=8(P<0.00001); I'=97%
Test for overall effect: 7 = 4.67(P < 0.000 01)

13.2PTU

3 2018 2235 435 30 2834 513 30 6.3%  -1.24[-1.80,-0.69] -
ik 2019 20.76 4.31 56 24.63 4.81 56 6.4% -0.84 [-1.23, -0.45] -
Hek: 2010 174 17 20 255 22 20 54%  -4.04[5.16,-2.92] —

R 2011 13.37 607 34 2043 818 34 63%  -0.97 [-1.47,-0.46] -
A 2017 2405 387 50 21.03 487 50 6.4% 0.68 [0.28, 1.08] -
E4k 2011 1834 567 43 1913 601 42 64%  -0.13[-0.56,0.29] T
75 2018 1348 314 30 2054 429 30 62%  -1.85[-2.47,-1.24] -
Subtotal (35% Cl) 263 262 435%  -1.11[1.91,-0.31] <>

Heterogeneity: Tau’ = 1.07, Chi’=104.32, df=6(P <0.00001); I*=94%
Test for overall effect: 7/ = 2. 7(P = 0.006)

Total (95% CI) 723 720 100.0% -1.69 [-2.31, -1.07] <
Heterogeneity: Tau® = 1.53, Chi*=393.30, df=15(P<0.00001); F=96% '7; * I : P
Test for overall effect: 7 = 5.32(P < 0.000 01) Y & 4]

Test for subaroun differences: Chi> = 2.79, df=1(P<0.09); I’ =64.2% §2 el S Bl
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Figure 8 Meta—analysis results for the improvememt of FT4 of hyperthyroidism patients treated by modified Danggui

Liuhuang Decoction combined with ATD

Experimental Control Std. Mean Difference Std. Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight IV. Random.95% Cl 1V, Random, 95% CI
1.3.1 MMI
41 2019 2427 653 46 3345 712 46 84% -1.33 [-1.79, -0.88] -
44T 2018 16.93 2.76 43 20.68 3.54 43 8.4% -1.17 [-1.63, -0.71] -
I 2016 228 67 42 287 6 40 8.4% -0.92 [-1.37, -0.46] -
FKIEHL 2019 228 28 60 435 33 60 0.0% -6.72[-7.66, -5.79]
4 )\FH 2007 175 18 40 256 21 40 77% -4.10 [-4.89, -3.32] -
=7 2016 2094 478 70 2469 355 70 8.6% -0.89 [-1.23,-0.54] -
ER 2016 20.78 574 64 2457 426 64 8.6% -0.75[-1.10, -0.39] -
% 2008 196 23 60 268 21 60 8.2% -3.25[-3.80, -2.70] -
PR&RE 2010 2078 7.62 35 2564 819 35 84% -0.61 [-1.09, -0.13] ™
Subtotal (95% Cl) 400 398 66.8%  -1.59 [-2.26, -0.91] L 4

Heterogeneity: Tau’ = 0.88, Chi*=122.31, df=7(P<0.00001); I*=94%
Test for overall effect: Z = 4.60(P < 0.000 01)

1.3.2PTU

A 2018 2235 435 30 28.34 5.13 30 82% -1.24 [-1.80, -0.69] -
ik 2019 20.76 4.31 56 24.63 4.81 56  0.0% -0.84 [-1.23, -0.45)

ke 2010 174 17 20 255 22 20 0.0% -4.04 [-5.16, -2.92]

KR 2011 13.37 6.07 34 2043 8.18 34 83% -0.97 [-1.47, -0.46] -
#Et 2017 24.05 3.87 50 21.03 4.87 50 8.5% 0.68 [0.28, 1.08] -
Fi 2011 18.34 567 43 19.13 6.01 42 0.0% -0.13 [-0.56, 0.29]

P 2018 1348 3.14 30 20.54 4.29 30 81% -1.85[-2.47, -1.24] -
Subtotal (95% CI) 144 144 33.2% -0.83 [-1.99, 0.33] -

Heterogeneity: Tau’ = 1.33, Chi’=61.83, df=3(P<0.00001); I'=95%
Test for overall effect: Z = 1.41(P =0.16)

Total (95% Cl) 544 542 100.0%  -1.34[-1.92, -0.75] L g
Heterogeneity:Tau® = 1.01, Chi*=206.17, df=11(P<0.00001); F=95% " 4 s : o
Test for overall effect: 7 = 4.46( P < 0.000 01 ) ’ | RS2 XIEL

Test for subaroun differences: Chi’ = 1.21, df=1(P=0.27); =17.3% B e
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Figure 9 Meta—analysis results for the improvememt of

FT4 of hyperthyroidism patients treated by modified Danggui

Liuhuang Decoction combined with ATD after excluding the trials with difference in the dosage and course of treatment
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Experimental Control Std. Mean Difference Std. Mean Difference
_Study or Subgroup Mean SD Total Mean SD Total Weight |V. Random, 95% Cl IV, Random. 95%¢Cl

1.1.1 MMI

1% 2019 069 0.1 46 042 0.05 46  7.7% 3.39[2.74, 4.03] -

14 2018 135 0.1 43 062 0.11 43 74% 6.88 [5.75, 8.02] -

¥ 2016 0.69 0.37 42 039 0.31 40 7.8% 0.87 [0.41, 1.32] -

#=5* 2016 136 0.1 70 0.63 0.12 70 7.6% 6.57 [5.72, 7.42] -

FIE 2019 1.32 0.156 80 0.67 0.11 80 7.7% 4.92 [4.29, 5.55] -

34 2016 1.36 0.12 64 0.63 0.14 64 7.6% 5.57 [4.79, 6.34] -

[#ERE 2010 1.48 0.87 35 043 0.29 35 77% 1.60[1.086, 2.14] -

Subtotal (95% CI) 380 378 53.5% 4.23 [2.47, 5.99] N

Heterogeneity: Tau” = 5.51, Chi’=300.82, df=6(P <0.00001); I*=98%
Test for overall effect: Z = 4.71(P < 0.000 01)

1.1.2PTU

J B 2018 069 024 30 042 046 30 7.7% 0.73[0.20, 1.25] -
Mk 2019 13 034 56 082 027 56 7.8% 1.55[1.13, 1.98] -
R 2011 221 158 34 184 123 34 7.8% 0.26 [-0.22, 0.74] M
264 2017 071 013 50 1.28 012 50 7.6%  -4.52[-5.27,-3.77] -

F 2011 167 023 43 115 036 42 7.8% 1.71[1.21, 2.21] -
035 2018 222 099 30 183 095 30 7.8% 0.40 [-0.11, 0.91] [
Subtotal (95% CI) 243 242 46.5% 0.04 [-1.35, 1.43] -

Heterogeneity:Tau’ = 2.95, Chi’=220.01, df=5(P<0.00001); I’=98%
Test for overall effect: 7 = 0.06(P = 0.95)

Total (95% Cl) 623 620 100.0% 2.28 [0.99, 3.57] -

Heterogeneity: Tau® = 5.48, Chi’>=780.72, df=12(P<0.00001); I*=98% ’_10 _55 o ; "
Test for overall effect: 7/ = 3.47(P =0.000 5) AL
Test for subaroup differences: Chi* = 1.21, df=1(P=0.27); F=173% pitae Eived
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Figure 10 Meta—analysis results for the improvememt of TSH of hyperthyroidism patients treated by modified Danggui

Liuhuang Decoction combined with ATD

Experimental Control Std. Mean Difference Std. Mean Difference
i % Cl 1V, Random. 95% Cl

1.1.1 MMI
1t 2019 069 041 46 042 0.05 46  9.1% 3.39[2.74, 4.03) -
Vi 4 2018 135 0.1 43 062 0.11 43  8.8% 6.88 [5.75, 8.02] -
HRFE 2016 0.69 0.37 42 039 0.31 40 92% 0.87 [0.41, 1.32) -
#2016 136 0.1 70 063 0.12 70 9.0% 6.57 [5.72, 7.42] -
FIE 2019 132 0.156 80 0.67 0.11 80 9.1% 4.92 [4.29, 5.55] -
FI4 2016 136 0.12 64 063 0.14 64  9.1% 5.57 [4.79, 6.34] -
PRERER 2010 1.48 0.87 35 043 029 35  9.1% 1.60[1.08, 2.14] -
Subtotal (95% CI) 380 378 63.5% 4.23 [2.47, 5.99] o

Heterogeneity: Tau” = 5.51, Chi’ =300.82, df=6(P <0.00001); I"=98%
Test for overall effect: 7 = 4.71 (P < 0.000 01)

11.2PTU
J 5% 2018 069 024 30 042 046 30 9.2% 0.73 [0.20, 1.25] -
7k 2019 13 034 56 082 027 56 0.0% 1.55 [1.13, 1.98]

R % 2011 221 158 34 184 123 34 92% 0.26 [-0.22, 0.74] M
2k 4% 2017 071 013 50 128 012 50 91%  -4.52[-5.27,-3.77) -

Fa 2011 167 023 43 115 036 42 0.0% 1.71[1.21, 2.21]

#03 2018 222 099 30 183 095 30 9.2% 0.40 [-0.11,0.91] -
Subtotal (95% Cl) 144 144 365%  -0.77[-2.70,1.17] .

Heterogeneity: Tau” = 3.80, Chi®=148.35, df=3(P<0.00001); I*=98%
Test for overall effect: Z = 0.78(P = 0.44)

Total (95% Cl) 524 522 100.0% 2.40 [0.79, 4.02] -

Heterogeneity: Tau” = 7.35, Chi*=780.41, df=10(P <0.00001); I*=99% o o o : o
Test for overall effect: Z = 2.92(P = 0.004 ) TR el
Test for subaroun differences: Chi> = 14.02, df=1(P=0.0002); *=92.9% ARZ v
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Figure 11 Meta—analysis results for the improvememt of TSH of hyperthyroidism patients treated by modified Danggui
Liuhuang Decoction combined with ATD after excluding the trials with difference in the dosage and course of treatment
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Experimental Control Risk Ratio Risk Ratio

14 2019 5 46 15 46 15.2% 0.33[0.13, 0.84] -

it 4 2018 2 43 1" 43 11.1% 0.18 [0.04, 0.77] -

HLR{IE 2016 4 42 13 40 13.5% 0.29[0.10, 0.82] -

Ji & 2018 2 30 7 30 7.1% 0.29 [0.086, 1.26] - I~

TKIEHL 2019 5 60 4 60 4.0% 1.25[0.35, 4.43] -1

#2016 3 70 14 70 14.2% 0.21[0.06, 0.71] l

ZEE 2017 0 50 2 50 2.5% 0.20 [0.01, 4.06] +

F3841 2016 3 64 14 64 14.2% 0.21[0.06, 0.71] l

XRETE 2013 3 40 8 40 8.1% 0.38[0.11, 1.31] - _

[k 2 2010 1 35 10 35 10.1% 0.10[0.01, 0.74] -

Total (95% Cl) 480 478 100.0%  0.29 [0.19, 0.43] <>

Total events 28 98

Heterogeneity: Chi*=7.43, df=9(P=0.59); I'=0% ; f Y \
A ; 0.01 0.1 1 10 100

Test for overall effect: Z = 6.18(P < 0.000 01) BRI XPIR4
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Figure 12 Meta—analysis results for adverse reaction rate of modified Danggui Liuhuang Decoction combined with ATD

for the treatment of hyperthyroidism
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Figure 13 Funnel plot of the publication bias analysis
results for trials of modified Danggui Liuhuang Decoction
combined with ATD in treating hyperthyroidism
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