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[ Abstract ]| Objective To investigate the efficacy and safety of Yushi Huayu Zhixue prescription (Huayu prescription)
combined with levonorgestrel-releasing intrauterine system (LNG-IUS) in the treatment of adenomyosis (AM). Methods A

prospective, randomized, double-blind, placebo-controlled trial was designed and 102 patients with AM admitted to the
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outpatient department of International Peace Maternal & Child Health Hospital and The First Affiliated Hospital of Naval
Medical University (Second Military Medical University) from Dec. 2019 to Dec. 2022 were enrolled. The patients were
randomly divided into Huayu prescription group and placebo group for double-blind clinical trial. The Huayu prescription
group was treated with Huayu prescription 1 month after LNG-IUS placement, while the placebo group was treated with
placebo 1 month after LNG-IUS placement, and both Huayu prescription and placebo were taken for 3 months. A total of 95
patients completed the follow-up, including 47 in the Huayu prescription group and 48 in the placebo group; and 7 were shed,
with a shedding rate of 6.86%. The pictorial blood loss assessment chart (PBAC) score, uterine spotting days, visual analogue
scale (VAS) score, uterine volume, serum carbohydrate antigen 125 (CA125) level and traditional Chinese medicine (TCM)
syndrome quantitative score were compared between the 2 groups, and the safety was evaluated. Results After 3 months of
treatment, compared with the placebo group, the PBAC score, spotting days, uterine volume, serum CA125 level and TCM
syndrome quantitative score of patients in the Huayu prescription group were all decreased (all £<<0.05), but there was no
significant difference in the VAS score of dysmenorrhea (> 0.05). During the follow-up, no patients in the Huayu prescription
group but 2 patients in the placebo group received surgical treatment (including 1 case of laparoscopic hysterectomy and 1 case
of laparoscopic adenomyomectomy), and there was no significant difference in the surgical rate between the 2 groups (P>
0.05). Meanwhile, no obvious adverse reactions were found in both groups. Conclusion Huayu prescription can significantly
improve the spotting of patients with AM, promote uterine volume reduction, reduce serum CA125 level, and significantly
improve the TCM syndrome of AM. It is suggest that AM patients should take Huayu prescription after placing LNG-IUS, so
as to reduce the adverse reactions of LNG-IUS.

[ Key words | adenomyosis; levonorgestrel-releasing intrauterine system; Yushi Huayu Zhixue prescription; randomized
control trial
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I EMIEFE .
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(4) Kt o . IR Bl IR 25 X DA R0 i i

Wi A (5) IEAES A 25 Wyl PR 4 69
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RIS R 0 1 1 23 B AARIR T 2] . 22
FIH . BT . MBS LRI A IE AR AL, AT
AR L 107 B 22 Rt R A AN R S TG A 8 25 5%
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a4 fEEERICL h, K UERORE = el A
2 5 O, BT 24 h, f LB WOHR AR & — 2 H il
JE il BB I T4, T IRE W S8 SR
RAE), WAL THIRL, (3) LRIk
P 5% i ECAIRE Lh i R T Ry S5t A 2 B
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B AR 1k il 7R 9T . FEH & T )E 3~5 dii
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LNG-TUS {7 B 1E % 5 P uh CUIRATECAeit 1k iy (AR
14, BEH 2 W), BERAH 3 AN HEEZ . (2) %
EFI . 45T LNG-TUSH 2 R BokiiG )y . 16 A
25 3~5 dICE LNG-1US, 1 /N H 5 2 A #i,
TN LNG-TUS o7 8 1E 5 J 46 11 AR o (4
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131 B &R E kMR E SR (visual
analogue scale, VAS) PF4rTi6970T. Mkgh 3 ™ H
o 1525 34 AR MR SRR TR E, 10 2048

FPIRIEAZ, 0 MERTTI .
132 A& #aHZ&KImE (pictorial blood

loss assessment chart, PBAC ) PE4r 17 3FEHr. H
BETWRITR. IR 3DAE. 1525 3 M HIEEW
HEAT PBAC W43, A3 T A I ¥R A H R H Ay 1]
— i, AR M AR R R AR TR T AR O NI HE
R KN TS, S ARSI P AR N
TR ISy o G AR &5 B AR AR N
g B (2047) , AN ERABTDANR, A
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135 #Emd fERZRT. R 3 MAE. 52
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PR, WA E ARV L . LNG-TUS i B 275 1E
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RIGIE, GoitF FARIEE H 2Rttt T AR E
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Mo THEGEREE T A IESM G, Bl X+ YEfT
R, RIS FEAR ¢ K0T LB, AT A IE
BorAn, B CT gk, Eroa %)
AR, KA Wilcoxon B& AR IG #E17 Hb 38, Ki i
KifE (a) 2 0.05,

2 &% B

2.1 BB E—AE LA ARFRIEA 102
B, BEHLA A AR R4, AR i
49 5] RN 53 B B 95 Bl e i bE T,
by dl 47 B, R 48 B, WETE 7 B,
TN 6.86%, Hodr 5 BIFMKMPERSE | KAEFE
PRI BRI IR T BB D AR, 2 B A4
TR FEIR . S8 R U R — B E L T,
PR EARRY . BML, AEE S, FE R
CA125 /K FEEZFH TG HE X (¥ P>0.05)
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Tab 1 Comparison of general conditions of AM patients between 2 groups

Index Placebo group n=48 Huayu prescription group n=47 Statistic P value
Agelyear, xts 43.04+3.13 42.304+3.00 1=0.888 0.379
BMI/(kgem ), X*£s 23.85+2.16 23.671+2.26 t=0.297 0.767
Gravidity/times, M (Q;, Oy) 2.00 (2.00, 3.00) 2.00 (1.00, 3.00) Z=422 0.311
Parity/times, M (Q,, Ov) 1.00 (1.00, 1.00) 1.00 (1.00, 1.00) Z=0.96 0.999
Term delivery/times, M (Q;, Op) 1.00 (1.00, 1.00) 1.00 (1.00, 1.00) Z=3.82 0.270
Premature delivery/times, M (O, Op) 0.00 (0.00, 0.00) 0.00 (0.00, 0.00) Z=-—3.00 0.350
Abortion/times, M (Q;, Oy) 1.00 (1.00, 2.00) 1.00 (0.00, 2.00) Z=3.59 0.393
Uterine volume/mm’, X+ 135.234+37.19 156.424+46.77 t=—1.77 0.079
Serum CA125/(UsmL™ "), X+s 73.05+£18.15 63.09+25.80 t=1.56 0.121

The patients in the Huayu prescription group were treated with LNG-IUS and Yushi Huayu Zhixue prescription, while those

in the placebo group were treated with LNG-IUS and placebo. AM: Adenomyosis; BMI: Body mass index; CA125: Carbohydrate

antigen 125; LNG-IUS: Levonorgestrel-releasing intrauterine system; M (Q,, O,): Median (lower quartile, upper quartile).

22 WmUEZFAZETHE RE2AW,
TR FMRZE 3 4 HJ5 PBAC PE43 I AR TR 25 B
(P<<0.05) , M4 B #H k25T 5 PBAC T4
Z RG2S E L (P>0.05) ; [N, W4 HEE
1525 34~ A J5 1 PBAC ¥W-4or S5k 24 3 A~ A J5 M L
R TGHFE L (P>0.05) , BiEZE R

HAEA LB AT 2 . L2 SRR TR
LNG-1US {5Efth b A A B AR SR8 1k 1 77 78 BH i i
3 AM BE H &R rsg, Wb &g,

23 WLBELE S KK hFE200,
T LR 2 3 A A 5 A5 i R TRy
AT (P<0.01) , 220870 20 58 2 IR 2 Wi 3 1l
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KB 2E R IG5 X (P>0.05) 5 [[EIEE, Pid
R 3 A A A S RS k2 e 3 A H
MHEF TG4 E X (P>0.05) , WHEZ)GE
R I T R I ORI . DL SRR

xR2

ATECALIE 1F M7 B4 LNG-TUS 1] LU/ LNG-
IUS J& AM H 5 17 5000 i R A, 2 AM BRE 1Y
HmAE

WH AM BE PRI EHEXISIRIbE

Tab 2 Comparison of related indicators of AM patients between 2 groups before and after medication

After 3 months’

3 months after drug P, P,

Index Before medication . . Statistic, Statistic,
medication withdrawal value value
PBAC score, M (Q,, Op)
Placebo group n=48 21.00 (18.00, 31.50) 19.00 (18.00, 26.25) 20.00 (18.00, 26.00) Z=2.42 0.413 Z=—0.33 0.920
Huayu prescription group n=47  36.00 (20.00, 45.00) 18.00 (15.00,27.00) 16.00 (15.00,23.00) Z=6.73  0.013 Z=1.91  0.505
Statistic, Z=4733 Z=—2.00 Z=—392
P, value 0.121 0.487 0.172
Spotting days/d, M (Q,, O,)
Placebo group n=48 14.00 (12.00, 22.00) 11.00 (7.25,19.25)  9.50(7.50, 13.75) Z=3.50 0.235 Z=1.42 0.639
Huayu prescription group n=47  20.00 (15.00, 24.00) 11.00 (8.00, 15.00) 10.00 (8.00, 13.00) Z=7.55 0.005 Z=—1.46 0.616
Statistic, Z=3.66 Z=—0.78 Z=0.70
P, value 0.203 0.797 0.823
Dysmenorrhea VAS score, M (Q,, Oy)
Placebo group n=48 3.00 (2.25, 4.00) 2.50 (2.00, 3.00) 2.00 (1.00,3.00) Z=2.92 0314 Z=1.83 0.530
Huayu prescription group n=47 5.00 (2.00, 8.00) 3.00 (0.00, 6.00) 3.00 (0.00, 6.00) Z=3.00 0.288 Z=—0.18 0.963
Statistic, Z=3.66 Z=0.78 Z=1.83
P, value 0.201 0.795 0.529
Uterine volume/mm’, x+s
Placebo group n=48 135.23+37.19 127.07+34.63 122.94+35.23 t=0.73  0.465 t=0.40 0.690
Huayu prescription group n=47 156.42+46.77 132.49+34.11 130.99+45.63 t=231 0.023 t=0.16 0.875
Statistic, t=1.77 t=0.51 t=0.76
P; value 0.079 0.610 0.448
Serum CA125/(UsmL "), x£s
Placebo group n=48 73.05+28.15 63.324+25.58 66.20+24.72 t=1.50 0.136 t=—0.44 0.665
Huayu prescription group n=47 63.09+25.80 46.33+17.18 44.834+19.43 t=2.50 0.014 r=0.30 0.764
Statistic, t=—1.56 t=—2.66 t=—335
P, value 0.121 0.008 0.001
TCM syndrome score, M (Q,, O)
Placebo group n=48 7.00 (6.25,9.75) 8.00 (5.00, 8.75) 7.00 (5.25,8.75) Z=—0.17 0.956 Z=0.92  0.762
Huayu prescription group n=47 9.00 (7.00, 10.00)  5.00 (4.00, 7.00) 5.00 (4.00,8.00) Z=6.73 0.013 Z=0.18 0.970
Statistic, Z=3.14 Z=—5.05 Z=—3.49
P, value 0.272 0.071 0.229

The patients in the Huayu prescription group were treated with LNG-IUS and Yushi Huayu Zhixue prescription, while those in the

placebo group were treated with LNG-IUS and placebo. Statistic, and P, value: Comparison of the same indicator before medication and

after 3 months’ medication in the same group; Statistic, and P, value: Comparison of the same indicator after 3 months’ medication and

3 months after drug withdrawal in the same group; Statistic; and P; value: Comparison of the same indicator at the same time point between

the 2 groups. AM: Adenomyosis; PBAC: Pictorial blood loss assessment chart; VAS: Visual analogue scale; CA125: Carbohydrate antigen

125; TCM: Traditional Chinese medicine; LNG-IUS: Levonorgestrel-releasing intrauterine system; M (Q,, Op): Median (lower quatrtile,

upper quartile).

24 WMBERZVASTE,ME hE2T,
AT AL R AL R IR E 3 4 H G IR 4: VAS 11
535 IRZTHTAR LA BRI, (B2 R gt X
(¥1P>0.05) ; [FIEF, MABFEEFLIANHE
) VAS ¥4 5 k24505 3 A A Mt 22 F i gi 24 X
(P>0.05), UtIAf2h)5 TR L)y T JCHH Wl S
25 WmABFTEamagkix k2L, fk
A B F A G 3 4 A F B AR B IR 2 T 4 /s
(P<<0.05) , M4t dl BB IRZG i Ie 75 (R R

2, S

ZREGHE L (P>0.05) ; [, W4 EE
FEls2y 3 AR S5IRZGE 3 A ML FE RS
TGt L (P>0.05) o DL &5 SR ATk
5 1k 1L )5 7 LNG-TUS #E FI 09 B ili 1T 45/ AM A&
BT EARR,

2.6 PHAEH ik CAI25 fgrks HFE 2 AT,
T BB IR 2 3 A H JE L3 CA125 7K-F-8 ik
24N R (P<<0.05) , Jf HAWW I 45 k2 3 4~
A TG WIE CA125 IR T2 5120 ( P<<0.01 ); [m]HT,
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WAL B E 125 3 A A TR s CA125 5 kzy 3 4
AIEM S ¥ TG EE X (¥ P>0.05) . U
25 R AT FCAR L i B LNG-TUS 5
4l B LNG-1US A8 LA FE IR AM S 1L CA125
FITEH

277 WAEZPEIEZEELFSGEKR BHE2
AL, AT R IR 2 3 4 A G T B R AR
TS TR ZGHT (P<0.05) , 22 HI4 2 IRZy
H G R AT s 22 F g L (P>
0.05) ; [FIE, POZH A EF2h 3 A~ H Ja b BRIk
w5 RAE 3 MHMEERY LG #4E
(¥ P>0.05) o VA &5 RULEH Ay AR 1k 1 s
A LNG-TUS 5 B4t B LNG-TUS #H L REIS il
AM B IR LTS

28 MALZFFREFRRREGE KT
b, A B E YR FARIGYY, RRGNA
A 2 R T ARG (CH 1 BT e B )
R, 1T IE RS E BRIUE VIR A ), FARRES
B0 K 4.17%, 2RI E X (P>0.05)
GRS A7 4 R W AR B

3 3t i

AM 1R R —FivEs UL AR RO, 16
Bt E A&, AR A U e A
ET, OF BRI AR RS AM G
7B E A T ARG MY, AM BT
ARIGIT FEEZ 0 HRSFIETFARFARIGE TR, A a0
AM AR VIBEAR | i R AE A (high intensity
focused ultrasound, HIFU) . F & 3h ik & %€ R
(uterine artery embolization, UAE ) %%, J5#& £%&
HFEVBRAS RS FEVIBRAR, 9832
A5 AE SR HT R 24 (nonsteroidal anti-inflammatory
drug, NSAID) . &/ Hfk#kEZ224 ( compound oral
contraceptive, COC) . GnRH-a, LNG-IUS, Hii#
ZPREL) . PAERETARIGITBUE A YIRIT A
AEAR 4 058 B AM, SR ANF: (1) AM e AED)
FRASEH RER S AM Bkt UIBR A SFEFR, T
AM JAEBRD AR, 575 IUZ EH 2R RRRA
H, RSFTFAR B SE 2 VIBR A At, BRI
SEUEREE R . (2) HIFU @i & 5 bk oh
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Ao (5) NSAID Xt F 28 figt 4 FE AM 35 R 45
ARECRAE, (HH A 30 W0 8 MiE Oy, A JE
B ohBE S, KWINHA &Lk B B R Y
(6) COC FEZ H TIRIT AM HH KU, Kok
If . BRHMIK, & AMYRYT IR IR —Z 2, (R
AAE TR —E iR, XrhEE AM AR AR YT AL
AE, BT 5B R ER I, [FE, X 40 %
DL EsfArEm A B (OB IR G . IR S ) 1
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Mok 3, KTk, Be2yveit, DU I b2,
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