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MEFERR: 1HRCTI (n=69) VPl S EUE T HTRIIGIRIT 2, X B4 T 1l % BF,
WS T 58 A B RO R B A B B, 25 R oK, 7RIS TPOALPLIAT KT o3
I ASREIR 5 T, WA 7 RO B A T R4, MyETPOAb (MD=-16.20, 95%CI[-85.97,53.5
7D, FEIEEF S (MD=-6.34, 95%CI[-8.52,-4.16]). WFFARMEA B =t

ORI AGIE: TSI BB GIEdRZ): B, sadfEds) .

MEFERER: 1 T RCTIS (n=90) VAl FHLES HIB 7 ¥8 9T HT MIImRIT RL, X B4 T BR
PR fr, WS TSI ERGS BT B IRV fr, S5 R EoR, FEFEARIALG TPOAD H1A R &
TPy S I PRE IR B et PR i 7 T, W SR 2H 7 2% B AL T X B 4H,  ifli TPOAb (MD
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AMD #IAE 14> (MD=-2.50, 95%CI[-4.07,-0.93]), VC2&E&MEAR 7 &5 40(PSQI) (MD=-4.14,
95%CI[-5.38,-2.91]), ¥ 57 /™ FE AL MPF 7 F (FSS) (MD=-6.19, 95%CI[-10.85,-1.53]). HF7T
KA RFAF,
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MR T RE, ML T DU G B EANA I S e B, 455 BoR, 78 68 AR
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@R BEEIE: NERIZ G QARG 2 B0, GEFRZEH]: C, SRHERE) .

MEFERR: 1HIRCTI (n=63) PEAh /NI 6 24 82T 25 SOk G 7 HT BIIG RIT 2, %
MR TAIERE, WS T NI QAR AT & i By, 25 R EIR, fERERIMIET
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HBZH[MD=-9.96, 95%CI(-15.91,-4.02)]; 7ARCTE%: [/ TSH/KF, 48R ER, ¥4 TSHK
P TR [MD=0.42, 95%CI1(0.09,0.75)]; 6 NRCTHIE T A Kb, 562 A 4>
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1.17, 95%CI[-2.17,-0.17]), OEAT (MD=-0.31, 95%CI[-1.11,-0.49]), Z£¥T (MD=-1.08,
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HTARKRS, MHERAHH AR B2, BREAE. FhEREE, WRAFR K
PR AT XA, ZRASTH R (RR=0.58, 95%CI[0.35,0.97]).

2TIRCTEL2 (n=150) V&G KRR LAY, I S KH BT BE T HT 46 % IR IR
BRIE I AT 288, % BRZEL T PU R iR T, WS T KRB B3 « 1S TS KIH B T
BB T M ZIETT, ERER, TERRILETPOAbPUIAT E/K T 238 HUR BRI R
ACE I AR AR S PR IR I 77 T, WL 47 R AR T3 HEAH,  IJE TPOAb (MD=-174.11, 9
5%CI[-205.68,-142.53]), ILJEFT3 (MD=-0.08, 95%CI[-0.63,-0.48]), ILiEFT4 (MD=-1.46,
95%CI[-2.08,-0.84]), HIR AR HEEE (MD=-0.41, 95%CI[-0.84,-0.03]), #ifl ki (MD=
-0.57, 95%CI[-0.92,-0.21]), LEAT (MD=-1.5, 95%CI[-1.82,-1.19]), 1H#ZIT (MD=-1.
43, 95%CI[-1.81,-1.05]), HTH (MD=-1.33, 95%CI[-1.72,-0.94]). WFRBIAMENRE
o

GM R KHELE: M E R GEFEZ: B, 3R .

EFEHR: 11IHRCTE] (n=996) it 245/ 3 7 IRIA T HT 4k A& HR IR BERE A I PR
SR, TR T VE R 26T, WS T M VE N B IR & vh = 2 06 )T, 45
R, EXGERURIRIAE(MIEFT3. FT4. TSH) 5, WS4 R A8 T3 4L, MiBF
T3 (MD=-2.69, 95%CI[-2.79,-2.59]), Ij&FT4 (MD=-6.40, 95%CI[-6.77,-6.02]), Ij&TSH
(MD=0.38, 95%CI[0.37,0.40]). 5IIRCTI335381 (n=374) PPAli 24 /587 kG 77 HT 4k &
PR R B RE I I PRTT R, W REZH T PH R W 25 03R 7, WSR2 T VA 75 313 IR & P 5
MEARYT, SRER, EoGEFIRRIIRE(IIETTI . TT4) i, W& 47 %0 B4 Tt
JE2H, I35 TT3 (MD=-1.54, 95%CI[-1.62,-1.47]), Mi&ETT4 (MD=-6.00, 95%CI[-7.33,-4.67])-
TIIRCTES 48] (n=676) PFAili 24575 357 DIRAE TT HT 4k A HUAR R ER0E BRI RIT 20, % HEZH
TR MAYIETT, WS T YN TH I A T B iRy, 4R R, fEdGE
G REER T T, WS AT A B B AL T X R, A ERIEEAL 4 (MD=-2.61, 95%CI[-2.69,-2.5
4])o 2TIRCTHA] (n=200) VFAl 245 /N 597 INI8IE T HT 4% K HAR IR EERE IR I R 2%, % i
HT PG EAIIGTT, MEEH T 4 IANEZ IR & P = M AIEIT, SR BN, £
RIS R T T, AT RO B T R4, ThyPRO-39%3% (MD=11.56, 95%CI[10.04,
13.08]). 1IIRCTE? (n=200) TFAL 2437557 MIRIA T HT 4k & HAR BREEAE I I R TT 2%, X
MR T PR PR T, BT 4IRS E A N & Pa W A iaIT, SR BN, 1
S ACREAR 7 T, WSR2 7T 2 AR T B, #aT Pk (MD=-1.50, 95%CI[-1.82,-1.1
9]), MiE:% % (MD=-1.06, 95%CI[-1.14,-0.98]), F & Lr#l (MD=-1.13, 95%CI[-1.24,-1.02])-
4TIRCTE94 (n=296) R AN R IBL, XfFEZHH I 4 ek 22 . S Dhse = 55,
WELHAN RN R AR TR A, ZRAERITE L (RR=0.21, 95%CI[0.10,0.44]).

@AM REE: R EAMOPHERM R Z M GERSR A C, IR .

WEFEHR: 4TARCTIH8] (n=254) PFAE K EANOFHINIRE 7 HT 4k K H R IR 355 (1 16 R
ST, WL T PR W YIRTT, W T R FAMO PHINI & PH B 5 A6 )T, 455%
B, EUGEFARMEDIRE T, WS IT R RAR TR IR, EFT3 (MD=-2.80, 95%CI
[-3.06,-2.54]), [MIEFT4 (MD=-1.10, 95%CI[-1.52,-0.68]), IMLiETSH (MD=0.35, 95%CI[0.
23,0.48]). 3WRCTIH46] (n=194) PFAL R FAMCFHINBOIN G T HT 4% & FUIR IR EEE I 1 AR ST
R, R TR AIRYT , SR T R EANO PRI & E B AR, SRR
N, ECCERImMPRIEIRTT T, WEAYT R BAL T XA, EREfEA 5> (MD=-19.35, 95%
CI[-20.62,-18.12])s 1TRCTH) (n=60) PFAL R F MO PHIBANIRIE ST HT 4k A H DR B 230 1
I RIT R, W R T U W a7, WSS T R AN PN & V4 B2 ;25 0a 9T
SR TR, U ImARERTT I, AT B T A, AT (MD=-0.08, 95%
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CI[-0.60,-0.44]), THEEH (MD=-0.85, 95%CI[-1.27,-0.43]). 2IHRCTH647 (n=120) R4 T
ANRRRL, R AR RO E %, WERHAN R RN EERETHHA, ZRF
Gt L (RR=0.42, 95%CI[0.16,1.10]).

3IRCTHSON (n=170) PFAlh P 25 S IIRE 7 HT 4% R HOR AR ER 0 (I RTT &L, X HE
P TR FZIRTT , WS T4 25 Sz IR A5 VG 5 L2 09697, 45 RN, 1Rk
% MLIE TPOAbHUATH FE /K- J7 1, ML ST R WAL T X M2 (MD=-55.46, 95%CI[-57.78,
-53.14]). 2TRCTH8M] (n=100) PFAl#h P 25 <7 DIk iE 7 HT 4k & HUIR BR Z30E 11 R Y7 2L
XTREZH T U WG IR YT, WL T4 2 S IR & P B 26 )T, AR EOR,
FEFEARIMIBFT3 FT4/KF 71, MEEAT B BT XA, MIEFT3 (MD=-0.14, 95%C
1[-0.39,0.11]), IM{HFT4 (MD=-0.48, 95%CI[-0.97,0.01]). 13HRCTM) (n=40) FAlisb25<
DIIRIG T HT 4k & FUIR AR BHE (IR RT3, XTHRLH T U2 & 203607, WA T 28
IR A PR H M ZYIaTT, @R BR, EFEIIIETSHAKT . SCS IR AR 7, W
ST A BT AR AL, MIETSH (MD=1.86, 95%CI[0.92,2.80]), #iRi{fA (MD=-1.03,
95%CI[-1.27,-0.79]), MHIEAF] (MD=-0.96, 95%CI[-1.22,-0.70]), KHEZ% (MD=-0.85, 9
5%CI[-0.99,-0.71]), 1HEA (MD=-1.07, 95%CI[-1.25,-0.89]). 1IHRCTH8! (n=60) FFAk*b
2 S IR T HT 4k R R BREERE (I PRI 2, KT HRAL T VG 2 ML 25 69T, SR T
A R S INIRER A PR A YIRTT, R ER, TEXGE AR & FUR IR 5 T, Wg2
TR B TR, PEIE A (MD=-5.43, 95%CI[-7.56,-3.30]), FFIR il i 5 i
(MD=-0.80, 95%CI[-1.00,-0.601). W 7¢I KRR A B F A

I PR Il R 10 A A< FEOIR R 28 4k & IR IR D R JBORAE I, PR 25 AR IT RE I A AP R T
POAD {4 ?

I PR IR R 11 A A FOAR IR 26 4k i FROIR IR DO BR o SE ), PE ER 45 &R 9T Re 75 TR Pl
FR R T e ?

G R R RE 12 M As FODR IR 28 48 A HR IR D B IBORAE R, o PR 25 5160 97 Re 15 B0 U o 3%
BE WG AR CRnmE S 08 9557 = 0. A A R HCAR i i 2

OFELEIMPFAE: RGBS GEHRZN: C, SRt BULEHRIEES GERES
e C, HEFE) BUUHEEELE )T GEHRGON: C, iR .

WEEHEIR: 3TIRCTES3 (n=192) VAN FRATIEZS LAY, AIRAEIH LA, T3
HLEE T7U R ST HT 4k FF ek 28 I R YT 28, P HRZE T 7 ROIR AR ZR, LS 7 A Ao e 245 i
WIAETE LTy TR TG e ORI R, SRR, 78 FEAR IS TPOAbPL A & /K
SO, WAL R B AT AR (MD=-100.26, 95%CI[-107.92,-96.60]). 2IRCTL!52
(n=134) VPG AARIE LS B« ACRAEHOE B 6 T HT 4k K FIRCE 3 BRI IRIT 20, X IR ZH
THERRIEER, WEH THEAERHEES . RSB NE ERRER, SRER, 18
MGEIMYSEFT3 FT4. TSH/KV-J71H, WLELLHTT R0 BAR T X RE4H,  MIEFT3 (MD=-0.10, 9
5%CI[-0.41,0.21]), ILiEFT4 (MD=-0.17, 95%CI[-1.37,1.04]), MLiETSH (MD=-1.75, 95%C
1[-2.46,-1.05])s 1TRCTF? (n=60) VPFAlA0IA%EHTH LA 67 HT 44 R 85 B RT3
YREZH T A2 HOIRIR R, MR A THURAEIRTH GG AR R, SR ER, 1ESGEImIGE
RITH, MBS BT XA, SIS (MD=-1.20, 95%CI[-1.93,-0.47]). 1
TIRCTB2 (n=60) VFASTH LS 7 16T HT 4R IR E I RIT 3L, TR 22 FUIRIR &,
ML TR EEs & A HORIR R, G5 RER, 7ECGE HRIR I 5 TH, W47 2400 B A
T4 (MD=-11.7, 95%CI[-11.18,-11.59]). W7t RIREA B F4:.
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QONTHBIREIE: SERFAT BB BB GIEYEZH): C, s&ifER) .

MEERHIR: 6 Tl RCTE) (n=641) VAL SESHBRITEUATT HT 4k A FH I 38 BRI R IT 2%,
XTREZH T e HUIRBR 236, WA 7SS IO e & 22 IR IR R, AR BoR, ERRIIIE T
POAb HUMAT /KT 5T, ST RO BAL T X A (MD=-6.38, 95%CI[-7.84,-4.93]). 4
T RCT45558591 (n=318) , PPAGLEHHERATELIAIT HT 48K ek 8 & 1IGRIT 3L, XHHRAL T
FERUIRIRZR, WA TSmO Ee & 2 HUIRIR R, 4R BoR, fEXGE FRIEThAE . X
Ll AR A T, WSS R BAR T X R4, 1y FT3 (MD=0.77, 95%CI[0.62,0.92]),
If3% FT4(MD=2.80, 95%CI[2.34,3.25]), i TSH (MD=-1.18, 95%CI[-1.48,-0.88]), H[E
TEEAR 22 K (MD=-0.31, 95%CI[-0.43,-0.34]). 2 Tl RCTI#59 (n=87) PFffiSEbbi HB0A
J7 HT 488 88 IO RYT 20, X REZH T 20 WORAR 2, W82 20 7 SEH i B Hoimn yde e & A2 H
WIRE, SRER, EECEIRER T, W7 EM T RA, IEHAE (MD=-
0.35, 95%CI[-0.39,-0.30]), 5EIMNAL (MD=-0.44, 95%CI[-0.49.-0.39]), J%57= /1 (MD=-0.
25, 95%CI[-0.30,-0.201). B 7 ARG A KA.

1 I RCTI (n=62) VAL IEREHGGIT HT 4% K IR BImPRIT 20 6 IR ZH T 7 BRI
, WEHTIHEEBRNERS 22 FRRE R, 485K, 7ERRIMLTE TPOAb HLMA R K.
o R IR D RE I3 FT3. FT4. TSH /K SSCGHIGARREIR J7 T, WS 47 208 AR 1% R
2H, IfjE TPOAb (MD=-57.58, 95%CI[-155.48,-40.32]), Iii& FT3 (MD=0.08, 95%CI[-0.1
1,0.28]), IfLiE FT4 (MD=0.07, 95%CI[-0.08,0.21]), IfiLi{§ TSH (MD=-1.36, 95%CI[-2.07,-0.
64]), TEIEFY (MD=-5.03, 95%CI[-6.47,-3.59]), ##iAGE (MD=-0.06, 95%CI[-0.75,
-0.63]), HEEIMAL (MD=-0.51, 95%CI[-1.09,-0.07]), #%57= /7 (MD=-0.97, 95%CI[-1.58,-
0.36]). B FEARIRE A R AT

OGBS FHEIE: ZEAREE &EES N GEEL: C, mifEE) .

MEEREIR: 1 T RCTEN (n=68) PFAHZS2% FIREUAYT HT 46 A sk 38 IR RS T 2%, X
AT A FRIRER, WEAHAT S ARBIIRECS 2 FIRIRER, SR ER, ERKIIE TP
OADb U FE K. 253 HFUIRBR TN E LA FT3. FT4. TSH /K. 23 HUIR BRI A% I AR IR
i, MERLLIT RO BAL T XTI 4L, s TPOAb (MD=-67.39, 95%CI[-96.41,-40.17]), I
& FT3 (MD=0.73, 95%CI[0.44,1.02]), IfLi& FT4 (MD=0.28, 95%CI[0.11,0.45]), Ifili& TS
H (MD=-1.39, 95%CI[-1.91,-0.87]), HRAFAF (MD=-3.12, 95%CI[-4.60,-1.64]), FiHEA
& (MD=-0.47, 95%CI[-0.79,-0.15]), 2% & (MD=-0.53, 95%CI[-0.8,-0.26]), %5 = /I
(MD=-0.53, 95%CI[-0.83,-0.23]), #FEH A (MD=-0.35, 95%CI[-0.63,-0.07]). B 5T HIAKMR
A RE

5 I RCTIO200) (n=372) PPAli & BB SRINIIAE ST HT 4 & HHIR0CE 2 IR IRIT 2, X HE
Wy FRIR R, WA T E&EE SRS A FRIR R, 4R 5N, fERFKIIE TPOA
b UK BB FT3. FT4. TSH /K P51, M7 BT X i8dl, ik
TPOAb (MD=-17.44, 95%CI[-19.98,-14.97]), IfiLi# FT3 (MD=0.26, 95%CI[0.14,0.39]), IfiL
15 FT4 (MD=2.27, 95%CI[1.92,2.61]), Iflj& TSH (MD=-1.34, 95%CI[-1.53,-1.14]). 1 Tl R
CTI (n=104) PPl 4B B S AL IIIRIETT HT 4k & F ek 888 (IR AR YT 20, X RRZHF 72 HOIR AR
F, WS T EEE OAIRECS 22 FOIRIR R, 4R PR, EBCEImAREERTT I, AT
RO AR T IR E, #RTH K (MD=-0.31, 95%CI[-0.44,-0.18]), J%757 = /1 (MD=-0.47, 95%
CI[-0.58,-0.36]), H£FEfEA (MD=-0.29, 95%CI[-0.38,-0.20]). HF 7RI EAN R F1E,

@B EIE: ARZNE GEEHA: C, mifERE) .

WEFEFEIR: 2 T RCTIO™S) (n=160) VAl B e MIRGATT HT 4k K& RS IR R T R4,
XTHRA T 7 BRI 2R, MR T iz it & o AR IR 2, 453 BoR, ERERIMTE TPOA
b PO EEAKCE T, MR A AL T XA, yE TPOAb (MD=-58.88, 95%CI[-62.
71,-55.06]). 4 T RCTI7701 (n=268) PTAli FL iz INsiG 7 HT 4k & HH B il RT3, %
AT A HFRIR R, WRHATHERGINEE L FRIR R, 4R ER, fE8GEME FT3. F
T4, TSH /K5 TH AT, MEAST BT XA, S FT3 (MD=0.1, 95%CI[-0.05,0.
25]), IfiE FT4 (MD=0.22, 95%CI[-0.03,0.47]), IfiLi& TSH (MD=-0.21, 95%CI[-0.34,-0.07])-
2 T RCTI®70) (n=120) J¥AG B ZINEIATT HT 4k & FF sk 8 2 (I R 3, X HE L /2
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RIRE, WA T H BN S 2 TR R, SRR, EUCEIRARER T, WEHTT
OB TR IEA, PEIEERS (MD=-2.88, 95%CI[-3.37,-2.39]). 2 5 RCT®*7) (n=10
8) PHh E A ke T HT 4k K HICEE IR T 2%, AR 7 2 BRI, WA TH
RIS 2o FOR IR R, R B7R, ESGEImARERTT T, WSy T 8O AR T iR A,
9% = 71 (MD=-1.02, 95%CI[-1.43,-0.6]), HAAVFHH (MD=-1.05, 95%CI[-1.39,-0.72]). 1
i RCTI (n=60) PPl Bz ka7 HT 46 % F s & IR IRIT 20 X RRZH 7 A2 HOR AR
7, WA T HA IS A FARIR R, S5 EoR, fESCHIRARRR 7T, WMELLHTT 24
ST RRA, BIERYS (MD=-0.4, 95%CI[-1.13,-0.33]). WFRLIRIMER R F1F.

B R 2 40k FORBR DI R R AEHERE H . B2 IR GIEEZ): D, 554

B AT GERZO: D, 3945 sEKFERE GEFES: C, 394

R : — I 5 T RCT (n=276) [ Meta #7122, P4k [ & KRR IT HT 4K

FROBE 2 G PRTT 3%, XTI T H SR, MRATHSRERASIH R, SRR, fERK
i TPOAb HUMAH LK 5T, MELLH T R WA T X 8 4H, 1yl TPOAb (MD=-158.19,
95%CI[-222.44,-93.94]). —IZNA 11 T RCT (n=1215) KJ Meta 2047171, $FAl 5 A 5 i) 77
YRIT HT 4k & FIRCEE MG AT R, STHRZE TR SR, MUERAH T RGBS A0 /AR, 46
BEIR, WRIT AR MM S TR RR=1.15, 95%CI[1.09,1.21]), A% &2 A% IMLE
TPOAD i £ (SMD=-0.91, 95%CI[-1.40,-0.41]), %i/IN FUARME /2 (MD=-1.46, 95% CI [-1.82,
-111]). FOREEA T (MD=-1.45, 95% CI [-1.96, -0.94]). HAR IR0 EE S Z(MD=-1.08, 95%
CI [-1.20, -0.95]).
3 01 RCT> 7 (n=340) , PP &/KEREEGIT HT 408 FIIE RS 2%, X RZH T8 AR,
MEHT K ERBRANT K, 4R ER, ERIKMTE TPOAb FUARE .. o8 HARIRY)
REJ7 T, WELAL T 200 AL T-XH B4, 1% TPOAb (MD=-133.57, 95%CI[-149.81,-117.33],
% FT4 (MD=5.21, 95%CI[4.79,5.63]), Ifi& FT3 (MD=-0.32, 95%CI[-0.44,-0.20]), L&
TSH (MD=-1.48, 95%CI[-1.64,-1.32]). 1 3 RCT"S) (n=63) , P¥AHiEEAIGIT HT 4k K H
PRI B RRAE RO R 2%, XHHRAL T AR, MR T AHIHAEBEAIRF R, SRER, £
KM% TPOAD HUAAWHE . BGE I RGEIRTT R, ST R BT X 2, 1fiE TPOAb
(MD=-61.20, 95%CI[-135.80,13.40]) , FHEIEfERI% (MD=-1.48, 95%CI[-3.10, 0.14]).
W FEB ARG A R FH 4

RESNEE

UEPEHIA -

HZGAME: 1 T RCTUY (n=54) PPl 25 4MNE0E YT HT SRR PR IR RIT 2%, * R4 T
PRARAR &, WIS TIHMEaRE T A (AR, M, 3228, i, RURE. =k, 3R,
HEPF . AT WA S AT GRS AR, JKEE. S ) BRETRMUVKE, 4
SRR, (EUCE IR T T, MEZLHYT 00 AL T X R4 (MD=-8.68, 95%CI[-9.73,-7.6
3D, FAEE GETAOR. SRR, AL, ERIAED B4 (MD=-5.40, 95%CI[-10.9
7,-0.07]), UCHE CEAGUR, #RE, KGR, AR, MK 45 (MD=-4.45,
95%CI[-5.81,-3.09]). B 7E K5 A KB F 4

2IRCTI8 (n=150) VP4 1 245 7R B0 T HT 4k R I AT 3L, S HRAL 7 22 R BR 2=
WEH TIHBTUNGE . BEAR. BB, 2580, FMt. TR, THF. K. HEETS
(BEPS. Seif). 3%, EANE. 4. WLEELE. a4, RIET. E. KR, HH. AR,
e, A, A, R, REL BT Wil ) B HRERE, 4RER, 1
G IR ARREIR 7 T, M7 20 AR T X B4 (MD=-1.31, 95%CI[-1.59,-1.03]). 1JiRC
T8 (n=60) TFAl 1 254N E0/E T HT 4k K ORI IR IT 280, YT T e HOR AR 2R, WS T
PUERLE  HURIR R, 4500 R, fESGE FUIRIRM 7 T, W84 7 R0 AR Tt 26 R i
Ik # R (MD=-1.40, 95%CI[-1.88,-0.92]), HUIRIEA M JEE (MD=-2.40, 95%CI[-3.19.-1.
61]), HURARAHEEE (MD=-4.0, 95%CI[-4.66,-3.34]). WFFRLIRWEA BRF1E,
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R 1IRCTI) (n=60) VAl T FH BH 2037 J TR V8 T HT 4k % PO R YT 2880, YT HR4L T
FEHURIEZER, WRHATFHHSERYTE (O BEEHRIEER, WEEWINI6HE, 4R
R, TEPE R AETE R R T, SR AT R A T R, HOIR AR AR TS R R I R R (T
hyPRO-39) (MD=-2.83, 95%CI[-7.83,-2.17]), fEEEHMEX (SF-36) (MD=6.39, 95%C
1[0.77,13.55]). BFFEARIE A R F4F.

TIIRCTEY (n=60) PEA% &I V21657 HT 44 A B sl 15 R uE I R T R4, W HEZH 7 /e
IR E, WA TA R ERCE 22 FIRIR R, MBI 12845 R 8oR, fEXGE In AR IR
T, MELALT R B T3 HRAL, SaT ok (MD=-1.00, 95%CI[-1.59,-0.41]), ffE =1 (M
D=-0.53, 95%CI[-1.01,-0.05]), T5EA (MD=-0.49, 95%CI[-1.40,-0.48]), [EEE% (MD
=-0.80, 95%CI[-1.30,-0.30]). WFFXRIREA B FHft.

ITRCTEYI (n=60) PPAIREN RITIZIEITHTAE R F RIS BH RS IR AT 2%, XHHRALF 42
ORI, MR TS RITIEBCA A2 FRIR R, MR BN 12H, 2R EIR, EEEIR
SEARTT T, WLERALYT RO AR TR HR A, BiHT R (MD=-0.36, 95%CI[-0.65,-0.07]), H(]
JRiE/& (MD=-0.33, 95%CI[-0.58,-0.08]), ##J%= /) (MD=-0.36, 95%CI[-0.66,-0.06]), t&3&
J5i ¥ (MD=-0.40, 95%CI[-0.76,-0.04]), EIREZIX (MD=-0.37, 95%CI[-0.69,-0.05]), #/if (M
D=-0.36, 95%CI[-0.61,-0.11]). WFFARIMEA B FH 14,

I PR 17 L 14 M FROPRBR 28 58 3 A3 5 2K 10 50 R i R A L AR A AT T v 2

EAR IR : 20214F (M ORI 28 th R 45 51297 ALt L 503R2021) Rl itk +
VU T3l e S5 2 A TR R B (R PEBE S & HOIRBN 22D © 202148 (@AM 8.
RIRPIR 2T HUR ) .
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International clinical practice guidelines of Chines
e Medicine Hashimotos thyroiditis

Formulation Explanations

A. summary of work

Main drafting units: Sun Simiao Hospital, Beijing University of Traditional Chines
e Medicine, Dongzhimen Hospital, Beijing University of Traditional Chinese Medicine,
Beijing University of Traditional Chinese Medicine
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Hospital of Heilongjiang University of Chinese Medicine, The First Affiliated Hospital
of Zhejiang University of Traditional Chinese Medicine (Zhejiang Provincial Hospital o
f Traditional Chinese Medicine), Chongqing Hospital of Jiangsu Provincial Hospital of
Traditional Chinese Medicine (Yongchuan District Traditional Chinese Medicine Hospit
al of Chongqing), Qinghai Provincial Hospital of Traditional Chinese Medicine, Beijing
Hospital of Traditional Chinese Medicine Affiliated with Capital Medical University, Fa
ngshan Hospital of Beijing University of Chinese Medicine, Shanghai Municipal Hospit
al of Traditional Chinese Medicine Affiliated with Shanghai University of Traditional C
hinese Medicine, The First Affiliated Hospital of Tianjin University of Traditional Chin
ese Medicine, Inner Mongolia Autonomous Region Hospital of Traditional Chinese Me
dicine, The First Affiliated Hospital of Guangxi University of Chinese Medicine, Fangsh
an Hospital of Beijing University of Chinese Medicine, Shaanxi Provincial Hospital of
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Project leader: Ding Zhiguo

Principal Drafters: Zhiguo Ding, Jing Li, Shuo Qi, Jingwei Zhou, Yutong Fei

Co-drafters: (in alphabetical order of last name) Bai Xiaolin, Bao Yuxiao, Chen K
aining, Chen Xiaopan, Chen Zongcun, Chen Xiaohang, Chen Qiu, Dai Fang, Di Hongjie,
Duan Yuhong, Fan Yuan, Fang Zhaohui, Ge Yaxue, Gong Chengjun, Guo Xiangyu, Guo
Zhiqin, He Ze, Hu Jianzhuo, Hu Jiang, Hu Suying, Hu Tianzhi, Tou Rui, Huang Yangqin,
Jiang Min, Lei Ye, Li Guangshan, Li Huilong, Li Lu, Li Ya, Li Yupeng, Li Zhe, Lin Ya
n, Liu Meijun, Lou Xion, Lu Dan, Lu Xueling, Ma Jian, Ni Haixiang, Ou Chang, Pu Co
mfortable Rong, Qian Jiahui, Shang Jianwei, Shang Juju, Sun Luying, Tao Feng, Wang
Bin, Wang Dong, Wang Quan, Wang Xiaoping, Wang Zhengang, Wei Shufeng, Xiao Yan
g, Xia Zhongyuan, Xu Jiezhi, Xu Jianghong, Yang Wenkui, Zhang Dongpeng, Zhou Chun
yu, Zou Benliang, Zuo Xinhe.

B. Brief introduction to the standard drafting process

1 Background

Hashimoto's thyroiditis was first reported by Japanese scholar Hashimoto in 191
2. The incidence of Hashimoto's thyroiditis varies in different countries and regions,
and its prevalence is affected by geographic regions and environmental factors; the p
athogenesis is still unclear. Modern medicine focuses on follow-up without specific tr
eatment, such as secondary thyrotoxicosis and secondary hypothyroidism, which requi
re antithyroid drugs or hormone supplementation.

There are many clinical studies in the field of Hashimoto's thyroiditis in Chinese
medicine, but there are many controversial points in the combined diagnosis and tr
eatment of Chinese and Western medicine, and no systematic guidelines and standar
ds have been established. The current version of the Western medicine guidelines is
the “China Thyroid Disease Diagnosis and Treatment Guidelines - Thyroiditis” issued
by the Chinese Society of Endocrinology of the Chinese Medical Association (CSEA) i
n 2008, during which time there have been a number of scientific evidences that ne
ed to be updated. In the field of combined Chinese and Western medicine, the main
ones are the Beijing Expert Consensus on Combined Chinese and Western Medicine
Diagnosis and Treatment of Hashimoto's Thyroiditis (2021, Beijing) and the Beijing E
xpert Consensus on the Quality Control Indicator System for Hashimoto's Thyroiditis
Combined with Chinese and Western Medicine (2021 Edition) issued by the Beijing
Association of Combined Chinese and Western Medicine and Thyroid Disease Speciali
zed Committee in 2021, which do not provide specific elaboration on the stage of th
e disease that Hashimoto's Thyroiditis patients are in and are more The consensus-b
ased approach lacks the support of high-quality evidence-based evidence, which make
s it difficult to meet the current clinical needs. With the increasing international infl
uence of TCM, optimizing the diagnostic and treatment protocols and recommendatio
ns of TCM for the prevention and treatment of Hashimoto's thyroiditis and promotin
g its international application have become the key tasks that need to be regulated
and implemented urgently.

2 Main work processes

2.1 Start-up and Deployment Phase

On October 16, 2023, the project team of this guideline was formally established,
and the preliminary work of this guideline and the work plan were completed in O
ctober 2023, during which a number of preparatory meetings for the development of
the guideline were held. The preliminary application and draft of the project were f
ormed, and then discussed and revised by the project team for several times.

2.2 Formalization of the project

November 23, 2023 Formal submission of project application and draft, and on
November 28, 2023, WFCM gave back the experts' comments, and accepted the expe
rts' feedback on a total of 19 comments, which were revised on the same day.
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On December 08, 2023, the “Workshop on International Standards for Thyroid D
iseases” was held in Tongchuan City, China: the discussion included the following asp
ects: 1) general principles, objectives, and scope of application of the guideline devel
opment, 2) general flow of the guideline development, 3) general time schedule of t
he guideline development, and 4) key considerations in the process of guideline deve
lopment.

The guideline working group was formally established on December 19, 2023; s
ubsequently, the WeChat group of the guideline development working group and the
WeChat group of the guideline development expert group were set up respectively.
The working group of this document has formulated the guideline research plan acco
rding to the assigned tasks and determined the time nodes for the preparation of th
e guideline, and the project leader has supervised the working group's development
process at regular intervals and has reported on the guideline's progress at regular i
ntervals.

2.3 Preparation process

2.3.1 Expert Interviews

The guideline working group conducted one-on-one interviews with three authori
tative experts, mainly discussing the general ideas of Chinese and Western medicine
in treating Hashimoto's thyroiditis, treatment experience, and understanding of the co
mbination of Chinese medicine and Western medicine for patients with Hashimoto's t
hyroiditis at different stages of thyroid function. The guideline development team des
igned and distributed questionnaires to Chinese and Western medicine clinical expert
s from the point of view of the difficulties of Western medicine in the diagnosis and

treatment of Hashimoto's thyroiditis, as well as the advantages of Chinese medicine
interventions or the combination of Chinese and Western medicine.

2.3.2 Extensive clinical research to identify clinical problems

In the process of guideline development, in order to fully incorporate the most
concerned issues of clinicians, our team finally formed 16 clinical questions based on

the difficulties of western medicine diagnosis and treatment of Hashimoto's thyroidit
is and the advantages of Chinese medicine intervention or combined treatment of Ch
inese and western medicine, through the preliminary pre-searching of the literature a
nd the summarization of the clinical experience, as well as many discussions within
the group.

From December 2023 to February 2024, the working group conducted clinical re
search covering seven regions of China (central China, eastern China, southern China,

northern China, southwestern China, northeastern China, and northwestern China), a

nd the participating organizations included community hospitals, village health offices,
secondary hospitals, tertiary hospitals, and other levels of healthcare, with a total of
61 clinicians, nurses, and patients to Assessment.

During the research process, the vote rate was used as the main indicator for t
he importance assessment. In the end, entries with a vote rate of more than 60% w
ere included in the list of basic questions, clinical questions and outcome indicators
of the guidelines; entries with a vote rate of <60% were not included in the discuss
ion.

According to the findings, all 16 clinical questions had a ballot rate of more tha
n 60%. The guideline working group consulted with methodology experts on the 16
clinical questions formed, and ultimately 15 clinical questions (5 foundational and 10

PICOized clinical questions) and 5 outcome indicators were included in the initial li
st of guideline questions based on the research results and consultation, and further
Delphi method expert surveys were conducted to identify guideline questions.

2.3.3 Clinical question identification and screening of key outcome indicators

To identify the clinical questions and outcome indicators for this guideline, the
working group used the Delphi method to conduct an expert opinion survey on Dece
mber 10, 2024, with 25 experts in the field from 14 provinces and cities and 25 ter
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tiary hospitals across China. The importance of each clinical problem and outcome in
dicator was evaluated by calculating the expert positive coefficient, mean, full score r
atio, and coefficient of variation: a 5-point scale was adopted for the clinical proble
m: very important (5 points), important (4 points), general (3 points), unimportant
(2 points), and very unimportant (1 point); and a 9-point scale was adopted for the
outcome indicator: 7-9 points for critical endings, 4-6 points for important endings,
and 1-3 points for general Endings. The entries included in the guideline had to fulfi
1 the following criteria: mean score of clinical problems 23; mean score of outcome
indicators 27; full score ratio 250%; and coefficient of variation <25%. Meanwhile, th
e working group assessed the harmonization and consistency of the questionnaire usi
ng the expert positive coefficient 275% and Kendall's harmony coefficient >0.7 and G
lanbach coefficient > 0.7 as quality control criteria.

A total of 25 questionnaires were distributed, with a response rate of 100% (25
/25). The expert agreement coefficient reached 100%, the Kendall harmony coefficien
t was 0.723, and the Cronbach's alpha coefficient was 0.891, indicating a high level
of consistency in expert opinions. Therefore, a second round of voting was not requi
red. Ultimately, after discussion among the project team experts and summarizing si
milar clinical issues, 14 clinical questions (including 5 basic questions and 9 PICO-ba
sed clinical questions) and 4 key outcome indicators were determined.

rr:l:) List of clinical questions
er
1 What are the Western diagnostic criteria for Hashimoto's thyroiditis?
2 How is the differential diagnosis of Hashimoto's thyroiditis made?
3 What is the traditional Chinese medical diagnosis of Hashimoto's thyroiditis? What are the common
symptoms and key points of diagnosis for each type of Hashimoto's thyroiditis?
4 What are the principles of combined Chinese and Western medicine diagnosis and treatment of
Hashimoto's thyroiditis?
5 What are the specific components and methods of lifestyle improvement for patients with Hashimoto's
thyroiditis?
6 Is a combination of Chinese and Western medicine effective in reducing TPOADb titers in Hashimoto's
thyroiditis with normal thyroid function?
When the thyroid function of Hashimoto's thyroiditis is normal, can a combination of Chinese and Western
7 medicine improve the patient's clinical symptoms (e.g., pressure in the front of the neck, foreign body
sensation in the pharynx, etc.) and goiter better?
» Is combined Chinese and Western medicine treatment effective in reducing TPOADb titers in Hashimoto's
thyroiditis secondary to thyrotoxicosis?
9 Can a combination of Chinese and Western medicine improve thyroid function more rapidly in Ha
shimoto's thyroiditis secondary to thyrotoxicosis?
In Hashimoto's thyroiditis secondary to thyrotoxicosis, can a combination of Chinese and Western medical
10 treatments better improve the patient's clinical symptoms (e.g., anterior cervical pressure, foreign body
sensation in the pharynx, and panicky hand tremors) and goiter?
11

Is a combination of Chinese and Western medicine effective in reducing TPOADb titers in hypothyroidism
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secondary to Hashimoto's thyroiditis?

Can a combination of Chinese and Western medicine improve thyroid function more quickly when

12
hypothyroidism is secondary to Hashimoto's thyroiditis?
In Hashimoto's thyroiditis secondary to hypothyroidism, can a combination of Chinese and Western
13 medical treatments better improve the patient's clinical symptoms (e.g., pharyngeal foreign body
sensation, fatigue and weakness, mucous edema, etc.) and goiter?
14 Can external Chinese medicine treatments improve clinical symptoms (e.g., anterior neck pressure,

pharyngeal foreign body sensation) and goiter in patients with Hashimoto's thyroiditis?

Table 1 Guidelines Clinical Questionnaire

2.3.4 Retrieval, Screening and Synthesis of Evidence

(1) Description of the search

In order to be able to retrieve as much literature as possible on all clinical issu
es related to Hashimoto's thyroiditis, the initial search of the literature did not set a
specific study type. After downloading the literature titles, a database was created a
nd categorized. Priority was given to published systematic evaluations/Meta-analyses
to see if they could be included in this guideline in terms of 3 dimensions: timeline
ss, match to clinical question, and quality. If inclusion was not possible, new systema
tic evaluations/Meta-analyses were conducted. If the number of RCTs was low or co
uld not answer the clinical question at hand, the results of other types of studies, s
uch as cohort studies, case-control studies, etc, were further considered as appropria
te.

(2) Determine search strategy based on PICO

After clarifying the clinical question, this guideline for clinical evidence was sear
ched by a combination of computerized and manual methods. The search time were
from the construction of each database to October 31, 2024. Domestic and foreign o
riginal research databases were searched, mainly including English databases: PubMe
d, EMbase, Cochrane Library; Chinese databases: China Knowledge Network (CNKI), C
hinese Science and Technology Journal Full-text Database (VIP), China Biomedical Lite
rature Database (CBM), Wanfang Full-text Database (WanFang). Domestic and foreign
clinical trial registration platforms and domestic and foreign guideline libraries: U.S.
Clinical Trial Registration Platform, International Guideline Registration Platform, Nati
onal Institute for Health and Clinical Excellence (UK), New Zealand Clinical Practice
Guidelines Network, China Clinical Guidelines Library, and Medical Pulse.

The search was based on a combination of subject terms and free terms. Follow
ing the PICOS principle, Chinese and English search terms were identified from “P”
(patient, i.e. disease) and “I” (intervention), including “P”: 14 bk E= 20 A P4 HFOIR IR 48 7
CMFASIRHUIRAR R 7 “HRARHRAR R 7 MM A HORAR R 7« B B S VEHVIRER K 7
“Hashimoto's thyroiditis”“chronic lymphocytic thyroiditis”“autoimmune thyroiditis” ,an
d T BB, RZET RS AP s B RS T PR R S
B REEANET . BRI BERYL R “OALEUN” . “Traditional Chinese Medicine (TC
M)”. “Chinese herbal medicine”. “Chinese medicine and pharmacology”. “formulae”. “d
ecoction”. “powder”. “pill”. “paste”. “elixir’. “proprietary Chinese medicine”. “externa
|1 therapy”. “TCM external therapy”. “acupuncture”. “needle therapy”. “moxibustion”.
“intradermal needle”. “acupoint application”.

After searching both Chinese and English databases, a total of 1,468 articles wer
e retrieved (219 from PubMed, 588 from CNKI, 216 from VIP, 183 from CBM, and 2
62 from Wanfang). After excluding duplicates and reviewing the full texts, 68 RCT st
udies were finally included. Additionally, 24 book references related to the topic wer
e manually searched, including the "Integrated Traditional Chinese and Western Medi
cine in Thyroidology" textbook published by Science Press, the "Integrated Traditiona
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1 Chinese and Western Medicine Surgery" textbook under the national higher educati
on “14th Five-Year Plan” for Traditional Chinese Medicine, the "Traditional Chinese S
urgery” textbook under the same plan, as well as domestic expert consensus, standar
ds, and guidelines.

Total literature
volume
n=1468 -
Eliminate
bi duplication
n=947
Summary of
reading topics
n=>21 Exclusion of reading
l‘— topic abstract
n=404
Read the full
text Read the full text to exclude:
n=117 Animal experiments, reviews,
< theoretical experience, guidelines,
popular science, outcome indicators,
and intervention measures are difficult
bring into to evaluate.n=49
n=68

Figure 1: Literature Search Results

2.3.5 Evidence evaluation and grading

(1) Literature quality evaluation

In order to clarify the risk of bias and the quality of the literature of the 68 R
CT studies included in the guideline, this guideline used the Cochrane Risk of Bias E
valuation Tool to assess the risk of bias of the included literature (generation of ran
domized sequences, allocation concealment, blinding of the outcome evaluator, incom
plete data, selective reporting of outcomes, and other biases). The majority of entries
were ultimately evaluated as having an unclear risk of bias, while fewer were evalu
ated as having a low risk of bias for overall quality. The included data were analyze
d using Review Manager 5.4 software, with Relative Risk (RR) for count data and M
ean Difference (MD) for measure data as the effect size indicators, and when there
was statistical heterogeneity between studies (P<0.1, 12250%), the source of heteroge
neity, and subgroup analysis was carried out for factors that might lead to heteroge
neity; if there was statistical heterogeneity but no clinical heterogeneity in the study
results, a random-effects model was used for combined analysis.

(2) GRADE evaluation

This guideline uses the GRADE system to evaluate the quality of the evidence b
ody, determine the level of evidence, and create the GRADE evidence summary table
and evidence summary chart. These tables will be archived as attachments. The evi
dence summary description can be found in ANNEX 1, and the GRADE evidence tabl
e is provided in ANNEX 2.

Grading of evidence Specific descriptions Type of study
high quality/A We are pretty sure that the true effec Observational study of RCT mass el
SODD t value is close to the effect estimate evation grade 2

We are moderately confident in the e
ffect estimates: it is possible that the = RCT with 1 level of quality reducti

medium quality/B . . X
quality/ true values are close to the estimate on, observational study with 1 leve

®060 s, but there is still a possibility that t 1 of quality increase
hey are very different.
We have limited confidence in the est
low mass/C imates of the effects: the true values RCTs with quality reduction level
51100 may be quite different from the estim 2, observational study
ates.
low mass/D We have little confidence in the effect RCTs with quality reduction level
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E1000) estimates: the true values are likely 3, observational studies with qualit
to be very different from the estimate y reduction level 1, case series obs

S ervations, case reports
Table 2 Description of quality of evidence
Recommended strength Instructions
Highly recommended Clearly the pros outweigh the cons.
Weakly Recommended The pros may outweigh the cons.
Not recommended Equal or uncertain advantages and disadvantages

Table 3 GRADE Recommended Strength Classification

2.3.6 Recommendation/Consensus Formation

(1) First Expert Recommendation Opinion Solicitation

The guideline development team held a meeting of recommendation opinions an
d consensus suggestions on January 2, 2024 online.

Fifty-five experts from 29 provinces, autonomous regions, and municipalities dire
ctly under the central government were invited to participate in the meeting, coverin
g Chinese medicine, integrated Chinese and Western medicine, and Western medicine

clinical experts in a variety of fields, including thyroidology, endocrinology, thyroid s
urgery, and evidence-based methodology. The lead expert of the guideline developme
nt team introduced the background and purpose of the guideline, as well as the pro
posed recommendations and consensus suggestions to the participating experts. The
guideline working group introduced the scientific process of guideline development a
nd provided the experts with relevant materials such as the evidence summary table

and the voting list of recommendations/consensus suggestions.

In this expert opinion solicitation, it was set that the positive degree of experts
exceeded 70% to be considered as a valid vote. The voting content includes 20 reco
mmendations and 9 consensus recommendations. The main content of the recommen
ded entries is for the dialectical treatment of each TCM evidence type and the exter
nal treatment method of TCM. The consensus recommendations were mainly related
to the principles of diagnosis and treatment, life interventions, and the dialectical typ
ing of Hashimoto's thyroiditis, Hashimoto's thyroiditis secondary to thyrotoxicosis, an
d Hashimoto's thyroiditis secondary to hypothyroidism.

For entries supported by clinical evidence, five options were created: “Strongly r
ecommended,” “Weakly recommended,” “Uncertain,” “Weakly not recommended ", and
“Strongly Not Recommended”. If the number of votes in any cell other than “not su
re” exceeds 50%, it is regarded as a consensus, and the direction and strength of re
commendation can be determined directly; if the total number of votes in the two ¢
ells on the side of “not sure” exceeds 70%, it is regarded as a consensus, and the d
irection of recommendation is determined, and the strength of recommendation is de
termined directly as “weak”. If the total number of votes on the “uncertain” side exc
eeds 70%, then consensus is considered to have been reached, the direction of reco
mmendation is determined, and the strength of recommendation is directly “weak”; i
n the remaining cases, it is considered that no consensus has been reached, and it i
s necessary to go to the next round of voting (maximum 3 rounds). For consensus r
ecommendations without clinical evidence, there are 3 options: “Agree”, “Unsure”, and
“Disagree”. If more than 50% of the votes are cast for any of the options other tha
n “not sure”, a consensus is considered to have been reached and the direction and
strength of the recommendation is determined; in the remaining cases, a consensus i
s considered not to have been reached, and the consensus recommendation proceeds
to the next round of voting (up to 3 rounds).

By the deadline, a total of 50 experts had completed the voting, and the positiv
e degree of the experts reached 90.9%, which meets the criteria for effective voting.
According to the voting rules, for the 20 recommended entries, the rate of “strong
recommendation” exceeded 50%, and the voting result was: “All 20 entries reached a
strong recommendation consensus”; the agreement rate of 9 consensus entries excee
ded 50%, and the voting result was: “Agree with 9 consensus entries to be included
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in the guideline”.

This time, all entries reached a decision and did not need to enter the next rou
nd of voting. After the voting results were announced, none of the participating expe
rts raised any objections, and all recommended/consensus entries were included in t
he guideline according to the strength of recommendation.

Strength of

Guideline Entry Le\(el of E Voting Results Recomme
vidence .
ndation
Clinical Quest!on 5/6:. Hashlmoto§ thyr9|d|t|s Strong Recommendation36/50 Strong Rec
(normal thyroid function stage) Liver Qi Stagn . .
. - C Weak Recommendation12/50 ommendati
ation Syndrome, Recommended Prescription: Uncertainty 2/50 on
Modified Chaihu Shugan Powder. ¥
Clinical Questl.on 5/6:. Hashlmoto.s thyr0|d|t|s. Strong Recommendation35/50 Strong Rec
(normal thyroid function stage) Liver Depressi . .
. B Weak Recommendation14/50 ommendati
on and Heat Syndrome, Recommended Prescri \
. . I Uncertainty 1/50 on
ption: Qinggan Sanjie Xiaoying Formula.
Clinical Question 5/6: Hashimoto's thyroiditis
(normal thyroid function stage) Liver Depressi Strong Recommendation35/50 Strong Rec
on and Phlegm Coagulation Syndrome, Recom B Weak Recommendation14/50 ommendati
mended Prescription: Modified Sini San combi Uncertainty 1/50 on
ned with Banxia Houpu Decoction.
Clinical Question 5/6: Hashimoto's thyroiditis
(normal thyroid function stage) Liver Stagnatio Strong Recommendation32/50 Strong Rec
n and Spleen Deficiency Syndrome, Recomme C Weak Recommendation11/50 ommendati
nded Prescription: Modified Xiao Chai Hu Dec Uncertainty 7/50 on
oction combined with Danggui Shaoyao San.
Clinical ngsnon 7-9: Th.yrot.oxwos.ls stage, Liv Strong Recommendation38/50 Strong Rec
er Depression transforming into Fire Syndrom . .
L . C Weak Recommendation 8/50 ommendati
e, Recommended Prescription: Modified Dan Z .
e Uncertainty 4/50 on
hi Xiao Yao San.
linical ion 7-9: Th icosi H
Clinica destlon 9 yrotoxicosis stage, He Strong Recommendation38/50 Strong Rec
art and Liver Heat Syndrome, Recommended . .
- e y_ . . B Weak Recommendation11/50 ommendati
Prescription: Modified Zhi Zi Qing Gan Decocti .
on Uncertainty 1/50 on
linical ion 7-9: Th icosi Yi
C|n|c.a. Questilon ) yrotoxicosis stage, Yin Strong Recommendation37/50 Strong Rec
Deficiency Fire Exuberance Syndrome, Recom . .
. e o B Weak Recommendation11/50 ommendati
mended Prescription: Modified Danggui Liu Hu .
. Uncertainty 2/50 on
ang Decoction.
linical ion 7-9: Th icosi i
leca. Ques.tl.on 9 yrotoxicosis stage, Qi Strong Recommendation32/50 Strong Rec
and Yin Deficiency Syndrome, Recommended . .
, . : . C Weak Recommendation12/50 ommendati
Prescription: Tian Wang Bu Xin Dan combined Uncertainty 6/50 on
with Buzhong Yiqgi Decoction. ¥
linical ion 10-12: Hypothyroi Ph
Clinicalglestion 10 YpOt yroid stage, Strong Recommendation33/50 Strong Rec
legm-Blob and Blood Stasis Syndrome, Recom . .
- . o C Weak Recommendation12/50 ommendati
mended Prescription: Jieyu Tongluo Xiaoying D .
. Uncertainty 5/50 on
ecoction.
linical ion 10-12: Hypothyroi Ph
i ) YpOt yroid stage, Strong Recommendation31/50 Strong Rec
legm-Blob and Blood Stasis Syndrome, Recom . ;
_ S C Weak Recommendation15/50 ommendati
mended Prescription: Huatan Quyu Xiaoying D .
. Uncertainty 4/50 on
ecoction.
Clinical Question 10-12: Hypothyroid stage, Ph Strong Recommenda'c.|0n31/50 Strong Rec
] Weak Recommendation10/50 A
legm-Blob and Blood Stasis Syndrome, Recom C . ommendati
e T - Uncertainty 8/50
mended Prescription: Xiaoying Sanjie Formula. on

Weakly Not Recommended1/50
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Clinical Question 10-12: Hypothyroid stage, Liv
er Stagnation and Spleen Deficiency Syndrom Strong Recommendation35/50 Strong Rec
e, Recommended Prescription: Chaihu Shugan C Weak Recommendation11/50 ommendati
Powder or Xiaoyao Powder with modification Uncertainty 4/50 on
S.
Clinical Question 10-12: Hypothyroid stage, Spl
een and Kidney Yang Deficiency Syndrome, Re Strong Recommendation35/50 Strong Rec
commended Prescription: Shenling Baizhu Pow C Weak Recommendation12/50 ommendati
der combined with Jin Gui Shengi Pill with m Uncertainty 3/50 on
odifications.
Clinical Question 10-12: Hypothyroid stage, He
art and Kidney Yang Deficiency Syndrome, Re Strong Recommendation31/50 Strong Rec
commended Prescription: Modified Zhenwu Ta C Weak Recommendation14/50 ommendati
ng combined with conventional Western treat Uncertainty 5/50 on
ment.
Clinical Question 13-1: Topical Chinese Medici
ne for Hashimoto's Thyroiditis (normal thyroid Strong Recommendation34/50 Strong Rec
function stage), Qi Stagnation and Phlegm O C Weak Recommendation10/50 ommendati
bstruction Syndrome, Recommended Prescripti Uncertainty 6/50 on
on: Xiaoying Sanjie Formula.
Clinical Question 13-1: Topical Chinese Medici Strong Recommendation28/50 Strong Rec
ne for Hashimoto's Thyroiditis (secondary to h Weak Recommendation15/50 .
. - . C . ommendati
ypothyroidism), Recommended Prescription: Xi Uncertainty 6/50
aoying Decoction. Weakly Not Recommended1/50 on
Clinical Question 13-1: Topical Chinese Medici Strong Recommendation28/50 Strong Rec
ne for Hashimoto's Thyroiditis (secondary to h Weak Recommendation15/50 .
. - : C . ommendati
ypothyroidism), Recommended Prescription: Xi Uncertainty 5/50
aoying Gao. Weakly Not Recommended2/50 on
Clinical Question 13-2: For Hashimoto's hypot
hyroidism, the recommended acupoints for ne Strong Recommendation28/50 Strong Rec
edling along the Yangming Hand Meridian ar B Weak Recommendation20/50 ommendati
e: Sanjian, Hegu, Quchi, Binao, Jianyu, Renyin Uncertainty 2/50 on
g, and Zusanli.
Clinical Question 13: For Hashimoto's hypothy
r0|c.i|.sm with Liver Qi Stagnation and Kidney Strong Recommendation28/50 Strong Rec
Deficiency syndrome, the recommended acupo . .
ints are: Guanyuan, Taixi, Xuanzhong, Taichon ¢ Weak Recommendatlon17/50 ommendati
. . Uncertainty 5/50 on
g, Hegu, Sanyinjiao, Neiguan, Fenglong, Renyin
g, and Futu.
Clinical Question 13: For Hashimoto's hypothy
roidism with Spleen and Kidney Yang. Defl.C|en Strong Recommendation29/50 Strong Rec
cy syndrome, the recommended moxibustion . .
\ . . C Weak Recommendation16/50 ommendati
acupoints are: Spleen Shu (bilateral), Kidney S Uncertainty 5/50 on
hu (bilateral), Mingmen, Fenglong (bilateral), a
nd Taichong (bilateral).

Table 4 First Expert Recommendation Voting Results (1)

Guideline Entry

Strength of Recomme

Voting Results .
ne Y ndation

Clinical Issue 3: Integrated Traditional Chinese and Wester

n Medicine Treatment Principles

Recommendation 50/50 Recommendation
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Clinical Issue 4: Normal Thyroid Function Stage: Liver Qi S

tagnation Syndrome, Liver Depression and Heat Syndrome,

Liver Depression and Phlegm Coagulation Syndrome, Liver|
Stagnation and Spleen Deficiency Syndrome

Recommendation 47/50
Uncertainty 3/50

Recommendation

Clinical Issue 4: Thyrotoxicosis Stage: Liver Depression Tra

nsforming into Fire Syndrome, Heart and Liver Heat Syndr

ome, Yin Deficiency Fire Exuberance Syndrome, Qi and Yi
n Deficiency Syndrome

Recommendation 44/50
Uncertainty 5/50
Not Recommendation 1/50

Recommendation

Clinical Issue 4: Hypothyroidism Stage: Phlegm-Blob and BI

ood Stasis Syndrome, Liver Stagnation and Spleen Deficien

cy Syndrome, Spleen and Kidney Yang Deficiency Syndrom
e, Heart and Kidney Yang Deficiency Syndrome

Recommendation 48/50
Uncertainty 2/50

Recommendation

Clinical Issue 14: Balanced diet and nutrition

Recommendation 50/50

Recommendation

Clinical Issue 14: Emotional regulation and mental health

Recommendation 48/50
Uncertainty2/50

Recommendation

Clinical Issue 14: Regular lifestyle, avoiding excessive actio
ns

Recommendation 49/50
Uncertainty 1/50

Recommendation

Clinical Issue 14: Moderate exercise to strengthen the bo
dy

Recommendation 49/50
Uncertainty 1/50

Recommendation

Clinical Issue 14: Early detection and timely intervention

Recommendation 49/50
Uncertainty 1/50

Recommendation

Table 5 Results of the First Expert Recommendation Voting (2) (Consensus Recommend
ation List)

(2) Second call for expert recommendations

On January 13, 2025, an expert opinion solicitation for additional questions was

conducted. The guideline working group once again invited experts from the expert

group (55 in total) for opinion solicitation, and the voting included one solicited opi
nion and six recommended entries, and the recommended entries were mainly for th
e recommendation of pCms.

By the deadline, a total of 42 experts had completed the voting, and the positiv
e degree of the experts reached 76.4%, meeting the criteria for effective voting. Acco
rding to the voting rules, for the 6 recommended entries, the sum of the two rates
of “strong recommendation + weak recommendation” exceeded 70%, and all entries r
eached consensus (0 strong recommendations, 6 weak recommendations), with no no
n-consensus entries, and the voting result was: “6 entries reached a weak recommen
dation consensus ”, all 6 recommended entries were included in the guidelines based
on the strength of recommendation. 1 solicited opinion was adopted according to th
e option with an agreement rate of more than 50%.
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Guideline Entry

Level of

Voting Results

Strength of Recommendation

Xiaoyao pill is recommended to reduce
the TPOAb antibody titer.

Uncertain10/42

Weak not recommended1/42

Evidence
Here is the translation
using the phrasing you
Here is the translation for the provided:
terms: Hashimoto's thyroiditis
Hashimoto's thyroiditis and its i . iditi
Y . / “secondary”(23/42) Hashimoto's thyroiditis
connection with secondary to
thyrotoxicosis/hypothyroidism “stage/phase” (17/42) thyrotoxicosis
“with/associated with”(2/42) Hashimoto's thyroiditis
secondary to
hypothyroidism
Hashimoto's therIdItIS with normal Strong recommendation ]_0/42
thyrmd f}mctlon: Qn the basis of Weak recommendation 20/42
lifestyle intervention, the use of D . Weak recommendation
Bailing capsule is recommended to Uncertain10/42
reduce the TPOAb antibody titer. Weak not recommended 2/42
Hashimoto's thyroiditis with normal Strong recommendation11/42
thyrmd fgnctlon: Qn the basis of Weak recommendation20/42
lifestyle intervention, the use of D Weak recommendation

Hashimoto's thyroiditis secondary to
hypothyroidism: On the basis of
lifestyle intervention, the use of

Strong recommendation 11/42

Weak recommendation 24/42

combination with levothyroxine is
recommended to reduce the
TPOAb antibody titer and improve
clinical symptoms.

Uncertain 10/42
Weak not recommended1/42

Bailing capsule in combination with D . Weak recommendation
levothyroxine is recommended to Uncertain  6/42
reduce the TPOAb antibody titer and Weak not recommended1/42
improve thyroid function.
Hashimoto's thyroiditis secondary to
hypothyroidism: On the basis of .
lifestyle intervention, the use of Strong recommendation 10/42
Xiaohu Cao preparation in Weak recommendation 26/42 .
combination with levothyroxine is D Uncertain 3/42 Weak recommendation
reco.mmem.:led to re_duce the TPOAb Weak not recommended3/42
antibody titer and improve thyroid
function.
Hashimoto's thyroiditis secondary to
hypothyroidism: On the basis of .
lifestyle intervention, the use of Jin Strong recommendation 11/42
Shui Bao capsule in combination with C Weak recommendation 19/42 Weak recommendation
levothyroxine is recommended to Uncertain 11/42
reduc.e the TPOAb a.ntibody.titer and Weak not recommended1/42
improve thyroid function.
Hashimoto's thyroiditis secondary
to hypothyroidism: On the basis of
lifestyle intervention, in cases of Strong recommendation 12/42
spleen and kidney yang deficiency, Weak recommendation 19/4
the use of Rightrestoring pill in D Weak recommendation

Table 6 Results of the Second Round of Expert Recommendation Voting
(3) Third call for expert recommendation opinions
After revising the draft in accordance with the opinions of the expert group, the
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draft was invited to the expert group again (a total of 55 experts) for opinion solic
itation on January 23, 2025, and this solicitation of opinions was for the 13 revision
s in the draft (including structural revisions of 8, and content revisions of 5).

The voting form for this expert opinion solicitation has three options: “Agree”,
“Uncertain” and “Disagree”. The specific decision-making rules are as follows: the pos
itive degree of the experts should be more than 70%; if the number of votes for an
y item other than “not sure” exceeds 50%, the decision is considered to be reached;

if the decision is not reached, it is necessary to go to the next round of voting, wi
th a maximum of no more than three rounds. By the deadline, a total of 50 experts
had completed the voting, and the positive degree of the experts reached 90.9%, m
eeting the criteria for effective voting. According to the decision-making rules, the ag
reement rate of the 13 revised entries exceeded 50%, and the decision-making result
was: “Agree to the 13 revisions”. Decision-making was reached on all entries and th

ere was no need to enter the next round of voting.

Serial Standard . .
Typology No. Provisions Revised Content Voting result
Move "Clinical Manifestations" and
1 "Traditional Chinese Medicine (TCM) 50/50agree with
"Diagnosis" Syndromes" to the front.
Section Relocate "Western Medicine Diagnosis" and .
2 "Diagnosis and Treatment Process" to 47/50agree W.'th
"Appendix B." 3/50uncertain
3 Move "Western Medicine Treatment" to 47/50agree with
"Appendix C." 3/50uncertain
4 "Treatment Adjust "Key Outcome Indicators" to 48/50agree with
" Section "Appendix D." 2/50uncertain
structural Merge "Key Points of TCM Syndrome )
5 Differentiation" with "Recommended 49/50agree M{'th
Treatment and Formula." 1/50uncertain
"Main Remove "Description of Evidence" and 48/50agree with
6 Body" relocate relevant content to the document 1/50uncertain
Section "Draft Compilation Instructions." 1/50 Z: agree with
Remove "2. Identification and Construction of
7 Irltrodu.ctl Key Issues I'and move r(?Iat.ed content Fo thf 50/50agree with
on" Section document "Draft Compilation Instructions.
"Preface""A Modify the background information in the .
8 ppendix A: "Preface" and "Appendix A: Compilation 49/50agree W.'th
Preparation Method." 1/50uncertain
. . Change the epidemiological data in the
1 In"trodu.ctl "Background Information" from domestic 50/50agree with
on” Section statistics to global data.
. . "Scope" Remove the statement "This document is for 48/50agree with
informative 2 . . L W .
Section use by Western medical clinicians. 2/50uncertain
"Terminolo Add definitions for "Moxibustion with
3 gy and Needle," "Penetration Enhancers," 50/50agree with
Definitions" "Cataplasm," and "Excipients."
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"5.3:
External | ) 4 references (e.g., GB/T 33414-2016) to
Treatment supplement the principles of external
4 Methods in pp .p P 50/50agree with
e medicine production, usage, and storage.
Traditional 2.Supplement with "Precautions."
Chinese ~upp ’
Medicine"
"Appendix Add a new "Appendix E: Summary Quick .
> E" Recommendation Table." 50/50agree with

Table 7 Results of the third poll on expert recommendations
2.3.7 Internal Review
The guideline development team reviewed the draft through online meeting on ]

anuary 2, 2025, and gained a total of 29 suggestions for modification, adopted 19 co

mments, and did not adopt 10; revised the draft according to the adopted experts' c

omments, and provided feedback on the reasons for non-adoption of those entries th

at were not adopted.
After revising the draft in accordance with the comments of the Expert Group, t
he draft was put through an online second review and comment process of the draf

t internally on 01/23/2025. A total of 2 comments/suggestions were received and 2

were not accepted.
After 2 rounds of internal review, the review comments were sent back to the
Ministry of International Standards. The draft was revised accordingly based on the

voting results and submitted to WFCMS.
Serial Standard Proposed . .
L Content of comments Disposition and reasons
No. Provisions experts
“Modern medicine is based on follow-up, no
special treatment, such as secondary Not adopted: Based on
thyrotoxicosis, hypothyroidism, anti-thyroid expert vote: “secondary” vs.
drugs or hormone supplementation.” “..period” vs.
1 Preamble Hashimoto's thyroiditis occurs with WU Tian “combined/companion” =
hypothyroidism and hyperthyroidism are Chi 23:17:2, therefore the word
primary, write secondary whether it is not “secondary” was chosen.
appropriate, suggest to change to The term “secondary” was
Hashimoto “with” hypothyroidism, chosen.
Hashimoto “with” thyrotoxicosis.
) Preface The word ”Filroceed” should b'(le changed to Lu.Xue Adopted
need to proceed”. Ling
. e N T A i
Hashimoto's thyroiditis itself can have ot adopteld c.cordlng to
. . the expert's voting result:
normal, hypothyroid, or hyperthyroid “ v w .
“ " secondary” vs. “...period
e . outcomes. The word “secondary” is not P . s
Identification . . . . | vs. “combined/companion
3 . appropriate, so consider whether to replace | Hu Tianzhi
and Staging " o “ . ” =23:17:2, so the word
secondary” with the word “associated”. “ e
. secondary” is chosen. The
Consider whether to replace the word " V)
“ noos “ o term “secondary” was
secondary” with the word “concomitant”.
chosen.
It is suggested that “abbreviations” be
Terms and . o . .
4 Definitions added to the terminology and definitions Sun Luying Adoption
section to facilitate grassroots promotion.
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Specific

5 descriptive G in TGAb uses g. TGAb - TgAb. Kgir]n?:g Adoption
sections
Di:iiftic TGAb - TgAb is accompanied by
- enlargement of the isthmus conus lobe, - <
6 Criteria for . Guo Zhigin Adoption
Hashimoto's which can be changec} to conus lobe, and
- the term conus lobe is used more often.
Thyroiditis
In dialectic typing, either normal thyroid
function secondary to thyrotoxicity or
secondary to hypothyroidism, regarding this
neck description, when we have normal
thyroid function. Clinically, it may be
Identification uncommon for the neck to be enlarged, - .
7 and staging except for the first liver depression and Guo Zhigin Adoption
stagnation of qi written in the neck more
than no obvious enlargement, the other are
enlarged, it is recommended to specify the
stages of each type of evidence which is
enlarged, which is atrophic.
In the diagnosis of Hashimoto's disease, it is
recommended to read: fine needle
Western aspiration of the thyroid gland is not used as
8 medicine a routine diagnostic means, for special types Fan Yifei Adopted
diagnosis of Hashimoto's thyroiditis, such as feasible
fine needle aspiration of the thyroid gland
for cytological examination;
Not Adopted: The
corresponding literature
was not retrieved as
In the external application of traditional evidence to support the
external Chinese medicine for thyroiditis, it is external application of
application suggested to add the external application of Huang Yao Zi for the
9 of traditional | Huang Yao Zi, which has a high status in the Fan Yifei treatment of Hashimoto's
Chinese Compendium of Materia Medica, and is thyroiditis, and will
medicine safer to use externally than to take continue to be watched,
internally. and if the evidence is
updated, it will be added
when the guideline is
revised.
Whether to add descriptions of
contraindications to the use of drugs for
special populations in the section on
combined Chinese and Western medicine .
Treatment . Xia
10 Options treatment, for example, women with Zhongyuan Adopted
Hashimoto's hypothyroidism during
pregnancy, the blood activating drugs
involved. Adverse reactions and side effects
of western medicines during thyrotoxicosis.
Treatment Whether to consider adding proprietary .
11 Progr?ms fcl>r Chinese medicines and single-flavored Xia Adopted
Hashimoto's . L . Zhongyuan
e Chinese medicinal preparations.
Thyroiditis
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Diagnostic Language in the specific descriptive section
Criteria for on “combining with Chinese herbal medicine Xia
12 . \ . ” Adopted
Hashimoto's to recognize and treat” needs to be Zhongyuan
Thyroiditis considered.
Not adopted: The
diagnostic criteria for
. . . - Hashimoto's thyroiditi
. , Is the diagnosis established by a positive as ".“° O.S YrOI. i
Hashimoto's R covered in this guideline are
s serum TPOAb and TgAb, or is it simply ; .
Thyroiditis e . . Huang written with reference to
13 . . positive, or is there no corresponding . .
Diagnostic criterion such as a triole or quintuple Yangin the relevant statements in
Criteria ! dia nosiz? 9 P the 2008 Chinese
g ’ Guidelines for the Diagnosis
and Treatment of Thyroid
Diseases - Thyroiditis.
Not adopted: The
identification and typing of
14 Diagnosis Is there any Yin deficiency present in Huang Hashimoto's secondary
and staging Hashimoto secondary to hypothyroidism? Yangin hypothyroidism is based on
the results of literature
research and expert voting.
. Hashimoto mainly depends on the antibody,
Endpoint . . .
15 Indicators whether the antibody is placed in front of Huang Adopted
. the thyroid function, and the status of the Yangin P
section: . .
antibody is upgraded.
Differential diagnosis of partially toxic
16 Differential diffuse goiter, people are more accustomed Wang Adopted
Diagnosis to the term diffuse toxic goiter, can adjust Zhengang P
the term.
. . . N :th
There is a high degree of symptomatic ot afic.)ptt.ed the
: . classification of
overlap between the Liver Depression and . \
. . . . . Hashimoto's secondary
Diagnostic Fire Evidence and the Heart and Liver Heat Wang L . .
17 . . . . . . thyrotoxicosis evidence is
Staging Evidence in the Toxic Thyroid Evidence stage, | Zhengang
. based on the results of
whether the two evidence types can be .
. literature research and
condensed into one. .
expert voting.
It can be treated with beta-blockers (e.g.
propranolol), propranolol 10-40mg/dose,
orally once a day for 6-8h. The 40mg dose is
18 Treatment relatlv.ely a. b.|t hlgh,.and Halwshlmoto s Wang Adopted
Options thyrotoxicosis is transient, with hormone Zhengang
levels less than those of Graves' disease, and
shorter in duration, so the dose needs to be
reconsidered.
Not adopted: the
Hashimoto's secondary thyrotoxicosis is a classification of
identification transient stage, is it possible to reduce the . Hashimoto's secondary
19 . . e . . Lei Ye L .
and staging | Chinese medicine evidence of thyrotoxicosis, thyrotoxicosis evidence
for example, by putting two signs type is based on literature
findings and expert voting.
Ancillary Suggested pathology tests are placed in
20 tests Article ee P gy . P Di Hongjie Adopted
5 front @ cytopathology @ histopathology
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Diagnostic criteria serum TSH level

Not adopted: This section is
based on the Chinese
Medical Association's

21 Diagnostic decreased, and/or FT4, FT3 level increased. Dee Guidelines for the Diagnosis
Criteria Whether to put “and/or” in the middle of Hongjie and Treatment of
FT3, FT4. Hyperthyroidism and Other
Causes of Thyrotoxicosis in
China.
lodine uptake rate and iodine absorption
rate, unified as iodine uptake rate, or a
thyroid mass that has existed for many years
increases rapidly in size in a short period of
time, thyroid cancer is either poorly
. . differentiated or undifferentiated, or it is a
Differential . . . .
22 Diagnosis general papillary disorder. Papillary Hongjie Di Adopted
g carcinomas are generally benign and do not
become malignant. Those that are poorly
differentiated, on the other hand, increase
in size in a short period of time. Can the
phrase goiter that has existed for many
years be removed to avoid ambiguity
. . Clarify the description of terms in the Zhan
23 Diagnosis i . |p.| . ! & Adopted
diagnosis section Dongpeng
Treatment Whether to add thyroid ultrasound as .
24 R Liy Al
Program appropriate to the treatment plan ' Yupeng dopted
The word “treatment” is missing in the .
25 Flowchart flowchart for evidence-based management. Li'Yupeng Adopted
Long-term follow-up and management is
Follow-up relatively less reflected in the guideline, .
26 . Li Yupen Not adopted.
Management | whether to increase the space for long-term ' Yupeng P
follow-up and management.
Hashimoto's disease can be caused by Reasgn: no c.Iear.consensus
. . . or instructive literature
modern people staying up late at night. Is it .
. . . . related to this was
Chinese possible to add a clause in the etiology of . . .
. . . . retrieved; will continue to
Medicine Chinese medicine to the list of causes and Hu . .
27 . . . s . focus on this direction and
Etiology and pathogenesis of Hashimoto's disease, such Jianzhuo . . .
- . . will add this section of the
Pathogenesis as the deficiency of the spleen and kidneys - S
I . description to the guideline
due to excessive lifestyle, which leads to o
hlegm congealment and stagnation of qi? revision if updated data are
P ) available.
At present, iodine-containing medications Not Adopted: N? clgar
- consensus or guideline
and foods have the greatest impact on the . A .
. e e literature was retrieved, will
incidence of subclinical hypothyroidism, . .
28 Treatment while hyperthyroidism and thyroid nodules Hu continue to focus on this
Program yp v v Jianzhuo direction, and will add this

have decreased significantly. What impact
do iodine-containing medications have on
thyroiditis?

section of the description to
the guideline revision if
updated data are available.

55




It is recommended that the section on
traditional Chinese medicine be
supplemented with information on which

29 Treatment herbs are iodine-rich, that iodine-rich herbs Guo Adopted
Program should be avoided within Hashimoto's Xiangyu
thyroiditis, and that the dietary aspects of
life emphasize the reduction of iodine
intake.
Traditional The sitting position for some of the
Chinese acupuncture treatments could be more Zhang
30 Medicine relaxed, such as the first prescription, which Adopted
. Dongpeng
External allows for a fully seated position for
Treatment acupuncture or treatment.

Not Adopted: No evidence
has been retrieved to
support this modification,
and the current treatment
position is based on existing
evidence-based literature.
We will continue to monitor
the situation and will
update the guideline if new
evidence is available.

Comment 2: It is recommended that there
be a brief body of evidence for key design
31 Text and data statements, as well as key | FeiYutong
quantitative and qualitative statements in
the body of the text.

Table 8 Summary of Internal Review Comments

C. Introduction of Main Technical Contents

1 Principle of guideline development

The drafting procedure of this document is based on the requirements of SCMI1.
1-2021 Guidelines for Standardization Work Part 1: Standard Formulation, Revision a
nd Publication issued by the World Federation of Societies of Traditional Chinese Me
dicine (WFTC), while referring to the relevant provisions of GB/T 1.1-2020 Guideline
s for Standardization Work (Part 1: Structure of Standardized Documents and Draftin
g Rules).

In the process of guideline formulation, the principles and standards of relevant
evidence quality evaluation, evidence grading and recommendation formation are stric
tly followed to ensure the scientific and rigorous nature of guideline preparation. Th
e quality evaluation of systematic evaluation methodology was carried out using the
AMSTAR2 tool; the methodological quality of Randomized Controlled Trial (RCT) was

evaluated through the Cochrane Risk of Bias Assessment Tool; and the GRADE syste

m was used for the evaluation and grading of evidence quality.

The technical content mainly follows the following principles: (1) For the method

of grading evidence, the general idea is to include relevant clinical randomized cont
rolled trial studies based on the GRADE standard commonly used in international gui
delines, combined with relevant published textbooks and previous guidelines/consens
us/standards, to maintain internationalization with GRADE as the main method, and t
o reduce the bias of the evidence with the assistance of authoritative and objective i
nformation. (2) For the strength of the expert consensus recommendation, combined
with the content of GRADE, based on scientific experience, theoretical analysis, literat
ure, etc., weighing the pros and cons, respectively, in the questionnaire, each entry c
heck “Strongly Recommended (definitely outweighs the disadvantages)”, “Weakly Reco
mmended (may outweigh the disadvantages)”, “Not Recommended”, “Weakly Recomm
ended (may outweigh the disadvantages)”, “Not Recommended”, and “Not Recommend
ed”. ”, “Uncertain (the relationship between advantages and disadvantages is uncertai
n, or there is no significant difference)”, “Weakly do not recommend (may outweigh
the advantages)”, “Strongly do not recommend (certainly outweigh the advantages) ”,
synthesize relevant information to form an expert consensus recommendation. (3) E
xpert consensus is an important basis for the formation of recommendations for TC
M clinical diagnosis and treatment guidelines. Based on this, the formation of expert
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consensus in the drafting process of this guideline is mainly based on the “Delphi”
method. (iv) It is planned to be updated in the next 2-3 years in accordance with t
he current international standards for guideline updating reports.

2 Technical route of guideline development

The preparation of this guideline is carried out in strict accordance with the sta
ndardized steps.

Stage 1: Establishing a guideline drafting group and signing a declaration of inte
rest; sorting out domestic and international Hashimoto's thyroiditis Chinese and West
ern medicine-related guidelines and clinical studies to determine the topic, scope and

purpose of the guideline; planning the guideline research program and writing the
declaration materials. After the project was formally established, key issues in clinical
practice were comprehensively collected through interviews with authoritative expert
s and online clinician research in order to initially construct a list of guideline issue
s and outcome indicators; the clinical issues to be addressed by the guideline and th
e grading of the importance of the efficacy evaluation indexes were optimized throug
h the Delphi method to ultimately form a list of clinical issues for the guideline.

Stage 2: Based on the identified list of clinical problems, searching, screening, sy
nthesizing and evaluating the evidence were carried out. For clinical problems suppo
rted by evidence-based medicine, the GRADE method is used to evaluate and grade t
he quality of evidence, and a summary table of evidence is formed; for clinical probl
ems with insufficient evidence, an expert consensus recommendation is initially form
ed, and a consensus is finally reached through multiple rounds of expert voting.

Stage 3: After completing the draft guideline, experts within the writing working
group will conduct self-assessment, and revise and improve the draft. Subsequently,
the draft was submitted to the World Federation of Societies of Traditional Chinese
Medicine (WFTCM) for online publicity to solicit opinions; after the expiration of the
publicity period and review and approval by WFTCM, the final revision, confirmatio
n and release were carried out according to the feedback.
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Figure 1 International Clinical Practice Guidelines for Traditional Chinese Medici

ne (TCM) Hashimoto's Thyroiditis (Hashimoto's Thyroiditis) technical route

3 General content

This guideline provides treatment recommendations for different stages of Hashi
moto's thyroiditis (normal thyroid function stage of Hashimoto's thyroiditis, secondar
y hyperthyroidism in Hashimoto's thyroiditis, and secondary hypothyroidism in Hashi
moto's thyroiditis) based on thyroid function levels.

The guideline consists of seven sections. The main technical content includes: Se
ctions 1-3 specify the scope of the guideline, normative references, and definitions of
terms; Section 4 clarifies the clinical manifestations of Hashimoto's thyroiditis; Sectio
n 5 covers the Western medical diagnosis and Traditional Chinese Medicine (TCM) di
agnostic classification; Section 6 outlines the treatment principles for Hashimoto's thy
roiditis, including TCM syndrome differentiation and treatment, Chinese herbal medici
ne, other therapies, and lifestyle interventions; Section 7 defines the core outcome in
dicators for the diagnosis and treatment of Hashimoto's thyroiditis; Section 8 include
s appendices and references, along with a description of the guideline development p
rocess.

4 Relationship with relevant laws, regulations, mandatory standards and cli
nical practice guidelines

The recommended therapeutic medications in this guideline all comply with the
latest contents recorded in the National Essential Medicine List, National List of Medi
cines for Basic Medical Insurance, Work Injury Insurance, and Maternity Insurance, a
nd the Pharmacopoeia of the People's Republic of China.

The contents of this guideline, including Western medical diagnostic standards,
Western medical treatments, and Traditional Chinese Medicine (TCM) diagnostic classi
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fication, are primarily based on the following references: Thyropathy Committee of B
eijing Association of the Integrating of Traditional and Western Medicine (2021, Beiji
ng), The Consensus on Quality Control Indicators for the Integrated Diagnosis and Tr
eatment of Hashimoto's Thyroiditis (2021 edition, Beijing), Guideline for Diagnosis an
d Treatment of Thyroid Diseases in China—Thyroiditis (2008), Guideline for Diagnosi
s and Treatment of Hyperthyroidism and Other Causes of Thyrotoxicosis in China (2
022), and Guideline for Diagnosis and Treatment of Hypothyroidism in Adults (2017).

D. Process and basis for handling major disagreements

There were no major disagreements during the development of this guideline.

E. Other Matters to be Explained

This project is funded by the General Office of the Ministry of Finance and the
State Administration of Traditional Chinese Medicine under the “Demonstration and P
ilot Project of Traditional Chinese Medicine Inheritance and Innovation Development”.
The members of the project team signed a “Declaration of Conflict of Interest” before
the official launch of the project, which is on file. There is no conflict of interest in
the development of this guideline, which will not be a source of bias in the develo
pment of this guideline, and all the members involved in the development of this gui
deline have no financial interests with drug manufacturers.

ANNEX 1 Summary description of the evidence

Clinical Question 1: What are the western medical diagnostic criteria for Hashi
moto's thyroiditis?

Evidence description: refer to the 2008 Chinese Guidelines for the Diagnosis an
d Treatment of Thyroid Diseases-Thyroiditis, the 2021 Beijing Expert Consensus on t
he Combined Chinese and Western Medicine Diagnosis and Treatment of Hashimoto's
Thyroiditis 2021, the 2017 Guidelines for the Diagnosis and Treatment of Hypothyr
oidism in Adults, and the 2022 Chinese Guidelines for the Diagnosis and Treatment
of Thyrotoxicosis Due to Hyperthyroidism and Other Causes.

Clinical Question 2: How is the differential diagnosis of Hashimoto's thyroiditis
made?

Evidence description: Refer to the 2008 Chinese Guidelines for the Diagnosis a
nd Treatment of Thyroid Diseases - Thyroiditis, the 2021 Beijing Expert Consensus o
n Combined Traditional Chinese and Western Medicine Diagnosis and Treatment of H
ashimoto's Thyroiditis, and the Science Publishing House Fourteenth Five-Year Plan f
or Postgraduate Students in General Higher Education, Combined Traditional Chinese
and Western Medicine and Thyroid Disease.

Clinical question 3: What is the TCM diagnosis of Hashimoto's thyroiditis? Wha
t are the common symptoms and key points of diagnosis for each type of Hashimoto
's thyroiditis?

Evidence description: After reviewing 8,835 articles of reported literature in th
e Chinese and English databases built up to December 2023, duplicates were exclude
d, and 16 articles of Hashimoto's thyroiditis, 248 articles of thyrotoxicosis, and 67 ar
ticles of hypothyroidism were finally included in the study according to the nerfing c
riteria, and 24 articles of book-type literature involving the relevant contents were
manually searched, including the Science Press “The 14th Five-Year Plan for Postgra
duates in General Higher Education, Chinese and Western Medicine Thyroid Disease,
the 14th Five-Year Plan for Higher Education in Traditional Chinese Medicine, Chines
e and Western Medicine Surgery, and the 14th Five-Year Plan for Higher Education i
n Traditional Chinese Medicine. The textbook of “14th Five-Year Plan” for higher e
ducation in Chinese medicine industry, “Surgery of Chinese Medicine Combined with
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Western Medicine”, “Surgery of Chinese Medicine Combined with Western Medicine”,

“Surgery of Chinese Medicine Combined with Western Medicine” , “Surgery of Chi
nese Medicine Combined with Western Medicine”, and the relevant expert consensus,
standards and guidelines in China. Frequency counts of the types of evidence and t
he elements of evidence for each type of evidence in the 331 report-type literatures
and 24 book-type literatures obtained from the search were conducted respectively,
and expert consensus was conducted on them, and the types of evidence and the e
lements of evidence for each type of evidence were selected and ranked to form the
elements of evidence for Hashimoto's thyroiditis.

CLINICAL QUESTION 4: What are the principles of integrating Chinese and West
ern medicine in the diagnosis and treatment of Hashimoto's thyroiditis?

Evidence description: Refer to the Beijing Expert Consensus 2021 on Combined
Chinese and Western Medicine Diagnosis and Treatment of Hashimoto's Thyroiditis,
and the Combined Chinese and Western Medicine Thyroid Disease, a postgraduate pl
anning textbook for general higher education of the 14th Five-Year Plan of the Scien

ce Publishing House.

The outcome indicators were developed:

Evidence description: The indicators of efficacy evaluation were determined wit

h reference to the “Fourteenth Five-Year Plan” postgraduate planning textbook for ge
neral higher education of the Science Publishing House, “Combined Traditional Chines
e and Western Medicine Thyroid Disease”, the “Thirteenth Five-Year Plan” textbook of
the National Health and Health Commission, “Internal Medicine”, the “Thirteenth Five
-Year Plan” textbook of the National Health and Health Commission, “Diagnostics”, an
d the 2002 version of “Guidelines for Clinical Research of New Chinese Medicines”. T
he relevant contents of the 13th Five-Year Plan textbook “Diagnostics” and the 2002
version of “Guidelines for Clinical Research of New Chinese Medicines” were used to
determine the evaluation indexes of efficacy.

TPOAb as an evaluation index: TPOAb is a specific antibody for Hashimoto's thyr
oiditis, which is present in almost all patients with HT, and is mainly produced by ly
mphocytes infiltrating around the thyroid gland [*} regardless of the presence or abse
nce of hypothyroidism, TPOAb can respond to the severity of the lymphocytic infiltra
tion of the thyroid gland [k=0.55, 95% CI (0.493-0.615)] [?°], and the titer level of T
POAb was positively correlated with the TSH level in HT patients with hypothyroidis
m [OR=40, 95% CI (12-136) [®7]; the measurement of serum TPOAb level not only pl
ays an important role in the diagnosis of the disease, but it is also an indicator of t
he evaluation of the effectiveness of the disease treatment, which is of great importa
nce in the assessment of the patient's clinical treatment outcome [£-19,

The Thyroid Disease Quality of Life Brief Scale (ThyPRO-39): a systematic evalua
tion [ a total of 904 studies were identified by searching the English literature dat
abase, and 64 studies with 16 different questionnaires were finally included accordin
g to the nerfing criteria, of which 4 questionnaires were related to benign thyroid di
sease (ThyPRO, ThyPRO-39, Thy-R-HRQoL, and Thy-D- QOL), the results of the study
showed that ThyPRO and ThyPRO-39 reliability and internal consistency were >0.75,
which were more suitable questionnaires for assessing benign thyroid disorders, and
that the 39 items of ThyPRO-39 scale were shorter and smaller compared to the 85

items of ThyPRO scale, which was superior in terms of the time to complete (14mi
n vs. 4min), and that the ThyPRO-39 scale excludes items with cultural differences [
1-13]

Clinical Question 5: Is combined Western and Chinese medicine treatment effect
ive in reducing TPOADb titers when Hashimoto's thyroiditis has normal thyroid functio
n?

Clinical question 6: Can combined Chinese and Western medicine treatment bett
er improve patients' clinical symptoms (e.g., anterior neck pressure, pharyngeal foreig
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n body sensation, etc.) and goiter when Hashimoto's thyroiditis has normal thyroid f
unction?

(DLiver qi stagnation syndrome: Bupleurum Liver-Soothing Powder plus or min
us (Level of Evidence: C, Strongly Recommended).

EVIDENCE DESCRIPTION: One RCT [ (n=69) evaluated the clinical efficacy of B
upleurum Liver-Soothing Powder in the treatment of HT, with selenium yeast in the
control group and Bupleurum Liver-Soothing Powder plus combination with selenium
yeast in the observation group, which showed that, in terms of lowering serum TPO
Ab antibody titer levels and improving clinical symptoms, the efficacy of the observat
ion group was significantly better than that of the control group in terms of serum
TPOAb (MD=-16.20, 95% CI [-85.97,53.57]) and Chinese medicine evidence points (M
D=-6.34, 95% CI [-8.52,-4.16]). No adverse events were reported in the study.

(2)Liver depression heat syndrome: Qinggan Sanjie Xiaoying Formula (Level of
Evidence: B, Strong Recommendation).

Evidence description: One RCT [*31 (n=90) evaluated the clinical efficacy of the

Qinggan Sanjie Xiaoying Formula for the treatment of HT, with an iodine-restricted di
et in the control group and a combination of iodine-restricted diet in the observation
group. The results showed that the observation group was significantly more effectiv
e than the control group in reducing the serum TPOAb antibody titer level, improvin
g clinical symptoms and improving goiter, with the serum TPOAb (MD=-13.55, 95% C
I[-71.12,44.02]), Chinese medicine symptom score (MD=-5.58, 95% CI[-7.94,-3.22]), thy
roid volume (MD=-0.30, 95% CI[-3.22]), and thyroid volume (MD=-0.30, 95% CI[-3.2
2]) significantly higher than that of the control group. 95%CI[-2.68,2.08]), HAMA anxi
ety score (MD=-4.00, 95%CI[-5.53,-2.47]), HAMD depression score (MD=-2.50, 95%CI[-
4.07,-0.93]), Pittsburgh Sleep Quality Index (PSQI) (MD=-4.14, 95%CI[- 5.38,-2.91]), an
d Fatigue Severity Scale (FSS) (MD=-6.19, 95% CI [-10.85,-1.53]). No adverse events
were reported in the study.

Description of evidence: One RCT ¢l (n=63) evaluated the clinical efficacy of Po
wder for regulating liver and spleen combined with Pinelliae and magnoliae officinali
s decoction plus and minus in the treatment of HT, with selenium yeast in the contr
ol group and Powder for regulating liver and spleen combined with selenium yeast i
n the observation group. regulating liver and spleen combined with Pinelliae and ma
gnoliae officinalis decoction plus and minus combined with selenium yeast, the result
s showed that the efficacy of the observation group was significantly better than that

of the control group in terms of improvement of goiter, and the volume of the thyr

oid gland (MD=-2.04, 95% CI[-3.97,- 0.11]). 2 RCTs [1617] (n=157) assessed the clinical
efficacy of Pinelliae and magnoliae officinalis decoction plus or minus treatment for
HT, in which selenium yeast was given to the control group, and the observation gro
up was given Pinelliae and magnoliae officinalis The results showed that the efficacy
of the observation group was significantly better than that of the control group in t
erms of improving clinical symptoms, and the Chinese medicine syndrome score (MD
=-6.23, 95% CI [-7.27,-5.18]). 3-item RCTs]1*18] (n=217) assessed the clinical efficacy
of Pinelliae and magnoliae officinalis decoction plus and minus in treating HT. officin
alis decoction plus or minus plus or minus in the treatment of HT. The control grou
p was given selenium yeast, and the observation group was given Pinelliae and magn
oliae officinalis decoction plus or minus combined with selenium yeast, and the resul
ts showed that, in terms of lowering the level of serum TPOAb antibody titer and i
mproving clinical symptoms, the observation group The efficacy was significantly bett
er than that of the control group in terms of serum TPOAb (MD=-58.3, 95% CI [-72.
6,-4.4]), anterior neck enlargement (MD=-1.3, 95% CI [-1.79,-0.8]), pharyngeal foreign
body sensation (MD=-1.15, 95% CI [-1.49,-0.81]), and affective depression (MD=-1.39,
95% CI [-1.85,-0.093]). No adverse events were reported in any of the studies.

(4)Liver stagnation and spleen deficiency syndrome: Modified Xiaochaihu Deco
ction and Danggui Shaoyao Powder (Level of Evidence: C, Strong Recommendation).
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EVIDENCE DESCRIPTION: One RCT 1 (n=63) assessed the clinical efficacy of M
odified Xiaochaihu Decoction and Danggui Shaoyao Powder in the treatment of HT, w
ith selenium yeast in the control group and Modified Xiaochaihu Decoction and Dang
gui Shaoyao Powder in the observation group. The results showed that the efficacy o
f the observation group was significantly better than that of the control group in ter
ms of lowering the antibody titer level of serum TPOAb, improving clinical symptoms,

and reducing serum TPOAb (MD=-40.59, 95% CI[-57.53,-23.65]), Chinese medicine sy

ndrome score (MD=-4.45, 95% CI[-7.65]), and Chinese medicine syndrome score (MD
=-4.45, 95% CI[-4.45, 95% CI[-4.45]). CI [-7.51,-1.39]). No adverse events were report
ed in the study.

Two RCTs 2921 (n=120) were conducted to assess the clinical efficacy of Shugan
Jianpi Xiaoying Decoction 2%, Qicao Decoction 2! for the treatment of HT. The contr
ol group was given selenium yeast/Xiakoucao Oral Liquid, and the observation group
was given Shugan Jianpi Xiaoying Decoction Gall Elimination Formula (Chai Hu, Astr
agalus, Xia Ku Cao, Atractylodes Macrocephalae, Paeonia lactiflora, Angelica sinensis,
Curcuma longa, Oyster, Zhe Bei, Xuan Shen, Fang Feng), Qicao Decoction (Astragalus,
Xia Ku Cao, Chai Hu, Xiang Fu, Chen Pi, Yu Jin, Atractylodes Macrocephalae, Platycod
onopsis, Zhe Bei Mu, Licorice) combined with selenium yeast/xia ku Cao oral liquid,
the results showed that, in terms of lowering the level of antibody titer of serum T
POAb, Improvement of clinical symptoms, the efficacy of the observation group was
significantly better than that of the control group in terms of serum TPOAb (MD=-52.
91, 95% CI [-68.16,-36.66]), Chinese medicine evidence points (MD=-8.53, 95% CI [-9.
53,-7.53]), anterior cervical swelling (MD=-0.81, 95% CI [-1.06,-0.57] ), anterior neck
swelling (MD=-0.82, 95%CI[-1.13,-0.51]), irritability (MD=-0.51, 95%CI[-1.09,-0.07]), fati
gue (MD=-0.32, 95%CI[-0.48,-0.15]), poor appetite and dullness (MD=-0.93, 95%CI[-1.7
4 ,-0.12]). No adverse events were reported in any of the studies.

Recommended Chinese medicines for Hashimoto's thyroiditis:

Bailing capsule (level of evidence: D, weak recommendation) or Xiaoyao pill (lev
el of evidence: D, weak recommendation)

EVIDENCE DESCRIPTION: A Meta-analysis [??] incorporating 2 RCTs (n=152) eval
uating the clinical efficacy of Bailing capsule in the treatment of HT, with iodine-rest
ricted diet in the control group, and Bailing capsule combined with an iodine-restrict
ed diet in the observation group, showed a significantly better efficacy in reducing t
he level of antibody titers to serum TPOAb than in the control group. Serum TPOAb

(MD=-407.37, 95% CI [-448.6,-366.14]). 1 RCT 23! (n=80) was conducted to evaluate
the clinical efficacy of Xiaoyao pill in the treatment of HTLiver stagnation and splee
n deficiency syndrome, with iodine-restricted diet in the control group and Xiaoyao
pill in the observation group. diet, and the observation group was given Xiaoyao pill
combined with iodine-restricted diet. The results showed that the efficacy of the ob
servation group was significantly better than that of the control group in terms of lo
wering the level of serum TPOAb antibody titer, serum TPOAb (MD=-198.06, 95% CI
[-275.84,-120.28]). No adverse events were reported in any of the studies.

Hashimoto's thyroiditis secondary to thyrotoxicosis

Clinical Question 7: In Hashimoto's thyroiditis secondary to thyrotoxicosis, is a
combination of Chinese and Western medicine effective in reducing TPOADb titers?

Clinical Question 8: In Hashimoto's thyroiditis secondary to thyrotoxicosis, can t
he combination of Chinese and Western medicine improve thyroid function more qui
ckly?

Clinical Question 9: In Hashimoto's thyroiditis secondary to thyrotoxicosis, can t
he combination of Chinese and Western medicine improve the clinical symptoms (e.g.,

pressure in the front of the neck, foreign body sensation in the pharynx, panic and
hand tremor, etc.) and goiter of the patients?
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(DLiver depression transforming into fire syndrome: addition and subtraction

of Danzhi Xiaoyao Powder (Level of Evidence: C, Strongly Recommended).

Evidence description: 1 Meta-analysis >4 that included 14 RCTs (n=1062), the ob
servation group was treated with Danzhi Xiaoyao Powder combined with conventiona
1 Western medicine drugs, and the control group was treated with conventional West
ern medicine drugs; 13 RCTs compared the clinical efficacy, and the results showed
that the clinical efficacy rate of the trial group was higher than that of the control g
roup [RR=1.25, 95% CI ( 1.19,1.33)]; 10 RCTs compared the FT3 and FT4 levels, an
d the results showed that the FT3 level of the experimental group was lower than t
hat of the control group [MD=-3.63, 95% CI (-6.13,-1.12)], and the FT4 level of the
experimental group was lower than that of the control group [MD=-9.96, 95% CI (-1
5.91,-4.02)]; 7 RCTs compared the TSH level, and the results showed that the clinical

efficiency of the experimental group was higher than that of the control group [RR

=1.25, 95% CI ( -6.19,1.33)]. TSH levels, and the results showed that the TSH levels
in the test group were higher than those in the control group [MD=0.42, 95% CI
(0.09,0.75)]; 6 RCTs reported adverse reactions, and the incidence of leukopenia and
rash was lower in the test group than in the control group, and the difference was
statistically significant, leukopenia [RR=0.45, 95% CI (0.21,0.96); rash [RR = 0.24, 9
5% CI (0.08,0.76)].

Two RCTs BB132] (n=150) assessed the clinical efficacy of The clear fire detoxifica
tion xiaoying decoction B, ginggan xiehuo xiaoying formula [*?] for the treatment of
HT secondary to thyrotoxicosis, and the control group was given the conventional W
estern medicine medications. The observation group was treated with The clear fire
detoxification xiaoying decoction, Clearing liver and purging fire gall elimination form
ula combined with conventional western medicine. The results showed that the effica
cy of the observation group was significantly better than that of the control group i
n terms of reducing the levels of serum TPOADb antibody titers, improving thyroid fu
nction, improving clinical symptoms and goiter, and decreasing the levels of serum T
POAb (MD=-174.11, 95% CI [-205.68,-142.53]), serum FT3 (MD=-0.08, 95% CI [-0.63,-
0.48]), serum FT4 (MD=-1.46, 95% CI [-2.08,-0.84 ]), thyroid isthmus thickness (MD=
-0.41, 95% CI [-0.84,-0.03]), anterior neck pressure (MD=-0.57, 95% CI [-0.92,-0.21]),
palpitations (MD=-1.5, 95% CI [-1.82,-1.19]), pyrexia and sweating (MD=-1.43, 95% CI

[- 1.81,-1.05]), and dry mouth and bitter mouth (MD=-1.33, 95% CI [-1.72,-0.94]). N
o adverse events were reported in any of the studies.

(3)Yin deficiency fire exuberant card: Danggui liuhuang soup plus and minus
(Level of Evidence: B, Strongly Recommended).

Evidence description: 11 RCTs 3343 (n=996) evaluated the clinical efficacy of D
anggui liuvhuang soup plus and minus in the treatment of HT secondary to thyrotoxic
osis. The control group was treated with conventional western medicine, and the obs
ervation group was treated with Danggui livhuang soup plus and minus in combinati
on with conventional western medicine, and the results showed that, in terms of the

improvement of thyroid function (serum FT3, FT4, TSH), the observation group was
able to improve thyroid function (FT3, FT4, TSH). FT3, FT4, and TSH), the efficacy
of the observation group was significantly better than that of the control group in te
rms of serum FT3 (MD=-2.69, 95% CI [-2.79,-2.59]), serum FT4 (MD=-6.40, 95% CI
[-6.77,-6.02]), and serum TSH (MD=0.38, 95% CI [0.37,0.40]). Five RCTs 13335381 (n=37
4) assessed the clinical efficacy of Danggui liuhuang soup plus and minus in the trea
tment of HT secondary to thyrotoxicosis. The control group was treated with conven
tional Western medicine drugs, and the observation group was treated with Danggui
liuvhuang soup plus and minus combined with conventional Western medicine drugs.
The results showed that in terms of improving thyroid function (serum TT3, TT4), t
he efficacy of the observation group was significantly better than that of the control
group in terms of serum TT3 (MD=-1.54, 95% CI [-1.62,-1.47]) and serum TT4 (MD
=-6.00, 95% CI [-7.33,-4.67]). 7-item RCTs [35,37-41,43] (n=676) assessed the efficacy
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of Danggui The clinical efficacy of liuvhuang soup plus and minus in the treatment o
f HT secondary to thyrotoxicosis was assessed by 7 RCTs[>37-4143] (n=676).The clinic
al efficacy of livhuang soup plus and minus in the treatment of HT secondary to thy
rotoxicosis was assessed by 7 RCTs[3>37-4143] (n=676). -The clinical efficacy of Danggui

livhuang soup plus and minus in the treatment of HT secondary to thyrotoxicosis
was assessed by 2 RCTs %31 (n=200), in which the control group was treated with
conventional western medicine and the observation group was treated with Danggui
liuvhuang soup plus and minus in combination with conventional western medicine, a
nd the results showed that the observation group had significantly better efficacy tha
n the control group in improving clinical symptoms. In terms of improving quality of

life, the efficacy of the observation group was significantly better than that of the c
ontrol group, ThyPRO-39 scale (MD=11.56, 95% CI [10.04,13.08]). 1-item RCT 7l (n=
200) assessed the clinical efficacy of the Danggui liuvhuang soup plus or minus treat
ment for HT secondary thyrotoxicosis in the control group, which was given convent
ional Western medicine medication. The observation group was treated with Danggui

livhuang soup plus and minus combined with conventional western medicine. The r
esults showed that the efficacy of the observation group was significantly better than

that of the control group in terms of the improvement of clinical symptoms, anterio
r neck enlargement (MD=-1.50, 95% CI [-1.82,-1.19]), irritability (MD=-1.06, 95% CI

[-1.14,-0.98]), irritability (MD=-1.06, 95% CI [-1.14,-0.98]), and heat of hands, feet, an
d heart (MD=-1.14,-0.98]). ), hot hands and feet (MD=-1.13, 95%CI[-1.24,-1.02]).Four
RCTs[37-3%941] (n=296) reported adverse reactions, with leukopenia, rash, and abnormali
ties of liver and renal functions in the control group, and the incidence of adverse r
eactions in the observation group was lower than that of the control group, and the

difference was statistically significant (RR=0.21, 95%CI[ 0.10,0.44]).

(4) Qi and Yin deficiency syndrome:Tianwang buxin minipills combined with B
uzhong yiqi decoction plus and minus (Level of Evidence: C, Strongly Recommended).

EVIDENCE DESCRIPTION: Four RCTs [*+48] (n=254) assessed the clinical efficacy
of Tianwang buxin minipills plus or minus in the treatment of HT secondary to thyr
otoxicosis. The control group was treated with conventional Western medication, and
the observation group was treated with Tianwang buxin minipills plus or minus co
mbined with conventional Western medication. The results showed that in terms of i
mproving thyroid function, the efficacy of the observation group was significantly bet
ter than that of the control group in terms of serum FT3 (MD=-2.80, 95% CI [-3.06,
-2.54]), serum FT4 (MD=-1.10, 95% CI [-1.52,-0.68]), and serum TSH (MD=0.35, 95%

CI [0.23,0.48]). 3 RCTs [** 6l (n=194) assessed the clinical efficacy of Tianwang buxi
n minipills plus/minus plus/minus in the treatment of HT secondary to thyrotoxicosi
s. The control group was treated with conventional Western medicine drugs, and the

observation group was treated with Tianwang buxin minipills plus/minus combined
with conventional Western medicine drugs. The results showed that in terms of impr
oving clinical symptoms, the efficacy of the observation group was significantly better
than that of the control group in terms of improving clinical symptoms, and the Ch
inese medicine syndrome score (MD=-19.35, 95% CI [-20.62,-18.12]). 1 RCT % (n=60)

assessed the clinical efficacy of Tianwang buxin minipills plus/minus plus/minus in
the treatment of HT secondary to thyrotoxicosis, in which the control group was giv
en conventional Western medication, and the observation group was given Tianwang

The control group was treated with Tianwang buxin minipills plus/minus plus/minu
s combined with conventional western medicine. The results showed that the efficacy

of the observation group was significantly better than that of the control group in t
erms of the improvement of clinical symptoms, palpitations (MD=-0.08, 95% CI [-0.60,
-0.44]), finger tremor (MD=-0.85, 95% CI [-1.27,-0.43]). 2 RCT 5*71 (n=120) reported

adverse reactions in the form of leukopenia, liver function abnormalities, etc., and t
he incidence of adverse reactions in the observation group was lower than that in t
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he control group, and the difference was statistically significant (RR=0.42, 95% CI [O.
16,1.10]).

Three RCTs [#8501 (n=170) assessed the clinical efficacy of Buzhong yiqi decoctio
n plus and minus in the treatment of HT secondary to thyrotoxicosis. The control gr
oup was treated with conventional western medicine, and the observation group was
treated with Buzhong yiqi decoction plus and minus combined with conventional w
estern medicine. The results showed that in improving the serum TPOADb antibody tit
er, the observation group had significantly better efficacy than the control group (M
D=-55.46, 95% CI [-57.78,-53.14]). 2 RCTs #8491 (n=100) were conducted to evaluate t
he clinical efficacy of Buzhong yiqi decoction plus or minus in the treatment of HT
secondary to thyrotoxicosis, with the control group being given the usual western m
edicine, and the observation group being given the usual western medicine. Buzhong
yigi decoction plus and minus combined with western medicine conventional drug t
reatment, the results showed that the efficacy of the observation group was significa
ntly better than that of the control group in terms of lowering the levels of serum
FT3 and FT4, with a decrease in the levels of serum FT3 (MD=-0.14, 95% CI [-0.39,
0.11]) and serum FT4 (MD=-0.48, 95% CI [-0.97, 0.01]). 1 RCT *° (n=40) assessed t
he clinical efficacy of Buzhong yiqi decoction plus and minus in the treatment of HT
secondary to thyrotoxicosis, in which the control group was treated with convention
al Western medication and the observation group was treated with Buzhong yiqi dec
oction plus and minus combined with conventional Western medication, and the resu
Its showed that, in terms of elevating serum TSH levels, The results showed that the
efficacy of the observation group was significantly better than that of the control gr
oup in terms of elevating serum TSH levels and improving clinical symptoms, and th
at serum TSH (MD=1.86, 95% CI[0.92,2.80]), anterior cervical enlargement (MD=-1.03,
95% CI[-1.27,-0.79]), unfavorable pharyngeal condition (MD=-0.96, 95% CI[-1.22,-0.7
0]), and insomnia with excessive sleepiness (MD= -0.85, 95% CI [-0.99,-0.71]), and d
ysphoria (MD=-1.07, 95% CI [-1.25,-0.89]).1 RCT 8] (n=60) assessed the clinical effic
acy of Buzhong yiqi decoction plus and minus in the treatment of HT secondary to t
hyrotoxicosis.The control group was given the conventional medication of Western m
edicine. In the observation group, Buzhong yiqi decoction plus and minus were comb
ined with conventional Western medicine. The results showed that the observation g
roup was significantly more effective than the control group in improving clinical sy
mptoms and goiter, and the Chinese medicine syndrome score (MD=-5.43, 95% CI [-
7.56,-3.30]), the thickness of the isthmus of the thyroid (MD=-0.80, 95% CI [-1.00,-0.
30]), and the thickness of the thyroid were significantly higher than that of the cont
rol group. 1.00,-0.60]). No adverse events were reported in any of the studies.

Clinical Question 10: Is combined Western and Chinese medicine treatment effe
ctive in reducing TPOAD titers in Hashimoto's thyroiditis secondary to hypothyroidis
m?

Clinical Question 11: In hypothyroidism secondary to Hashimoto's thyroiditis, ca
n the combination of Chinese and Western medicine improve thyroid function more
quickly?

Clinical Question 12: In Hashimoto's thyroiditis secondary to hypothyroidism, ca
n the combination of Chinese and Western medicine improve the clinical symptoms
(e.g., pharyngeal foreign body sensation, fatigue and weakness, mucous edema, etc.) a
nd goiter of the patients?

(DPhlegm and blood stasis syndrome: Jieyu Tongluo Xiaoying Decoction (Level
of Evidence: C, Strongly Recommended) or Hua Tan Qu Yu Xiaoying Decoction (Lev
el of Evidence: C, Strongly Recommended) or Xiaoying Sanjie Formula (Level of Evid
ence: C, Strongly Recommended).

EVIDENCE DESCRIPTION: Three RCTs 5131 (n=192) assessed the clinical efficacy
of Jieyu Tongluo Xiaoying Decoction >, Hua Tan Qu Yu Xiaoying Decoction [*2l, and
Xiaoying Sanjie Formula 7!l in treating patients with hypothyroidism secondary to H
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T. In the control group, levothyroxine was given to the control group, and in the ob
servation group, Hua Tan Qu Yu Xiaoying Decoction and Xiaoying Sanjie Formula co
mbined with levothyroxine were given to relieve depression and pass the channels t
o eliminate the galls, and the results showed that in terms of lowering the level of
serum TPOAb antibody titer, the observation group's efficacy was significantly better
than that of the control group (MD=-100.26, 95% CI[-100.26, 95% CI[-7.5]). 95% CI
[-107.92,-96.60]). 2 RCTs [31%2 (n=134) were conducted to assess the clinical efficacy
of Jieyu Tongluo Xiaoying Decoction and Hua Tan Qu Yu Xiaoying Decoction in trea
ting patients with hypothyroidism secondary to HT, with levothyroxine given to the
control group, and the observation group given levothyroxine. In the control group, 1
evothyroxine was given to the control group, and in the observation group, Jieyu To
ngluo Xiaoying Decoction and Hua Tan Qu Yu Xiaoying Decoction combined with lev
othyroxine were given to the observation group. 0.41,0.21]), serum FT4 (MD=-0.17, 9
5% CI [-1.37,1.04]), and serum TSH (MD=-1.75, 95% CI [-2.46,-1.05]). 1 RCT 52 (n=6
0) evaluated the Hua Tan Qu Yu Xiaoying Decoction for HT The clinical efficacy of p
atients with secondary hypothyroidism was assessed in the control group, who were
given levothyroxine, and in the observation group, who were given Hua Tan Qu Yu
Xiaoying Decoction combined with levothyroxine. The results showed that in terms
of the improvement of clinical symptoms, the observation group's efficacy was signifi
cantly better than the control group's, and the Chinese medicine evidence score (MD
=-1.20, 95% CI [-1.93,-0.47]).1 RCT 2] (n=60) assessed the clinical efficacy of Xiaoyi
ng Sanjie Formula in the treatment of patients with hypothyroidism secondary to HT.
The control group was given levothyroxine, and the observation group was given Xi

aoying Sanjie Formula in combination with levothyroxine, and the results showed tha
t, in terms of the improvement of goiter, the efficacy of the observation group was
significantly better than that of the control group (MD=-11.7, 95% CI [-11.7]). 95% C
I [-11.18,-11.59]). No adverse events were reported in any of the studies.

(2)Liver stagnation and spleen deficiency syndrome: Bupleurum Liver-Soothing

Powder or Xiaoyao power plus or minus (Level of Evidence: C, Strong Recommenda

tion).

EVIDENCE DESCRIPTION: Six RCTs [®*°%1 (n=641) evaluating the clinical efficacy
of Bupleurum Liver-Soothing Powder in the treatment of patients with hypothyroidis
m secondary to HT, with levothyroxine in the control group and Bupleurum Liver-So
othing Powder plus or minus in combination with levothyroxine in the observation g
roup, showed that in The efficacy of the observation group was significantly better t
han that of the control group in lowering the serum TPOAb antibody titer level (MD
=-6.38, 95% CI [-7.84,-4.93]). 4 RCTs [>*555859 (n=318) were conducted to assess the
clinical efficacy of Bupleurum Liver-Soothing Powder in the treatment of patients wit
h hypothyroidism secondary to HT. The control group was given levothyroxine, and t
he observation group was given Bupleurum Liver-Soothing Powder plus or minus co
mbined with levothyroxine. The results showed that the efficacy of the observation g
roup was significantly better than that of the control group in terms of the improve
ment of thyroid function and the improvement of clinical symptoms, and the serum
FT3 (MD=0.77, 95% CI [0.62,0.92]), serum FT4 ( MD=2.80, 95% CI [2.34,3.25]), seru
m TSH (MD=-1.18, 95% CI [-1.48,-0.88]), and Chinese medicine evidence score level
(MD=-0.31, 95% CI [-0.43,-0.34]). 2 RCTs [58,59] (n=87) assessing Bupleurum Liver-S
oothing Powder in the treatment of patients with hypothyroidism secondary to HT. T
he control group was given levothyroxine, and the observation group was given Bupl
eurum Liver-Soothing Powder plus or minus combined with levothyroxine. The result
s showed that the observation group had significantly better efficacy than the control
group in terms of improvement of clinical symptoms, and that the neck discomfort
(MD=-0.35 , 95% CI [-0.39,-0.30]), affective depression (MD=-0.44, 95% CI [-0.49,-0.3
9]), and fatigue (MD=-0.25, 95% CI [-0.30,-0.20]). No adverse events were reported i
n the study.
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One RCT [®0] (n=62) assessed the clinical efficacy of Xiaoyao power in the treatm
ent of patients with hypothyroidism secondary to HT. The control group was given le
vothyroxine, and the observation group was given Xiaoyao power plus or minus com
bined with levothyroxine, and showed that in terms of lowering serum TPOAb antibo
dy titer levels, improving thyroid function serum FT3, FT4, and TSH levels, and impr
oving clinical symptoms, the efficacy of the observation group was significantly better

than that of the control group in terms of serum TPOAb (MD=-57.58, 95% CI [-155.
48,-40.32]), serum FT3 (MD=0.08, 95% CI [-0.11,0.28]), serum FT4 (MD=0.07, 95% C
[ [-0.08,0.21]), serum TSH (MD=-1.36, 95% CI [-2.07,-0.64]), Chinese medicine evidenc
e points (MD=-5.03, 95% CI [-6.47,-3.59]), neck discomfort (MD=-0.06, 95% CI [-0.75,
-0.63]), and affective depression (MD=-0.51, 95% CI [-1.09,- 0.07]), and fatigue and m
alaise (MD=-0.97, 95% CI [-1.58,-0.36]). No adverse events were reported in the stud

(3)Spleen and kidney yang deficiency syndrome: powder of ginsengporia and

atractylodis macrocephalae combined with Jin Gui Shenqi Pill plus or minus (Level of
Evidence: C, Strong Recommendation).

EVIDENCE DESCRIPTION: One RCT [ (n=68) assessed the clinical efficacy of p
owder of ginsengporia and atractylodis macrocephalae in the treatment of patients w
ith hypothyroidism secondary to HT, with levothyroxine in the control group and po
wder of ginsengporia and atractylodis macrocephalae in the observation group. In the

control group, levothyroxine was given to the control group, and in the observation

group, powder of ginsengporia and atractylodis macrocephalae plus or minus levothyr
oxine was given to the observation group. The results showed that in terms of lower
ing the titer level of serum TPOAb, improving the levels of thyroid function serum F
T3, FT4, TSH, and improving the goiter and clinical symptoms, the observation group
's therapeutic efficacy was significantly better than the control group's, and the seru
m TPOAb (MD = -67.39, 95% CI) was significantly higher than the control group. [-9
6.41,-40.17]), serum FT3 (MD=0.73, 95%CI[0.44,1.02]), serum FT4 (MD=0.28, 95%CI[0.
11,0.45]), serum TSH (MD=-1.39, 95%CI[-1.91,-0.87]), thyroid volume (MD=-3.12 95%
CI[-4.60,-1.64]), neck discomfort (MD=-0.47, 95%CI[-0.79,-0.15]), irritability (MD=-0.53,
95%CI[-0.8,-0.26]), fatigue (MD=-0.53, 95%CI[-0.83,-0.23]), coldness and limb coldnes
s (MD= -0.35, 95% CI [-0.63,-0.07]). No adverse events were reported in any of the
studies.

Five RCTs [6%60] (n=372) assessed the clinical efficacy of Jin Gui Shengi Pill plus
or minus in the treatment of patients with hypothyroidism secondary to HT. The con
trol group was given levothyroxine, and the observation group was given Jin Gui She
nqgi Pill plus or minus in combination with levothyroxine, which showed that in term
s of lowering the level of serum TPOAb antibody titer, improving serum FT3, FT4, T
SH levels, the efficacy of the observation group was significantly better than that of t
he control group, with a decrease in serum TPOAb (MD=-17.44, 95% CI [-19.98,-14.9
71), serum FT3 (MD=0.26, 95% CI [0.14,0.39]), serum FT4 (MD=2.27, 95% CI [1.92,2.
61]), serum TSH (MD=-1.34, 95% CI [-1.53,-1.14]). 1 RCT [®¥ (n=104) assessed the cl
inical efficacy of Jin Gui Shenqi Pill plus and minus in treating patients with hypothy
roidism secondary to HT, with levothyroxine in the control group and Jin Gui Shengqi

Pill plus and minus combined with levothyroxine in the observation group. clinical s
ymptoms, the observation group was significantly more effective than the control gro
up in terms of anterior neck enlargement (MD=-0.31, 95% CI [-0.44,-0.18]), fatigue
(MD=-0.47, 95% CI [-0.58,-0.36]), and chills (MD=-0.29, 95% CI [-0.38,-0.20]). No adv
erse events were reported in any of the studies.

(9 Heart kidney yang deficiency syndrome: Zhenwu Tang's addition and subtra
ction (Level of Evidence: C, Strongly Recommended).

EVIDENCE DESCRIPTION: 2 RCTs [¢768] (n=160) assessed the clinical efficacy of
Zhenwu Tang plus or minus in the treatment of patients with hypothyroidism second
ary to HT, with levothyroxine in the control group and Zhenwu Tang plus or minus
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combined with levothyroxine in the observation group, and the results showed that t
he observation group had significantly better efficacy than the control group in lower
ing the level of antibody titer to serum TPOAb, and that serum TPOAb (MD=-58.88,

95% CI [-62.71,-55.06]). 4-item RCT 6771 (n=268) assessed the clinical efficacy of Zhe
nwu Tang plus or minus in treating patients with hypothyroidism secondary to HT,

with the control group being given levothyroxine, and the observation group being gi
ven Zhenwu Tang plus or minus in combination with levothyroxine. The results show
ed that the efficacy of the observation group was significantly better than that of the
control group in terms of improving serum FT3, FT4, and TSH levels, serum FT3

(MD=0.1, 95% CI [-0.05,0.25]), serum FT4 (MD=0.22, 95% CI [-0.03,0.47]), serum TS
H (MD=-0.21, 95% CI [-0.34,-0.07]). 2. ]). 2 RCTs [#870] (n=120) assessed the clinical

efficacy of Zhenwu Tang plus and minus in treating patients with hypothyroidism sec
ondary to HT. The control group was given levothyroxine, and the observation group
was given Zhenwu Tang plus and minus in combination with levothyroxine, and the
results showed that, in terms of the improvement of clinical symptoms, the observat
ion group's efficacy was significantly better than that of the control group, and the C
hinese medicine evidence score (MD=-2.88. 95% CI [-3.37,-2.39]). 2 RCTs [®7% (n=10
8) were conducted to evaluate the clinical efficacy of Zhenwu Tang plus or minus in
the treatment of patients with hypothyroidism secondary to HT, with levothyroxine i
n the control group and Zhenwu Tang plus or minus combined with levothyroxine in
the observation group. The results showed that the observation group was significan
tly more effective than the control group in improving clinical symptoms, fatigue (MD
=-1.02, 95% CI [-1.43,-0.6]), and swelling of limbs (MD=-1.05, 95% CI [-1.39,-0.72]).

1 RCT [70] (n=60) assessed the clinical efficacy of the treatment of patients with hy
pothyroidism secondary to HT with Zhenwu Tang plus or minus, in which levothyrox
ine was given to the control group and Zhenwu Tang plus or minus combined with 1
evothyroxine was given to the observation group. Zhenwu Tang plus and minus comb
ined with levothyroxine. The results showed that the efficacy of the observation grou
p was significantly better than that of the control group in terms of improvement of
clinical symptoms, chills and cold limbs (MD=-0.4, 95% CI [-1.13,-0.33]). No adverse
events were reported in any of the studies.

Recommended proprietary Chinese medicines for hypothyroidism secondary to Ha
shimoto's thyroiditis: Bailing capsule (level of evidence: D, weak recommendation) or
prunella preparation (level of evidence: D, weak recommendation) or Jin Shui Bao ca
psule (level of evidence: C, weak recommendation)

EVIDENCE DESCRIPTION: A meta-analysis 22 of 5 RCTs (n=276) evaluating the cl
inical efficacy of Bailing capsule in the treatment of patients with hypothyroidism sec
ondary to HT, with eugenol in the control group and Bailing capsule in combination
with eugenol in the observation group, showed that the efficacy of the observation g
roup was significantly better than the control group in terms of lowering serum TPO
Ab antibody titer levels, with serum TPOAb antibody titers significantly higher than t
he control group. control group, serum TPOAb (MD=-158.19, 95% CI [-222.44,-93.94]).

A Meta-analysis /Y including 11 RCTs (n=1215) evaluating the clinical efficacy of pr
unella preparation in the treatment of patients with hypothyroidism secondary to HT,
with eugenol in the control group and prunella preparation combined with eugenol
in the observation group, showed that the total treatment efficacy rate of the observ
ation group was higher than that of the control group (RR=1.15, 95%CI=1.15, 95%CI
=222.44,-93.94]). 1.15, 95% CI [1.09,1.21]), significantly reduced serum TPOADb titer
(SMD=-0.91, 95% CI [-1.40,-0.41]), shrunk the left lobe of the thyroid gland (MD=-1.4
6, 95% CI [-1.82,-1.11]), the right lobe of the thyroid gland (MD=-1.45, 95% CI [-1.9
6,-0.94]), and the right lobe of the thyroid gland (MD= -1.45, 95% CI [-1.96,-0.94]).

1.96, -0.94]), and thyroid isthmus thickness (MD=-1.08, 95% CI [-1.20, -0.95]).

Three RCTs 72741 (n=340) were conducted to assess the clinical efficacy of Jin S

hui Bao capsule for the treatment of hypothyroidism secondary to HT. The control gr
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oup was given eugenol, and the observation group was given Jin Shui Bao capsule in

combination with eugenol, which showed that the efficacy of the observation group
was significantly better than the control group in terms of lowering the titer of seru
m TPOAb antibody and improving thyroid function The results showed that the effica
cy of the observation group was significantly better than that of the control group in
reducing the titer of serum TPOAb and improving thyroid function, and the efficacy
of the observation group was significantly better than that of the control group in
decreasing the titer of serum TPOAb (MD=-133.57, 95% CI [-149.81,-117.33]), serum
FT4 (MD=5.21, 95% CI [4.79,5.63]), serum FT3 (MD=-0.32, 95% CI [-0.44,-0.20]) and
serum TSH (MD=-1.48, 95% CI [-1.64]). [-1.64,-1.32]). 1 RCT [75] (n=63) evaluated
the clinical efficacy of Xiaoyao pill for the treatment of HT secondary to hypothyroidi
sm Spleen and kidney yang deficiency syndrome, with eugenol in the control group,
and Right-restoring pill combined in the observation group. The results showed that
the efficacy of the observation group was significantly better than that of the control
group in terms of lowering the serum TPOAb antibody titer and improving the clini
cal symptoms, serum TPOAb (MD=-61.20, 95% CI [-135.80, 13.40]), and Chinese med
icine symptom score (MD=-1.48, 95% CI [-3.10, 0.14]). No adverse events were repor
ted in any of the studies.

Traditional Chinese Medicine External Treatment

Evidence Description:

External application of traditional Chinese medicine: 1 RCT [7®l (n=54) assess
ed the clinical efficacy of external application of traditional Chinese medicine in the t
reatment of HTQi stagnation an phlegm obstruction syndrome; the control group was
given an iodine-restricted diet, and the observation group was given external applic
ation of Xiaoying Sanjie Formula (Xia Gu Cao, Lian Qiao, Jiang Han Xia, Chen Pi, Tu
Bei Mu, Sanjie, Curcuma longa, Mudanpi, Frankincense, Myrrh, Salvia miltiorrhiza, Rad
ix Paeoniae Alba, Radix Paeoniae Alba, Raw Oyster, Leeches, Ulmus, and Manganese
Nitrate) combined with iodine-restricted diet, and the results showed that, in terms
of the improvement of the clinical symptoms, the observation group's efficacy was si
gnificantly better than that of the control group (MD=-8.68, 95% CI[-9.73,-7.63]), and

the points of the main symptom (anterior cervical enlargement, feeling of infarcts o

n the neck, depression, and suffocating discomfort) ( MD=-5.40, 95% CI [-10.97,-0.0
7]), and secondary symptoms (low food intake, good taiyin, epigastric distension and
nausea, loose stools, chest distension and pain) points (MD=-4.45, 95% CI [-5.81,-3.0
9]). No adverse events were reported in the study.

Two RCTs 77781 (n=150) assessed the clinical efficacy of external application of t
raditional Chinese medicine for the treatment of hypothyroidism secondary to HT. Th
e control group was given levothyroxine, and the observation group was given the G
all Elimination Formula ”7! (astragalus, xiakoucao, cat's claw, chaihu, shangshu, zhujia
o, curcuma longa, clove, and ice tablet), Gall Elimination Paste 78l (astragalus, chaihu,

scutellariae baicalensis, xiakoucao, tulip, shanzui mushrooms, safflower, tiankui zi, lig
ustici, ginghaonian, angelica sinensis , cinnamon, chrysanthemum, honeysuckle, eucom
mia, curcuma longa, galbanum, neem, zhenbei, and mancozeb) in combination with le
vothyroxine, the results showed that, in terms of the improvement of clinical sympto
ms, the observation group's efficacy was significantly better than that of the control
group (MD=-1.31, 95% CI [-1.59,-1.03]).0ne RCT "8 (n=60) assessed the clinical effic
acy of the topical application of Chinese medicines for the treatment of hypothyroidi
sm secondary to HT, the The control group was given levothyroxine, and the observ
ation group was given gall-eliminating cream combined with levothyroxine. The result
s showed that in improving goiter, the efficacy of the observation group was signific
antly better than that of the control group in terms of thickness of the isthmus of t
he thyroid gland (MD=-1.40, 95% CI [-1.88,-0.92]), thickness of the left lobe of the t
hyroid gland (MD=-2.40, 95% CI [-3.19,-1.61]), and thyroid gland right lobe thickness
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(MD=-4.0, 95% CI [-4.66,-3.34]). No adverse events were reported in any of the stu
dies.

Acupuncture: 1 RCT "1 (n=60) assessed the clinical efficacy of Hand Yangming
Meridian Penetration Therapy for the treatment of hypothyroidism secondary to HT.
The control group was given levothyroxine, and the observation group was given Ha
nd Yangming Meridian Penetration Therapy (acupoints) combined with levothyroxine,

and the observation cycle was 16 weeks, and the results showed that, in terms of i
mprovement of the quality of life, the observation group's efficacy was significantly b
etter than the control group's, and the Brief Scale of Quality of Life in Thyroid Dise
ase ( ThyPRO-39) (MD=-2.83, 95% CI [-7.83,-2.17]), and Self-measurement of Health
Scale (SF-36) (MD=6.39, 95% CI [0.77,13.55]). No adverse events were reported in t
he study.

One RCT 8% (n=60) assessed the clinical efficacy of acupuncture therapy for the
treatment of HT secondary to hypothyroidism Liver depression and kidney deficiency

syndrome, with levothyroxine in the control group and acupuncture therapy combin
ed with levothyroxine in the observation group, with an observation period of 12 w
eeks The results showed that, in terms of the improvement of clinical symptoms, the

observation group was significantly better than the control group, with a significant

improvement of clinical symptoms in the anterior cervical region, and a significant i
mprovement of clinical symptoms in the anterior cervical region. The results showed

that in terms of improving clinical symptoms, the efficacy of the observation group
was significantly better than that of the control group in terms of enlargement of th
e anterior cervical region (MD=-1.00, 95% CI[-1.59,-0.41]), fatigue (MD=-0.53, 95% CI

[-1.01,-0.05]), dysphoria (MD=-0.49, 95% CI[-1.40,-0.48]), lumbar and knee soreness a
nd tenderness (MD=-0.80, 95% CI[ -1.30,-0.48]) and weakness of lumbar and knee
(MD=-1.30,-1.30, -1.30, -1.30, -0.48]). -1.30,-0.30]). No adverse events were reported i
n the study.

One RCT 81 (n=60) evaluated the clinical efficacy of warm acupuncture therapy f
or the treatment of HT secondary to hypothyroidism Spleen and kidney yang deficien
cy syndrome. The control group was given levothyroxine, and the observation group
was given warm acupuncture therapy in combination with levothyroxine, and the obs
ervation cycle was 12 weeks, and the results showed that, in terms of the improvem
ent of clinical symptoms, the observation group's efficacy was significantly better tha
n the control group, with anterior neck enlargement (MD=-0.36, 95% CI [-0.65,-0.07]),

anterior neck pressure (MD=-0.33, 95% CI [-0.58,-0.08]), fatigue (MD=-0.36, 95% CI
[-0.66,-0.06]), chills and cold limbs (MD=-0.40, 95% CI [-0.76,-0.06]), and a feeling of

coldness and limb coldness (MD=-0.40, 95% CI [-0.76,-0.07]). 0.76,-0.04]), lumbar an
d knee tenderness (MD=-0.37, 95% CI [-0.69,-0.05]), and edema (MD=-0.36, 95% CI

[-0.61,-0.11]). No adverse events were reported in the study.

CLINICAL QUESTION 14: What specific components and methods are included in

lifestyle improvement for patients with Hashimoto's thyroiditis?

Evidence description: Beijing Expert Consensus 2021 on Combined Chinese and
Western Medicine Diagnosis and Treatment of Hashimoto's Thyroiditis, Science Publi
shing House's “14th Five-Year Plan” Postgraduate Planning Textbook for General Hi
gher Education, Combined Traditional Chinese and Western Medicine Thyroid Patholo
gy, and Ye-Ben correspondence: New ideas on Chinese medicine diagnosis and treatm
ent of thyroid disorders, 2021. New Thoughts on Diagnosis and Treatment of Thyroi
d Diseases” .
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ANNEX 2 GRADE Summary of evidence table

Clinical question 5. When Hashimoto's thyroiditis is normal, can integrated Chinese a
nd Western medicine effectively reduce TPOAbtiters?

Clinical question 6. When Hashimoto thyroiditis is normal, can integrated Chinese an
d Western

medicine better improve the patient's clinical symptoms (such as anterior cervical pr
essure, foreign body sensation in the pharynx, etc.) and goiter?

Syndrome of liver-qi stagnation

Bupleurum Liver-Soothing Powder

TPOAb
1 RCT | Sev | Not | Not | Sev No 35 34 - MD OO
ere | serio | ser | ere 16.2 lowe Low?P
q us | ious | ©® r
(85.97 lo
wer to 5
3.57 high
er)

TCM syndrome score

1 RCT | Sev | Not | Not | Sev No 35 34 - MD Y00
ere | serio | ser | ere 6.34 lowe Low?P
2 us |ious| ® r
(8.52
lower to
4.16
lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Included studies have large biases in randomization, assigned hiding, and blind methods
b. The sample size of the included study was too small

Liver depression heat syndrome
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TPOAb
1 Rand |Se Not | Not | Not No 46 44 pD GB@QO
: . . ; 5.58 lower | medium?
oml Z v e seri seri| seri (794 lower
ed tri re? ous | ous ous to 3.22 o
als
wer)
TCM syndrome score
1 RCT | Sev |Not s| Not | Not [ No 46 44 MD 5.58 lo | @®dO
ere? | eriou ser | ser wer medium?
s ious | ious (7.94 lower
to 3.22 lo
wer)
Thyroid volume
1 RCT Sev [ Not s | Not | Not No 46 44 MD 0.3 low | ®@®dO
ere® | eriou | ser | ser er medium?
S ious | ious (2.68 lower
to 2.08 hig
her)
heaviness in the lower limbs
1 RCT Sev | Not s | Not | Not No 46 44 MD 4 lower [ ®®®O
ere? | eriou | ser | ser (497 lower | medium?
S ious [ ious to 3.03 lo
wer)
HAMA anxieties
1 RCT Sev [ Not s | Not | Not No 46 44 MD 4 lower | ®@®®0O
ere? | eriou | ser | ser (5.53 lower | medium?
S ious | ious to 2.47 lo
wer)
HAMD depressed
1 RCT Sev | Not s | Not | Not No 46 44 MD 25 low | ®&®dO
ere® | eriou | ser | ser er medium?
S ious | ious (4.07 lower
to 0.93 lo
wer)
PSQI score
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1 RCT Sev [ Not s | Not | Not No 46 44 - MD 414 lo | ®®®O
ere® | eriou | ser | ser wer medium?
s ious | ious (5.38 lower
to 291 lo
wer)
FSS score
1 RCT | Sev |Not s| Not | Not [ No 46 44 - | MD 619 10 | @080
ere? | eriou ser | ser wer medium?
s ious | ious (10.85 lowe
r to 1.53 lo
wer)

CI: Confidence interval; MD: Mean difference
Explanations
b. No blinding of outcome assessors

Liver depression and phlegm coagulation syndrome

Pinelliae and magnoliae officinalis decoction

TPOAb
3 RCT | Sev | Not | Not | Not No 109 108 - MD 583 | ®®dO
ere | ser | ser| se lower medium?
2 | ious | ious | rio (72.6 lo
us wer to
44 lowe
r)
TCM syndrome score
2 RCT | Sev | Not | Not | Sev No 79 78 - |MD 623 | OO
ere | ser| ser|ereP lower Low?P
2 | ious | ious (7.27 lo
wer to
5.18 low
er)

Thyroid volume

1 RCT | Sev | Not | Not | Sev No 32 31 - |MD 204 | OO
ere | ser| ser|ere® lower Low?P
2 | ious | ious (3.97 lo
wer to
0.11 low
er)

Anterior neck enlargement
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3 RCT | Sev | Not | Not | Not No 109 108 -

MD 13 | @®eO
ere | ser| ser| se lower medium?
2 | ious | ious | rio (1.79 lo
us wer to
0.8 lowe
r)
Foreign body sensation in the throat
3 RCT | Sev | Not | Not | Not No 109 108 - MD 1.15| ®®dO
ere | ser| ser| se lower medium?
2 | ious | ious | rio (1.49 lo
us wer to
0.81 low
er)
depressed
3 RCT | Sev | Not | Not | Not No 109 108 - MD 139 | @O
ere | ser| ser| se lower medium?
2 | ious | ious | rio (1.85 lo
us wer to
0.93 low
er)

Liver stagnation and spleen deficiency syndrome

Modified Xiaochaihu Decoction and Danggui Shaoyao Powder+ Selenium yeast VS Selenium yeast

TPOAb
1 RCT | Sev | Not | Not | Sev No 32 31 - MD 40.59 | ®@(OO
ere | seri ser | ere lower Low?P
2 | ous |ious| ® (57.53 lo
wer to 2
3.65 lowe
r)

TCM syndrome score

79



RCT | Sev [ Not | Not | Sev MD 4.45 21100
ere | seri | ser | ere lower Low?P

a2 | ous |ious| P (7.51 low

er to 1.3

9 lower)

Liver soothing and spleen strengthening

TPOAb
2 RCT | Sev | Not | Not | Sev No 60 60 - MD 5291 | &®OO
ere | seri | ser | ere lower Low?P
2 [ ous |ious| ® (69.16 lo
wer to 3
6.66 lowe
r)
TCM syndrome score
2 RCT | Sev [ Not | Not | Sev No 60 60 - |MD 853 [ @O0
ere | seri ser | ere lower Low?P
2 | ous |ious| ® (9.53 low
er to 7.5
3 lower)

Anterior neck enlargement

2 RCT | Sev | Not | Not | Sev No 60 60 - MD 0.81 2121010
ere | seri | ser | ere lower Low?P
2 | ous |ious| P (1.06 low
er to 0.5
7 lower)

Swelling sensation in the front of the neck

2 RCT | Sev | Not [ Not [ Sev No 60 60 - |MD 082 [ @O0
ere | seri ser | ere lower Low?P
2 | ous |ious| P (1.13 low
er to 0.5
1 lower)
Irritability
2 RCT | Sev [ Not [ Not [ Sev No 60 60 - |MD 086 [ @O0
ere | seri ser | ere lower Low?P
2 | ous |ious| ® (1.13 low
er to 0.5
9 lower)

tiredness and fatigue

2 RCT | Sev | Not | Not | Sev No 60 60 - MD 0.32 2121010
ere | seri | ser | ere lower Low?P
2 | ous |ious| ° (0.48 low
er to 0.1
5 lower)
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Have poor appetite and a sluggish body

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.93 212100
ere | seri | ser | ere lower Lower®P

2 | ous |ious| ® (1.74 low

er to 0.1

2 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

Proprietary Chinese medicines

TPOADb
1 RCT | Sev | Not | Not | Very No 40 40 - | MD 198.06 [ ®@OOO
ere® | serio | seri | seri lower Extremely 1
us ous | ous (275.84 lo ow?
wer to 12
0.28 lowe
r)

CI: Confidence interval; MD: Mean difference
Explanations
a. Large bias in randomization, allocation concealment and blinding in included studies

Clinical Question 7: In Hashimoto's thyroiditis secondary to thyrotoxicosis, can the co
mbination of Chinese and Western medicine effectively reduce the TPOAb titer?
Clinical Question 8: In Hashimoto's thyroiditis secondary to thyrotoxicosis, can the co
mbination of Chinese and Western medicine improve thyroid function more quickly?
Clinical Question 9: In Hashimoto's thyroiditis secondary to thyrotoxicosis, can the co
mbination of Chinese and Western medicine improve the clinical symptoms (such as
pressure in the front of the neck, foreign body sensation in the pharynx, panic attac
ks and hand tremors) and goiter of the patients?

Liver depression transforming into fire syndrome
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Danzhi Xiaoyao Powder

TPOAb
1 RCT | Sev | Not [ Not | Sev No 29 26 - |MD 159 1 | @O0
ere? | serio| ser | ere ower Low?P
us |ious | P (221.69 lo
wer to 9
6.31 lowe
r)
FT3
2 RCT | Sev | Not | Not | Sev No 59 56 - MD 142 1| @&@OO
ere® | serio | ser | ere ower Low?P
us |ious | P (2.14 low
er to 0.7
lower)
FT4
2 RCT | Sev | Not | Not | Sev No 59 56 - MD 464 1| ©dOO
ere® | serio | ser | ere ower Low?P
us |ious | °® (5.61 low
er to 3.67
lower)
TSH
2 RCT | Sev | Not | Not | Sev No 59 56 - MD 0.05 1 ]10l0)
ere? | serio | ser | ere higher Low?P
us |ious | P (0.04 low
er to 0.13
higher)
TCM syndrome score
1 RCT | Sev | Not | Not | Sev No 29 26 - MD 3.17 1| &OO
ere® | serio | ser | ere ower Low?P
us |ious | P (5.27 low
er to 1.07
lower)
Anterior neck enlargement
1 RCT | Sev | Not | Not | Sev No 29 26 - MD 1.17 1| &OO
ere? | serio| ser | ere ower Low?®P
us |ious | P (2.17 low
er to 0.17
lower)
Tachycardia
1 RCT | Sev | Not [ Not | Sev No 29 26 - |MD 0311 @O0
ere? | serio| ser | ere ower Low?®P
us |ious | P (1.11 low
er to 0.49
higher)
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Hyperhidrosis
1 RCT | Sev | Not | Not | Sev No 29 26 - MD 1.08 1| @O0
ere® | serio | ser | ere ower Low?®P
us |ious | P (1.88 low
er to 0.28
lower)

CI: Confidence interval; MD: Mean difference

Explanations
a. Large bias in randomization, allocation concealment and blinding in included studies

b. Sample size of included studies too small

Heart and liver heat syndrome

Zhizi qinggan decoction

FT3
4 RCT | Seve | Not seri | Not ser | Not s No 190 190 - MD DED
re? ous ious | eriou 0.58 O
S lower | medi
(0.75 | um?
low
er to
0.4
lowe
r)
FT4
4 RCT | Seve | Not seri | Not ser | Not s No 190 190 - MD DED
re? ous ious | eriou 0.56 O
S lower | medi
(0.68 | um?
low
er to
0.45
low
er)
TSH
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RCT

Seve
re?

Not seri
ous

Not ser
ious

Not s
eriou

No

190

190

MD
0.08
highe

(0.04
high

er to
0.11
high
er)

TCM syndrome score

1

RCT

Seve
re?

Not seri
ous

Not ser
ious

Not s
eriou

No

60

60

MD
111
ower
(1.45
low
er to
0.75
low
er)

Thyroid volume

1

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

40

40

MD
0.18
lower
(0.29
low
er to
0.07
low
er)

)
o0

Low?®

Heat in the hands and feet

1

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

40

40

MD
0.21
lower
(0.33
low
er to
0.09
low
er)

o0
OO

Low?®

tremor

of the

fingers

1

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

40

40

MD
0.25
lower
(0.37
low
er to
0.13
low
er)

o
o0

Low?®

Qingxin Xiegan method ( Qinghuo Jiedu Xiaoying methimazole VS methimazole )

TPOAb
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RCT

Seve
re?

Not seri
ous

Not ser
ious

Not s
eriou

No

75

75

MD 1
74.11
low
er
(205.
68 lo
wer t
o 14
2.53
lowe

r)

FT3

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

50

51

MD
0.08
lower
(0.63
low
er to
0.48
high
er)

o0
OO

Low?®

FT4

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

50

51

MD
1.46
lower
(2.08
low
er to
0.84
low
er)

1)
o0

Low?®

Isthmus of th

e thyroid gland

2

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

51

50

MD
0.41
lower
(0.84
low
er to
0.03
high
er)

o0
OO

Low?®

Anteri

or neck

pressure

2

RCT

Seve
re?

Not seri
ous

Not ser
ious

Sever

No

75

75

MD
0.57
lower
(0.92
low
er to
0.21
low
er)

)
o0

Low?®

Tachycardia
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2 RCT | Seve | Not seri | Not ser | Sever No 75 75 - MD ($15)
re? ous ious eb 151 OO
ower | Low®
(182 »®
low
er to
1.19
low
er)
Afraid of heat and sweating
2 RCT | Seve | Not seri | Not ser | Sever No 75 75 - MD DD
re? ous ious eb 143 | OO
lower | Low®
(1.81 b
low
er to
1.05
low
er)
Dry mouth and bitter taste
2 RCT | Seve | Not seri | Not ser | Sever No 75 75 - MD ($15)
re? ous ious eb 133 | OO
lower | Low®
(72| »®
low
er to
0.94
low
er)

CI: Confidence interval; MD: Mean difference
Explanations
a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

Yin deficiency fire exuberant card

Danggui livhuang soup
FT3
11 RCT | Sev | Not | Not | Not No 498 498 MD 2.69 o010
ere® | serio| ser | ser lower medium?
us | ious | ious (2.79 low
er to 2.5
9 lower)
FT4
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11 RCT | Sev | Not | Not | Not No 498 498 -

MD 64 1| @®dO
ere® | serio| ser | ser ower medium?
us | ious | ious (6.77 low
er to 6.0
2 lower)
TT3
5 RCT | Sev [ Not | Not | Not No 187 187 [ - |MD 154 | @&
ere? | serio| ser | ser lower medium?
us | ious | ious (1.62 low
er to 1.4
7 lower)
TT4
5 RCT | Sev | Not | Not | Not No 187 187 - MD 6 lo o000
ere® | serio| ser | ser wer medium?
us | ious | ious (7.33 low
er to 4.6
7 lower)
TSH
11 RCT | Sev [ Not | Not | Not No 498 498 | - [MD 038 | @O
ere® | serio | ser | ser higher medium?
us | ious | ious (0.37 hig
her to 0.
4 higher)
TCM syndrome score
7 RCT | Sev [ Not | Not | Not No 338 338 - |MD 261 | ®®0O
ere? | serio| ser | ser lower medium?
us | ious | ious (2.69 low
er to 2.5
4 lower)

Quality of life

2 RCT | Sev [ Not | Not | Not No 100 100 - MD 1156 | &®60O
ere | serio | ser | ser higher medium?
us | ious | ious (10.04 hi
gher

to

13.08 hi
gher)

Anterior neck enlargement

1 RCT | Sev | Not | Not | Sev No 28 28 - |MD 113 | 8OO
ere? | serio | ser | ere® lower Low?P
us | ious (1.23 low
er to 1.0
3 lower)
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Irritability
1 RCT | Sev | Not | Not | Sev No 28 28 - MD 1.06 1100
ere? | serio | ser | ere® lower Low?P
us | ious (1.14 low
er to 0.9
8 lower)

Heat in the hands and feet

1 RCT | Sev [ Not | Not | Sev No 28 28 - MD 1.13 =110l
ere® | serio | ser | ere® lower Low?P
us | ious (1.24 low
er to 1.0
2 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

Qi and Yin deficiency syndrome

Tianwang buxin minipills

FT3
4 RCT | Sev | Not | Not | Not No 127 127 - MD 28 1| ®®aO
ere | seri ser se ower medium?
2 | ous |ious | riou (3.06 low
S er to 2.5
4 lower)
FT4
4 RCT | Sev | Not | Not | Not No 127 127 - MD 1.1 1 121210
ere | seri | ser| se ower medium?
2 | ous |ious | riou (1.52 low
S er to 0.6
8 lower)
TSH
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4 RCT | Sev | Not | Not | Not No 127 127 -

MD 035 | ®®eO

ere | seri | ser| se higher medium?
2 | ous |ious | riou (0.23 hig
s her #| 0.
48 highe
r)
TCM syndrome score
3 RCT | Sev | Not | Not | Not No 97 97 - MD 193 | &dO
ere | seri [ ser| se 7 lower medium?
2 | ous |ious | riou (20.62 lo
S wer to 1
8.12 low
er)
Tachycardia
1 RCT | Sev | Not | Not | Sev No 30 30 - |MD 0.08 | OO
ere | seri | ser | ere® lower Low?P
2 | ous |ious (0.6 lowe
r to 0.44
higher)

Tremor of the fingers

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.85 [1:10]0)
ere | seri | ser | ere¢ lower Low?®¢
3 ous | ious (1.27 low
er to 0.4
3 lower)

Buzhong yiqi decoction

TPOADb
3 RCT | Sev [ Not | Not | Not No 85 85 - MD 5546 | @®®d0
ere | seri | ser| ser lower medium?
2 | ous |[ious | ious (57.78 lo
wer to 5
3.14 lowe
r)
FT3
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2 RCT | Sev | Not | Not

50 50 -

Very No MD 0.14 o000
ere | seri | ser| ser lower Extremely 1
2 | ous | ious | ious (0.39 low owP
b er to 0.1
1 higher)
FT4
2 RCT | Sev | Not | Not [ Very No 50 50 MD 048 | OO0
ere | seri | ser| ser lower Extremely 1
2 | ous | ious | ious (0.97 low ow?P
b er to 0.0
1 higher)
TSH
1 RCT | Sev | Not | Not | Very No 20 20 MD 1.86 | ®OQQO
ere | seri | ser| ser higher | Extremely 1
2 ous | ious | ious (0.92 hig ow*¢
¢ her to 2.
8 higher)
TCM syndrome score
1 RCT | Sev [ Not | Not | Seve No 30 30 MD 5.43 1100
ere | seri | ser| re‘ lower Low?®¢
2 | ous | ious (7.56 low
er to 3.3
lower)
Isthmus of the thyroid gland
1 RCT | Sev | Not | Not | Seve No 30 30 MD 081 | @O0
ere| seri | ser | re¢ ower Low*
ous | ious (1 lower
to 0.6 lo
wer)
Anterior neck enlargement
1 RCT [ Sev | Not | Not [ Seve No 20 20 MD 1.03 10@)
ere | seri | ser| re¢ lower Low?¢
2 ous | ious (1.27 low
er to 0.7
9 lower)
Pharyngeal dysphagia
1 RCT | Sev [ Not | Not | Seve No 20 20 MD 0.96 100)
ere | seri | ser| re‘ lower Low?¢
2 | ous | ious (1.22 low
er to 0.7
lower)

Sleeplessness and nightmares
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1 RCT | Sev [ Not | Not 20 20 -

Seve No MD 0.85 =100
ere | seri ser | re€ lower Low?¢
2 | ous | ious (0.99 low
er to 0.7
1 lower)
Disordered in body and mind
1 RCT | Sev | Not | Not | Seve No 20 20 - MD 1.07 1100
ere | seri ser | re lower Low?¢
2 | ous | ious (1.25 low
er to 0.8
9 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small. wide confidence interval

c. Sample size of included studies too small

Clinical Question 10: Can a combination of Chinese and Western medicine effectively
reduce TPOAb titers in hypothyroidism secondary to Hashimoto's thyroiditis?

Clinical Question 11: Can combined Chinese and Western medicine treatments improv
e thyroid function faster in hypothyroidism secondary to Hashimoto's thyroiditis?
Clinical Question 12: Can the combination of Chinese and Western medicine improve
the clinical symptoms (e.g. foreign body sensation in the throat, fatigue and lack of
strength, mucous edema, etc.) and goiter of patients with hypothyroidism secondary

to Hashimoto's thyroiditis?

Phlegm and blood stasis syndrome

TPOADb
3 RCT | Sev | Not | Not | Not No 96 96 - MD 10047 | ®®dO
ere? | serio | seri | ser lower medium?
us | ous | ious (108.13 lo
wer to 92.
81 lower)

FT3 (Jieyu Tongluo Xiaoying Decoction/Huatan Quyu Xiaoying Decoction+ eugenolVS eugenol)
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2 RCT | Sev | Not | Not 66 66 -

Seve No MD 0.1 lo | &0
ere® | serio | seri | reb wer Low?P
us | ous (0.41 lowe
r to 0.21
higher)

FT4 (Jieyu Tongluo Xiaoying Decoction/Huatan Quyu Xiaoying Decoction+ eugenolVS eugenol)

2 RCT | Sev | Not | Not |[Seve No 66 66 - MD 0.17 1 | OO
ere? | serio | seri | re® ower Low?P
us | ous (1.37 lowe
r to 1.04
higher)

TSH (Jieyu Tongluo Xiaoying Decoction/Huatan Quyu Xiaoying Decoction+ eugenolVS eugenol)

2 RCT | Sev | Seve | Not | Seve No 66 66 - MD 1.75 1| &0
ere? | re seri | re® ower Low?¢
ous (2.46 lowe
r to 1.05 1
ower)

TCM syndrome score (Huatan Quyu Xiaoying Decoction+ eugenolVS eugenol)

1 RCT | Sev | Not | Not | Seve No 30 30 - MD 1.2 lo | @O0
ere® | serio | seri | reb wer Low?P
us | ous (1.93 lowe
r to 047 1
ower)

Thyroid volume (Xiaoying Sanjie Prescription)

1 RCT | Sev | Not | Not |[Seve No 30 30 - MD 11.7 1 | OO
ere® | serio | seri | reP ower Low?P
us ous (11.81 low
er to 11.5
9 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

c. 12>50%

Liver stagnation and spleen deficiency syndrome
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Bupleurum Liver-Soothing Powder

TPOADb
6 RCT | Sev | Not [ Not [ Not No 221 220 - |MD 638 lo| ®®dO
ere | seri se | ser wer medium?
2 | ous [ rio | ious (7.84 lower
us to 493 lo
wer)
TGADb
6 RCT | Sev | Not [ Not [ Not No 221 220 - | MD 487 lo| &8O
ere | seri se | ser wer medium?
2 | ous | rio | ious (6.09 lower
us to 3.66 lo
wer)
FT3
4 RCT | Sev | Seve | Not | Not No 159 159 - MD 0.77 hi| ®OO
ere | re® [ se | ser gher Low?P
2 rio | ious (0.62 highe
us r to 092 h
igher)
FT4
4 RCT | Sev | Seve | Not | Not No 159 159 - | MD 2.8 hig| ®QO
ere | reP se | ser her Low?P
a rio | ious (2.34 highe
us r to 3.25 h
igher)
TSH
4 RCT | Sev | Not [ Not [ Not No 159 159 - [MD 118 lo | ®@®O
ere | seri se | ser wer medium?
a ous | rio | ious (1.48 lower
us to 0.88 lo
wer)
TCM syndrome score
4 RCT | Sev | Seve | Not | Not No 159 159 - |MD 039 lo| ®O0O
ere | reP se | ser wer Low?P
a rio | ious (0.43 lower
us to 0.34 lo
wer)
Neck discomfort
2 RCT | Sev [ Seve | Not | Not No 87 87 - | MD 035 lo| ®OO
ere | reb se | ser wer Low?P
a rio | ious (0.39 lower
us to 0.3 low
er)
depressed
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2 RCT | Sev No 87 87 -

Seve | Not | Not MD 0.44 lo | @O0
ere | re® | se| ser wer Low?P
a rio | ious (0.49 lower
us to 0.39 lo
wer)
Fatigue
2 RCT | Sev | Seve | Not | Not No 87 87 MD 0.25 lo | ®&®OO
ere | reb se | ser wer Low?P
a rio | ious (0.3 lower
us to 0.2 lowe
r)
Cl: Confidence interval; MD: Mean difference
Explanations
a. Large bias in randomization, allocation concealment and blinding in included studies
b. 12>50%

Liver stagnation and spleen deficiency syndrome

Xiaoyao powder

TPOAb
1 RCT | Sev | Not [Not | Seve No 31 31 MD 57.58 1 10l@)
ere? | serio | seri | reb lower Low?P
us | ous (155.48 lo
wer to 40.
32 higher)
FT3
2 RCT | Sev | Not | Not | Seve No 81 81 MD 0.08 h| ®OO
ere? | serio | seri | re€ igher Low?®¢
us | ous (0.11 lowe
r to 0.28
higher)
FT4
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2 RCT Not 81 81 -

Sev | Not Seve No MD 0.07 h| ®&OO
ere! | serio | seri | re igher Low®d
us | ous (0.08 lowe
r to 0.21
higher)
TSH
2 RCT | Sev | Seve | Not | Not No 81 81 - MD 136 1| @O0
ere* | re! | seri [ serio ower Low?4
ous | us (2.07 lowe
r to 0.64 1
ower)
TCM syndrome score
1 RCT | Sev | Not | Not | Seve No 31 31 - MD 5.03 1 21100
ere? | serio | seri | reb ower Low?P
us | ous (6.47 lowe
r to 3.59 1
ower)
Neck discomfort
1 RCT | Sev | Not | Not | Very No 31 31 - MD 0.06 1 | OO0
ere? | serio | seri | seri ower Extremely 1
us | ous | ous‘ (0.75 lowe owa*
r to 0.63
higher)
depressed
1 RCT | Sev | Not | Not | Seve No 31 31 - MD 051 1] OO
ere® | serio | seri | reP ower Low?P
us | ous (1.09 lowe
r to 0.07
higher)
Fatigue and lack of strength
1 RCT | Sev | Not | Not | Seve No 31 31 - MD 097 1| ®aO0O
ere® | serio | seri | re® ower Low?P
us | ous (1.58 lowe
r to 0.36 1
ower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

c. Sample size of included studies too small. wide confidence interval

d. 12>50%

Deficiency of yang in the spleen and kidney

95



Powder of ginsengporia and atractylodis macrocephalae

TPOADb
1 RCT | Sev | Not | Not [ Sev No 34 34 | - MD 673 | @O0
ere | ser| ser| ere 9 lower Low?P
2 | ious [ious| * (94.61 lo
wer to 4
0.17 low
er)
FT3
1 RCT | Sev | Not | Not [ Sev No 34 34 | - MD 0.73 | @O0
ere | ser | ser|ere higher Low?P
2 | ious |ious| ® (0.44 hig
her to 1.
02 highe
r)
FT4
1 RCT | Sev | Not | Not | Sev No 34 34 - MD 0.28 2121010
ere | ser | ser| ere higher Low?®P
2 | ious | ious | ® (0.11 hig
her to 0.
45 highe
r)
TSH
1 RCT | Sev | Not | Not [ Sev No 34 34 | - MD 139 | @O0
ere ser | ser | ere lower Low?P
2 | ious [ious| " (1.91 low
er to 0.8
7 lower)
Thyroid volume
1 RCT | Sev | Not | Not | Sev No 34 34 - MD 3.12 | @O
ere | ser | ser| ere lower Low?P
2 |ious [ious| P (4.6 lowe
r to 1.64
lower)
Neck discomfort
1 RCT | Sev | Not | Not | Sev No 34 34 - MD 0.47 2121010
ere | ser| ser| ere lower Low?P
2 | ious [ious| * (0.79 low
er to 0.1
5 lower)
Irritable
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1 RCT | Sev | Not | Not | Sev No 34 34 -

MD 0.53 | @O0

ere | ser| ser| ere lower Low?P
2 | ious |ious | ® (0.8 lowe

r to 0.26

lower)

Fatigue and lack of strength

1 RCT | Sev | Not | Not | Sev No 34 34 - MD 053 | @O0
ere | ser | ser| ere lower Low??
2 | ious [ious| * (0.83 low
er to 0.2
3 lower)

Cold fear and cold limbs

1 RCT | Sev | Not | Not [ Sev No 34 34| - MD 035 | @O0
ere | ser| ser| ere lower Low?P
2 | ious [ious| * (0.63 low
er to 0.0
7 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

JinKuiShenQiWan
TPOADb
5 RCT | Sev | Not | Not | Not No 188 184 - MD 17.47 L] O)
ere? | serio | seri ser lower medium?
us ous | ious (19.98 lo
wer to 14.
97 lower)
FT3
5 RCT | Sev | Seve | Not | Not No 188 184 - MD 0.26 12100
ere’ [ re® | seri | ser higher Low?b
ous | ious (0.14 high
er to 0.39
higher)
FT4
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5 RCT | Sev Not No 188 184 -

Seve | Not MD 2.27 =100
ere* | re® | seri | ser higher Low?P
ous | ious (1.92 high
er to 2.61
higher)
TSH
5 RCT | Sev | Seve | Not | Not No 188 184 - MD 134 1| OO
ere® | re® | seri | ser ower Low?P
ous | ious (1.53 lowe
r to 1.14
lower)
Anterior neck enlargement
1 RCT | Sev | Not | Not | Not No 52 52 - MD 0311 @&®dO
ere? | serio | seri ser ower medium?
us ous | ious (0.44 lowe
r to 0.18
lower)
Fatigue
1 RCT | Sev | Not | Not | Not No 52 52 - MD 047 1| &0
ere? | serio | seri ser ower medium?
us | ous | ious (0.58 lowe
r to 0.36
lower)
Cold fear and cold limbs
1 RCT | Sev | Not | Not | Not No 52 52 - MD 029 1| @900
ere? | serio | seri ser ower medium?
us ous | ious (0.38 lowe
rto 0.21
ower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. 12>50%

Heart kidney yang deficiency syndrome
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Zhenwu soup

TPOADb
2 RCT | Sev | Not | Not | Seve No 80 80 - MD 58.88 1100
ere® | serio | seri | re® lower Low?P
us ous (62.71 low
er to 55.0
6 lower)
FT3
4 RCT | Sev | Seve [ Not | Not No 134 |134 - | MD 0.1 hi| ®&QO
ere* | re¢ | seri | ser gher Low?¢
ous | ious (0.05 lowe
r to 0.25
higher)
FT4
4 RCT | Sev | Seve | Not | Not No 134 134 - MD 022 h| ®&OO
ere’ | re® | seri | ser igher Low*¢
ous | ious (0.03 lowe
r to 0.47
higher)
TSH
4 RCT | Sev | Seve | Not | Not No 134 134 - MD 021 1| ®90O0O
ere* | re‘ seri ser ower Low?¢
ous | ious (0.34 lowe
r to 0.07 1
ower)
TCM syndrome score
2 RCT | Sev | Not | Not | Not No 60 60 - MD 2.88 1 11O
ere® | serio | seri ser ower Moderate?
us ous | ious (3.37 lowe
r to 239 1
ower)
Fatigue
2 RCT | Sev | Not | Not |Seve No 54 54 - MD 1.02 1| OO
ere® | serio | seri | re® ower Low?P
us ous (1.43 lowe
r to 0.6 lo
wer)

Body swelling
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2 RCT | Sev 54 54 -

Seve | Not | Seve No MD 1.05 1| OO0
ere® | re¢ | seri | reP ower Very low?P<
ous (1.39 lowe
r to 0.72 1
ower)
Cold fear and cold limbs
1 RCT | Sev | Not | Not | Seve No 30 30 - MD 04 lo | @O0
ere® | serio | seri | re? wer Low?4
us ous (1.13 lowe
r to 0.33
higher)

Cl: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

c. 12>50%

d. Sample size of included studies too small. wide confidence interval

Prepared prescription

TPOAb
3 RCT | Seve | Severe | Not s | Not seri No 170 170 - MD 13 | ©&®
re? L erious ous 357 1o | OO
b wer Low?b
(149.81
lower
to 117.
33 low
er)
FT3
3 RCT | Seve | Severe | Not s | Not seri No 170 170 - MD 03| ©&®
re? b erious ous 2 lowe | OO
b r Low?®P
(044 1
ower t
0021
ower)
FT4
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Seve | Severe | Not s | Not seri MD 5.2
re? b erious ous 1 highe | OO

r Low?®P
(4.79 h
igher t
0 5.63
higher)

TSH

3 RCT | Seve | Severe | Not s | Not seri No 170 170 - MD 14 | ©&®
re? b erious ous 8 lowe | OO

r Low?P
(1.64 1
ower t
o 1.32
lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. 12>50

TPOADb
1 RCT | Sev | Not [Not | Very No 32 31 - MD 612 1| OO0
ere® | serio | seri | seri ower Extremely 1
us | ous | ous® (135.8 lo ow?P
wer to 1
3.4 highe
r)
TCM syndrome score
1 RCT | Sev | Not [ Not | Very No 32 31 - MD 148 1| OO0
ere? | serio | seri | seri ower Extremely 1
us | ous | ous® (3.1 lower ow?P
to 0.14
higher)

CI: Confidence interval; MD: Mean difference
Explanations
a. Large bias in randomization, allocation concealment and blinding in included studies

101



b. Sample size of included studies too small. wide confidence interval

Clinical Question 13: Can external Chinese medicine treatments improve clinical symp
toms (e.g., anterior neck pressure, pharyngeal foreign body sensation) and goiter in

patients with Hashimoto's thyroiditis?

Hashimoto's thyroiditis hypothyroidism (Apply herbal medicine externally+ eugenolVS eugenol)

TCM syndrome score

2 RCT | Sev [ Not | Not | Not No 75 75 - MD 131 | &0
ere | seri ser | ser lower medium?
a ous | ious | ious (1.59 lo
wer to
1.03 low
er)

Thickness of the isthmus

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 14 1| OO
ere | seri | ser | ere® ower Low?b
a ous | ious (1.88 lo
wer to
0.92 low
er)

Thickness of the left thyroid lobe

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 24 1| ®@QO
ere | seri | ser | ere® ower Low?®P
N ous | ious (3.19 lo
wer to
1.61 low
er)

Thickness of the right thyroid lobe

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 4 lo | @O0
ere | seri | ser | ere® wer Low?®P
a ous | ious (4.66 lo
wer to
3.34 low
er)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small
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Hashimoto's thyroiditis with normal thyroid function (Syndrome of stagnant qi and phlegm obstructi
on) (Apply herbal medicine externallyVSrestricted-diet iodine)

TCM syndrome score

1 RCT | Seve | Not seri | Not seri | Severe | No 28 26 - MD 8.68 1| @O
re? ous ous b ower O
(9.73 low | Low®?
er to 7.6
3 lower)

Syndrome of stagnant qi and phlegm obstruction F=HEF 5>

1 RCT | Seve | Not seri | Not seri | Very No 28 26 - MD 545 1| ®O
re? ous ous seriou ower OO
s¢ (10.97 lo | Extre

wer to 0. | mely 1
07 highe | ow?¢

r)
Syndrome of stagnant qi and phlegm obstruction XAEFR
1 RCT | Seve | Not seri | Not seri | Severe | No 28 26 - MD 4.45 1| @O
re? ous ous b ower O
(5.81 low | Low??
er to 3.0
9 lower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

c. Sample size of included studies too small. wide confidence interval

Clinical Question 13: Can external Chinese medicine treatments improve clinical symp
toms (e.g., anterior neck pressure, pharyngeal foreign body sensation) and goiter in

patients with Hashimoto's thyroiditis?

Hashimoto's thyroiditis hypothyroidism (Acupuncture therapy+ eugenolVS eugenol)

Thyroid Disease Quality of Life Rating Scale (TPR039)
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MD 2.83 1
ower
(7.83 low
er to 2.17
higher)

@)

medium?

Health Self-Measurem

ent ScaleSF-3

1

RCT

Not
ser
ious

Not
serio
us

Not
seri
ous

Sev
ere?

No

30

30

MD 6.39
higher
(0.77 low
er to 13.5
5 higher)

©000

medium?

CI: Confidence interval; MD: Mean difference
Explanations
b. Sample size of included studies too small

Hashimoto's thyroiditis hypothyroidism (Depletion of the liver and deficiency of the kidneys) (Acup
uncture therapy+ eugenolVS eugenol)

Anterior neck enlargement

1 RCT | Sev | Not | Not | Sev No 30 30 MD 1 lo 1 10l0)
ere?® | serio | seri | ere wer Low?P
us | ous | ° (1.59 low
er to 0.4
1 lower)
Fatigue
1 RCT | Sev | Not | Not | Sev No 30 30 MD 0.53 [1:10]0)
ere® | serio | seri | ere lower Low?®P
us | ous | P (1.01 low
er to 0.0
5 lower)
Disordered in body and mind
1 RCT | Sev | Not | Not | Sev No 30 30 MD 0.94 1 10]0)
ere?® | serio | seri | ere lower Low?®P
us | ous | ® (1.4 lowe
r to 0.48
lower)
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Pain and weakness in the lower back and knees

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.8 1 110l0)
ere?® | serio | seri | ere ower Low?P
us | ous | P® (1.3 lowe
rto 031
ower)

CI: Confidence interval; MD: Mean difference

Explanations

a. Large bias in randomization, allocation concealment and blinding in included studies
b. Sample size of included studies too small

Hashimoto's thyroiditis hypothyroidism (Deficiency of yang in the spleen and kidney ) moxibustion
with needle+ eugenol

Swelling of the thyroid gland

1 RCT | Sev | Not [Not [ Sev No 30 30 - |MD 036 | ®OO
ere? | serio | seri | ere lower Low?b
us [ ous | ? (0.65 low
er to 0.0
7 lower)

Anterior neck pressure

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.33 [1:10]0)
ere? | serio | seri | ere lower Low?®P
us | ous | P (0.58 low
er to 0.0
8 lower)
Fatigue
1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.36 +1-100)
ere? | serio | seri | ere lower Low??
us | ous | ® (0.66 low
er to 0.0
6 lower)

Pain and weakness in the lower back and knees
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1 RCT | Sev [ Not [ Not | Sev No 30 30 -

MD 0.37 =100

ere?® | serio | seri | ere lower Low?P
us | ous | P (0.69 low
er to 0.0
5 lower)

Cold fear and cold limbs

1 RCT | Sev | Not | Not | Sev No 30 30 - MD 04 1| OO
ere? | serio | seri | ere ower Low?P
us | ous | ® (0.76 low
er to 0.0
4 lower)
Swollen
1 RCT | Sev | Not | Not | Sev No 30 30 - MD 0.36 o000
ere?® | serio | seri | ere lower Low?P
us | ous | ® (0.61 low
er to 0.1
1 lower)

CI: Confidence interval; MD: Mean difference
Explanations
b. Sample size of included studies too small
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