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Abstract

Objective: To investigate the effects of Guipi Mixture combined with antidepressants on heart rate var-
iability (HRV) and clinical symptoms in patients with depression of the heart-spleen deficiency type.
Methods: A total of 58 patients meeting the ICD-10 criteria for depressive episodes and the traditional
Chinese medicine diagnostic criteria for heart-spleen deficiency syndrome were enrolled and ran-
domly assigned to a control group (antidepressants alone, n = 30) or a study group (antidepressants
plus Guipi Mixture, n = 28). This was an exploratory trial, and the sample size was determined based
on feasibility and estimated effect sizes (see Discussion for details). After 8 weeks of treatment, the two
groups were compared in terms of HRV time-domain indices (SDNN, RMSSD), frequency-domain indi-
ces (LF, HF, LF/HF, TP), HAMD scores, HAMA scores, SF-36 scores, traditional Chinese medicine symp-
tom scores, and adverse reactions. Results: Before treatment, there were no statistically significant dif-
ferences between the two groups in baseline characteristics or primary outcome measures (P > 0.05).
After treatment, the study group showed significantly higher SDNN, RMSSD, TP, and HF than the control
group (P < 0.01 or P < 0.005), and significantly lower LF/HF than the control group (P < 0.01). LF was
higher in the study group than in the control group (P = 0.007, indicative of a suggestive difference that
did notreach the corrected significance threshold). The study group also had significantly lower HAMD,
HAMA, and traditional Chinese medicine symptom scores (P < 0.01 or P < 0.005) and significantly
higher SF-36 scores (P < 0.01) compared with the control group. No statistically significant difference
was found in the incidence of adverse reactions between the two groups (P > 0.05). Correlation anal-
yses revealed that the HAMD reduction rate was significantly positively correlated with ASDNN (r =
0.61, P < 0.01), and the traditional Chinese medicine qi-deficiency constitution transformation score
was moderately negatively correlated with LF/HF (r = -0.55, P < 0.01). Conclusion: Guipi Mixture can
improve autonomic nervous function in patients with depression of the heart-spleen deficiency type
(by enhancing vagal activity and modulating sympathetic-vagal balance), enhance antidepressant effi-
cacy, improve quality of life, and has a favorable safety profile. HRV may serve as a potential objective
physiological indicator for evaluating therapeutic response in this syndrome type.
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1. 5|

FIEOAE A& — Pl iy DL IR ™ EAS R PG PR, BRI 2.64 [ N AT IIAIAE . 7E [, HIAISEE JBU
BN 2.1%, AABIRRN3.4% [1]. WK, VFZIMARAE R AR RIR,. k. 2. BiAR
SEPRARAE R o X EEAR AR A S In B AR ) ™ SRR L, B 2 R AE AOVE YT RCR T HIVAIAE f 8%
W SR ERRARER, T RCEPEIEIA[2], T REDRAI IR G e Ja ik B B IR AR AR, 5
BEMARAEILE A E[3]- Jiang [4]5F NMIWEFC 7R, IHBAE ™ BLRE S AR AR IR ™ AR IR AR, ™
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YRR R 1) B IR R N E IR AR A IR B 10— SR, H AT SR RS pe P A B sk,
Z IR HEEEEIR, DU RN F2 VR A HIARIE S5 i 12 W IR B Lr A R B R, JE T R AR X AR AE 1R 51
AR, GBURIZIRIZ[5] [6], W HRE 56 RURTT, FHEB R W5l IT RL[7] [8]-

VR, ERZRITIEE BT H 8RN . FARREJE B AT 7 JEWE, Lo R IR —.
AR T ARAG A (BFAETTY . BARASANIL, BRRFR O &L, IR B T2 S 4AR . 5 A AR
P2 R HIVAR A 22 PR A HARAE « 00 3R AR SR (HRV) /& iy Bz 4520 3h J8 B T A 3h 1 Fia b, T 200 s e B 4
ZRAIFERE . Meta TR, FIHVEEH HRV F845(SDNN. RMSSD. LF. HF. TP %5)$5 0 KT
FEXTHR[9] [10], H HRV K AT e SHAREE A0 MBS AHIC[11] . A WFFiHERN HRV RIEHIAAE 198 (6 AR 22
PREN[L2], Hor 255 7 HIARE &35 HRV TR iR [13]. SEEORTF AL R I, JHRZ PR AL AT Ak
SR A0 2R 08 O H v R I 4 % DR T (BDNF) s % HPA il o803t i B8 B BRI 28 M S B 2 R [ 14]
AR A IR T 7, WEE T (P E 25 88) (2015 “EAR) [15], PARFI 8 AS R BAR T 32 5 A T IR R

SR, H RO B R 2L FAIORE £ 3% HRV R S VA A5 7500 ) BRI (R AFF 70 20 o ASHF 90 5 R A A
R EZE X TE T BEAIE 0 2 SQUE AR S B AR SR 45 A HRV Fa b5, AW RGVPAS 7 IEE &
TR A HUAMAR 25 X6 0 9 4 i B PIEIORE £ 38 HRV Ik S FR bR It 52, SRR R b B2 SR R 5 HRV
MOARDGE, DU R B2 2536 7 SIVAISAE B (L mT A0 1) 25 W0 A B 22 A A

2. MREFHE
2.1. RMR

AR 2025 4F 3 H & 2026 4F 6 H T ABCi2 FAMACE £, HEEHHIE OB R

INNPRHE: 1) £ ICD-10 #RAAVESIbRiE; 2) FFa (R ERRIEIZ W7 RbrdE) IR P R LIEHHIE
FrifE; 3) fEiY 18~60 %5 4) DUE/RHNALE R (HAMD-17)iT% >17 4p; 5) HIEZ BRI EE .

Hebbrd: 1) IO . BF B NAMERE REG00%; 2) MEOERE . 'O OIF
AT 3) 1T 4 FIN RS ImALZG . PURHmRZ . B ZIRBRA T WEREAW): 4) ORI, T
FUL M 5) A BERMAEIT NE .

LY N 58 il . SKHIBENLEL 755 At R AL(30 B1) S e 4.(28 B). BENLFE 5 AN S 51K T
RN AR, R E TEEANEREE T, B NAR B L3078 5 AT o 40
fic K)o

22. BIRAE

IR 25 T itk 5-32 (o i PR BB 77 (SSRI B HL AR 25 (3 =] PH K 22, P ih 44 Skt
IR A R A ), AIAFIE 10 mg/d, HHEHTE %A 10~20 mg/d, T HI4E #7715 (14.3 £ 3.0) mg/d,
JTFE 8 JH .

WEFLLH - 700 B AL Bl En A E A FI(E R BFEE 2D A RA =, fitdE S0 : E 251 233020009),
10 mL/k, 3WIH, HDARFTHES], J7FE 8 J.

PRLH R 4 R B, ARV A A IE A IR = 95 4 7 7(0.5~1.0 mg/d, it 2 ). a7 WAk (kA
FHABGHNAERZG . BUAE e 24 S HRV [ F5 254

2.3. MEIBHR

231 —RHEN
1) S R R . MR R SCIGRRRE . USRS — B Rt
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2.3.2. LEERMHRV)EMN

KH ZSY-1 BUOAAAR S A A (DL BH B A B R B A IR AR, TIRITHT. Y877 8 Ji )5 /0 e & E
RSN RAE Smin FAOHEAES . KA B4 8:00~10:00, 8E2H. WHIEEEHILE 22°C~25C. il
AT 24 h DU WiHE, RES RRIZUEE) . R AR B R S R R P, R R AT AR Al Eh
PEHIFIRANZE T 15 Yk/min (0.25 Hz), LA KB FE IR WK TSR b (14 52 0 (1EL7E SE Bl AR B B 43
BE ML ASAC A, WONRREZ —, WitiR). BfikdEss: SDNN (IEH R-R AR #EZE). RMSSD (#
4% R-R WA ZH I T R) . idd8hr: LF (RT3, 0.04~0.15Hz). HF (F4izh*, 0.15~0.40 Hz). LF/HF
FefE. TP (B 3h2, <0.40 Hz). FTH HRV $8Fr HAXES F 8 M. SIS EE & I 45 43 46 (Kolmogorov-
Smirnov fi%, P<0.05), ZrATETHEAT HARG HUEE#e, RS HEE TS IR (P> 0.05). 4R FE R
JEAAAE B P AL B (U 43 21 PR, GE A o6 3 T e e i 258l

2.3.3. ILEBRRITAE

1) WE/RIMEERHAMD-17) [16]: ZHUITHRH 0~4 5iFiE. J78HE: HAMD 7% =
(BITRIVESY — RIT IRV RBITRIVESY x 100%. IGREZER: I8/ >75%; AL: 50%~<75%; H3L:
30%~<50%; JoRL: <30%. SARCE = (mKZEE + B + AR)LEGIE x 100%.

2) WEHE/REAEBERMHAMA) [16]: Al S E— 0 EERE, L 14 MH, KA 0~4 4 5 4T
IiFe

3) SF-36 BLIRALIAE | ARG s, OREREIIEE. WM. OIERS 8 MEE.

4) FPERERBAS: K8 Ch 23 215 AT FCAR TSR ) HhoC R R 2% B (0 RIRS IR =77,
{55 5 WE), %6, B . HEAH 0. 1. 20 34, B 0~15 4.

2.3.4. hEKRIES
S (PEAFR R GHE) (ZYYXHIT157-2009), HHESERENY . #iks = (RiE0 — 4%H
B0l BEL x 4) x 100, SRR >40 4 NSER.

2.3.5. ARE VG
K TESS (RE M ER)TIHITH 2. 4. 6. 8 FIVEFEANR RN, 10 & A &5 TESS #4r f Bk
NRFEHRAEFNK.

24. G FERE

KH SPSS 22.0 #ift. IEZAFE TR AR £ P2 (X +s)Eow, AR HLECR MO REA 6
5, HWIRITHT S HEBCR RO t RS, ARIEZ A THE GO DL R A 8 (DU - A2 1Al ER) M (P25, P75)%%0K,
¢ 18] L3R Mann-Whitney U A58, 20 4 LR B Wilcoxon £S5 B S8 . TR UGS (%) Ko, 41
[ LLECR T 2 150 B Fisher FEHAMEZREGEG . AHOCYE I RS MAZE R Pearson #15¢, JEIER/
A5 B % ] Spearman A%

3. &R
3.1. FRAELERILE

WEFCIAIE, XTRRZH 1 BIRAS N R R VR CREETE K 8 JAVAYT), WRALA MR, BANHra L 57
B, HoAxiEdl 29 B, WEL4l 28 . VEITHT, PEALMER. FEE. WFE. HAMD 45, HAMA #¥4r.
ERREARAR 7« SF-36 1F 5. U B4 K & HRV fabr 2 R4ttt 5 5 (P >0.05), HA A%
1) Xof MR &) PORKY 22 P 3 43570 8:(14.5 + 3.1) mg/d, WFFt4(14.1 + 2.9) mg/d, PIHZER LS A

DOI: 10.12677/tcm.2026.158462 483 HRE 2


https://doi.org/10.12677/tcm.2026.158462

R 5%

S(t=0.498, P = 0.621).

Table 1. Comparison of baseline data between two groups of patients (X +s)

71 FMABEELARER(Xts)

i S LH (n = 29) TS (n = 28) 2l P {H
FER(Z) 425+106 41.7+11.0 0.286 0.776
(T ) 8/21 9/19 0.134 0.714
JATE(H) 8.6+4.1 8.0+3.8 0.575 0.568
HAMD (4}) 235+36 24231 -0.791 0.432
HAMA (%)) 16.9+4.0 173+3.7 —0.399 0.691

W ERAEIRFR 7 (47) 103+2.7 10.6£2.5 -0.440 0.662
SF-36 (%) 525+8.4 51.6+9.2 0.393 0.696
RSN (47) 52.6 £10.5 543+9.6 -0.638 0.526

Ve LIEE, P> 0.05.
32. MEBRTHIEDIER AR EERELR

097 8 G, M4 HAMD. HAMA. 1 EERERFR 73 B B06 T7 1 2 2 RO t %, P <0.05), SF-
36 VP43 i T (P < 0.05). 410 ELAL: B FR2H Bk Fabn i It T x B2, Forh HAMD. Hr ERSEIRBA 4
HAMD Ji 73 3 KT 3053 9% 1) 22 S8 B OE Ji 2 3 14 %2 /(P < 0.005), L% 2; HAMA (P = 0.003)i& FIZ IE
J& B ; SF-36 (P = 0.005)i4 % 1E J&5 #n v B 7841 HAMD J8 7 %5 (48.1%) 55 35 5 T %) B 41.(29.3%) (P < 0.01),
R R TN 85.7% (24/28), XFHEZ1A 62.1% (18/29) (4% = 4.196, P = 0.041).

Table 2. Comparison of HAMD, HAMA, TCM symptom scores, and SF-36 between two groups before and after treatment (X +s)
F* 2. FYIATTAIE HAMD, HAMA, SREFERTRST K& SF-36 L (X +s)

&t RN TP AN =29)  FHFKLH(h=128) A tfE 4m P E

HAMD (%) YRITHT 235+3.6 242+31 -0.791 0.432
wITE 16.6 + 3.5 12.3+£2.7%® 5.093 <0.001°

HAMA (43) VRITHT 16.9+4.0 17.3+3.7 -0.399 0.691
HIT G 12.6 +3.42 9.0 +26® 4.456 0.003P

FHEERERAR 73 (5)) YRIT T 103+2.7 106+2.5 —0.440 0.662
BTG 6.9+2.12 42+17® 5.236 <0.001°

SF-36 (41) YRITET 525+8.4 51.6+9.2 0.393 0.696
T 62.0+7.8 70.8 +8.0% -4.231 0.005P
HAMD 787 #.(%) BT E 29.3+12.1 48.1+145 -5.254 <0.001°

e a HARMRITATHLL, P<0.05; b SXTIEHIAIT G AL, P <0.005 (Bonferroni £ 1E )5 B3). J7 R0 (WS4 vs.
WTREZH): WRPRPEZEE 4 49 vs. 149, AL 1341 vs. 541, HRCT Bl vs. 12451, ToR 4 4l vs. 11 B BHRICLE A REERA
85.7% (24/28), XJHEZH A 62.1% (18/29).

3.3. MERITRIE DRT R HRV) LR

3.3.1. AHgifE#R
1BIT G, WEF4]l SDNN. RMSSD ¥ 8.3 & T IR 41(P < 0.005, AEIR IEJahniE). W R 4G 55
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IEITRTE T R(P < 0.01), XIRALGIT AT Z R LS8 (P > 0.05) (M4 3).

Table 3. Comparison of HRV time-domain indicators before and after treatment between two groups (X +s)
= 3. FLEAITRTG HRV BHIEFREEE (X +5)

Lo B [ R XA (n=29)  BFFLH(n=28) 41 t 1A e P A
SDNN (ms) YT 28.1+9.0 28.6+8.1 -0.223 0.825
BIT A 323%85 46.0 +10.1 —5.548 <0.001°
RMSSD (ms) YT 226+7.3 232+6.8 -0.322 0.749
HIT G 26.0+7.0 36.8+89 -5.033 <0.001°

7E: b %R P <0.005 (Bonferroni £ 1F & & %)

3.3.2. FUERHR

1697 )E, WHFCA HF. TP, LF/HF ¥ EE R T4 ERAL(P < 0.005, EEIK IEJEtaiE); W4l LF &1
XTHEAZH(P = 0.008), {HAIARIIE )5 &% MR8 (0.005), (VR ATHE#%H . FRHIRIT G HF. TP BiG)T
Hi 4wk 3 = (Wilcoxon £ 4%, P <0.05), LF/HF W3 [EK(P <0.05), LFIGITRIEZERRIEGIHFE NP =
0.06) (M. 4).

Table 4. Comparison of HRV frequency domain indicators between two groups before and after treatment [M(P25, P75)]
= 4. WRRITHIE HRV STUEHEFRELER[M(P25, P75)]

i B H) R SR (n = 29) WEFedE (n = 28) Z 1 P {4
LF (ms?) YRIT T 208.5 (148.2, 290.1) 216.0 (154.8, 296.5) -0.305 0.761
BITE 236.8 (174.5, 312.0) 325.6 (258.3, 420.5) -2.667 0.008¢
HF (ms?) BITHT 2445 (179.8, 322.1) 251.2 (184.5, 327.0) -0.214 0.831
BITE 262.1 (198.5, 342.0) 365.2 (288.0, 455.6) -3.112 0.002b
LF/HF BITHT 0.87 (0.64, 1.16) 0.83 (0.61, 1.11) -0.387 0.699
BITE 0.91 (0.69, 1.26) 0.61 (0.44, 0.86) —3.405 0.001°
TP (ms?) BITHT 845.6 (615.2, 1155.3)  865.3 (625.8, 1188.6) -0.278 0.781
AT 925.5 (695.8, 1260.2)  1380.2 (1045.6, 1710.3) -3.625 <0.001b

VE: BUSEEE RS DA, HATITE B IR B e, 32 2R UG E AL (DY 447 (8 FE) 25 P9 Less (Wilcoxon AL
WA IGYT fa HE. LF/HF. TPvs. JEJT RIS P <0.05; LF 4 P=0.06, Rik&E3FH. HHEHEBITHIES P>0.05. b
7R P <0.005 (Bonferroni f21EJG .3), ¢ &R P < 0.05 HARIAR IE G EGFRREZER).

3.4. "R RMELE

Pi2H TESS $F407E & I A] 5 22 R B T Gi it 75 (P > 0.05). WF 7020 H B0 1 B il [ 8 2 4911 (7.1%),
S AL H BTG 3 £410(10.3%) Sk 2 41(6.9%), HINREE, REWIRTT, BCEARFEMS, LRARK
N7 B 7% 95 191 (Fisher ¥5Ha656, P = 0.670) (I3 5).

Table 5. Comparison of adverse reactions between two groups [n (%)]

5. MATRRELEFRELRN (%)]

A Tl L& B %iE ) B BRERIE
ST ZH (n = 29) 3(10.3) 2 (6.9) 0(0) 5(17.2)
WER4(n = 28) 0 (0) 0 (0) 2(7.1) 2(7.1)

vE: Fisher KA, P =0.670,
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3.5. XM

3.5.1. HAMD B4 E S5 HRV THEREX M

Pearson #H5<43H1 i s (M35 6), HAMD Jik 7% 5 ASDNN 25 IEAH 2<(r=0.61, P < 0.01), 5 ARMSSD
(r=0.50,P=0.03). ALF/HF (r=-0.53,P=0.02) 2H EMXK, BRI FHRRENL, HABKRIEGREE
PHE(RZIEJS @ = 0.005). Uh4h 427~ SDNN (138 -5 AR AE IR S0 1) S BE B N AR E

Table 6. Correlation between HAMD score reduction rate and HRV change (n = 57)
= 6. HAMD B9 25 HRV T EMHEX M = 57)

HRV $&H72E r & P&
ASDNN 0.61 <0.01
ARMSSD 0.50 0.03
ALF 0.46 0.04

AHF 0.44 0.05
ALF/HF -0.53 0.02

35.2. FESERELSS HRV BHraIHEX M4

Spearman 54 HT iRoR (WL 7), SREFFE1L 45 SDNN 258 6 AH 5 (r = —0.80, P < 0.01), 5 LF/HF
EHEFAEK(r=-0.55 P <0.01), 5 LF 2FERAHK(=-0.50,P=0.02, #&xtE), 5 HF MHXHERIE
it X (r=—-0.36, P = 0.09).

Table 7. Correlation between qi deficiency quality conversion score and HRV index (n =57)
Fz 7. RERENLSS HRV IEFRAUHE X (0 = 57)

HRV §t7 i P
SDNN —0.80 <0.01
LF/HF —0.55 <0.01

LF —0.50 0.02
HF —0.36 0.09

4. ¥1ig

AM T IS BEALRT TS, WP VRS T IR A TG B AR 2455 O I R B AMARE B HRV Al
PRIT R §Am . 45 R HPRA 7 s SDNN. RMSSD. HF. TP 4 HRV 845, B#{% LF/HF HLAE,
AR 3% HAMD. HAMA. HERERFS J SF-36 W4y, HAR KM 58 HFIMBALEEER. X
LRI E S R GRS VAR A7) 6O B K AR P E 56 25 HRV 3 AT b et 15 F IR R e 7, v
BRI ZAE B R T AT AL A D RE VA K -

AW 5 H L B R Bor, % SDNN. RMSSD. HF #4b THARKF, $2RH H E M4 oh gL,
AR IR TEIRTS, A - WP R . X — 45 R 5 2R A SR [17]0 AR A HRV R AL
Ww—8. Ak, Koch Z£[9] [10]f Meta 7T tHIESE, HIARSE & 240 HRV Fabnf TAERET B . AHF 58 K
PR SE FUA5r 5 SDNNL LF/HF 2 57AHOC, 5 BRI S [ 18] 78 25 AR A —— 1%t 70 o S i %
W5y 5 LR, LF/HF 2HAHG . Xm0 R IES SR RE B £ & DRe 2 10 B SL R R B IE: D
A AN 22 DA ARG AN JE BRI A S A 207 14 1 B R RRALE

AT AH, WFFRHEITE SDNN. RMSSD. HF &3 JF R, LF/HF &3 %K. SDNN Al RMSSD 2 %
LR PP P AR AR, H TR PR RS A T . HF E B R ke ik )y, I mE
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REMATNRENE . LFHF A PR RIS K - 2R 48 AT ) ke w22 AR A T R 3), Xl R A
FITF B O JBORA ) B E LR . EAEE R, LF B4R Z R (P = 0.008) KA IE )G & & MEbrifk, wlhE
SRR, SRR AR BN A XSS, AR RAEAR ISR

KFHMEHSE HRV FIRTRENLS], BT SCRRAEMI T Re 5 LRI A ¢ 1) W paid ik,
WHEHN 5-HT. NE. DA /KF[14]; 2) % HPA fili, FRAR R R EEK T, Dk 181 BL o6t B =5 #0248 42 5
3) im BDNF Kik, (Rt &al¥vE, oG8 P H EAE M IhRE: 4) e wEE, BRI RN,
B2 R DK T f 2 7K F1[14] 0 ABAHF FEARAG I _ LR A 2EFabs, LIRHLEIOCAIE T SCIRIGHES, 7 5 S0
FREERIE. NFEERE, “OEMI” “BER” 58 ML EH S SDNN RN “0
FIAFFE” AEBRARIL, HF FHaE. LRHF BRI e BRARy “RAgis . RIFE 2 ” Jaxd O 74 FH 1 5
[18] [19]. AWFFLI HRV R0 N FIA L s BG4 T BAR AR B 24 55E

AR, BT HAMD Jil 5y 26(48.1%) i 2 i T- % R 4H.(29.3%), S %1% (85.7% vs. 62.1%), 5
Sheng £5[20]1) Meta 73t 45 R — B (A RZHERE DLl 2592 = 2%, OR = 4.75). [Alf, W54 hIEsE
REV FREE IR, $REBAERIRTOE. RIR. PR Z SRR A G S S EH . A7
KIL HAMD 187 %5 ASDNN 283 [EAH5(r = 0.61, P < 0.01), 5 ARMSSD. ALF/HF 2%,
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