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DIRIEEERS, HIER, F2E, WHAEERA

Evaluation on Chaihu Formulas’ Effect to the Psychiatric Disorders of
the ladies with Infertility during treatment of Promoting Pregnancy
Dan Jiang
Hallam Institute of TCM UK 439 Glossop Road Sheffield S10 2PR UK
Abstract:

Infertility has been becoming a common condition in the West due to a quick social activity, higher working
press, higher pregnancy age and excessive usage of the contraceptive pills for women. Infertility has become
more common in recent decades. Psychological disorders are a commonest symptom for women with
infertility. They may be caused by suffering from a primary psychological disorder; or psychological
symptoms which are produced by an unbalanced hormonal disorder; or some failed emotions caused by not
being able to conceive and many times of unsuccessful ART (Assistant Reproductive Technique); or some
side-effects caused by hormonal treatment during preparation of ART. These psychological disorders not only
produce many clinical symptoms in women, but also disturb the effect gained from ART; they can also become
an objective sign to evaluate whether hormonal unbalance has been controlled, and whether the TCM treatment
has been affected? TCM can play an important role in treating psychological symptoms. Author reports that
clinical characteristics as psychological disorders with Infertility in UK; Cases studies on the single successful
cases and clinical summary to 30 cases who are treated by a group of traditional Chinese medical formula----
Chaihu Formulas.

Key words:

Psychological Disorder, Chaihu Formulae, Infertility, ART (Assistant Reproductive Technology)
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Calcific tendinitis treated with thermo-acupuncture:

experience from 100 clinical cases
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Abstract:

Obijective: To observe the clinical therapeutic effects of thermoacupuncture in the treatment of calcific
tendinitis and to explore its mechanism.

Methods: This clinical study was the application of thermo-acupuncture treatment in 100 cases of calcific
tendinitis in 5 different joints of the shoulder, hip, knee, elbow, and foot. Apply acupuncture with the neutral
reinforcement and reduction method on the common acupoints suitable for various types of calcific tendinitis,
such as Taichong, Yanglingguan, Xuehai, and Fenglong of both sides. Apply thermo-acupuncture with the
neutral reinforcement and reduction method on specific points of calcific tendonitis in 5 different joints. For
calcific tendinitis of the supraspinatus, we use Jianliao, Jugu, Naohui and Ashi points of affected side; for
calcific tendinitis of the biceps brachii tendon, we use Jianyu and Binao of affected side; for calcific tendinitis
of the hip joint, we use the tender point or hard nodules around the lateral trochanter; for calcific tendinitis of
the ligamentum patellae of the knee, we use Waixiyan from the lateral knee of affected side toward
Neixiyanpiont with Touci (thorough-punch method), and use the patella tip point; for calcific tendon of the
elbow joint, we use the tender point around the external humerus of affected side; and for calcific tendinitis of
the achilles’ tendon, we use Nuxi, and the most obvious swelling and pain point. Thermo-acupuncture includes
warm needling method and fire needling method. In the warm needling method, first, pinch the moxa into a

-13 -
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2cm long, then coil or roll it on the needle handle that has been pierced into the acupoint, keeping an optimal
distance of 2~3cm between the moxa and the acupoint, and burn a moxa seed/roll every 5 minutes and repeat 3
times during the needle retention. The fire needling method: it is quickly pierced to the acupoint, stopping at
the location of the calcification. 1-2 needles are manipulated on needle retention for 2-3 minutes and are
released when the needle cools down. The treatment includes two stages. The first stage is the initial stage of
the treatment, with severe pain and significant functional limitation. Apply neutral reinforcement and reduction
method on the common acupoints. Meanwhile, apply warm needling method and neutral reinforcement and
reduction on the specific acupoints, according to different joints with a frequency of one time per 4 to 5 days,
for 2 to 4 times. In the second stage, when the pain reduced and functional limitation improved, apply fire
needling method on the specific acupoints once a week, a total of 8 treatments in the two stages. The Visual
analogue scale (VAS), joint functional assessment and imaging examination of each joint pain were compared
and analyzed before and after treatment.

Results: Comparison of changes before and after 8 treatments, the VAS scores decreased significantly
(P<0.05), joint function improve significantly (P<0.05), and 82 cases of calcification disappeared (82%), 13
cases of calcification reduced (accounting (13%), 4 cases of calcification are the same as before (4%), 1 case
of calcification enlarged (1 %). there were 80 cases of recovery (80%); 14 cases of significant efficacy (14%);
4 cases of efficacy (4%); 2 cases without efficacy (2%). The obvious curative rate is 94%, and the total clinical
effective rate is 98%. The cure rate was 94% and the total effective rate was 98%.

Conclusion: Thermo-acupuncture, the combination of warm needling method and fire needling method, is
an acupuncture treatment with high curative effect, no trauma, short-treatment term and low cost in curing
calcific tendinitis.

Keywords:

calcific tendinitis; thermo-acupuncture; warm needling acupuncture; fire needling acupuncture
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Abstract :

This article discusses the correlation between knee joint diseases and the functions of the six channels of the
foot along the pathway: the flexibility and strength of the knee joint mainly depend on the functions of the six
channels of the foot, such as the ascending and descending qi machine, transforming qi and blood, water
metabolism, and resisting external factors and strengthening the external surface, as well as the smooth flow of
gi and blood in the local meridians. Therefore, the main therapeutic methods are proposed as: tonifying the
spleen and stomach, promoting water and removing dampness; tonifying kidney and essence, promoting yang to
transform qi; nourishing the liver blood and relieve the liver gi; regulating meridians and dredge gi and blood.
This article aims to improve the efficacy of traditional chinese medicine treatment of this disease.

Keywords:

Knee joint diseases; Six Channels of Foot; Pathogenesis; Therapeutic method
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The Efficacy of Chinese Herbal Medicine
Gualou Xiebai Banxia
Decoction for the Treatment of Coronary Artery Disease with Atrial Fibrillation: A Case Study

Ding Lei, TCM Praxis in Medical Center Zehlendorf Potsdamer Chaussee 80,14165 Berlin

Abstract:

Coronary artery disease (CAD) is the most common heart disease, with a high incidence and complex
pathogenesis. CAD is often associated with a variety of arrhythmias, of which atrial fibrillation (AF) is most
common. Due to the irregular contraction and relaxation of the atria during atrial fibrillation, it is easy to form
blood clots, which can lead to stroke and even sudden death. This paper reports the clinical efficacy of the
Chinese herbal medicine: Gualou Xiebai Banxia Decoction with modification in the treatment of CAD
complicated with atrial fibrillation. Under the holistic treatment principle, the patient's metabolic state was
effectively improved, with better control of Blood tension; glycaemia and the frequency atrial fibrillation was
significantly reduced. Conclusion: Modified Gualou Xiebai Banxia Decoction can effectively improve the
cardiac insufficiency symptoms and reduce the frequency of atrial fibrillation of CAD. And the Formula is safe,
without obvious toxic and side effects.

Keywords:

Gualou Xiebai Banxia Decoction; Coronary artery disease; Atrial fibrillation; Chinese Herbal Medicine
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Professor Li Yan's four cases of filiform-fire needle

with pricking blood therapy

ZHANG Chu-yit,LI Jing-xing? REN Yue-giao', WU Jun?,LI Yan3*

(1.Graduate School of Tianjin University of TCM, Tianjin 301617; 2.Shandong University of Traditional
Chinese Medicine,Shandong,250013; 3.Department of Acupuncture-Moxibustion and Physiotherapy, Tianjin
Public Security Hospital, Tianjin 300042)

Abstract:

This paper introduces the applications of millifire acupuncture blood therapy in the treatment of various
diseases in the form of medical records and notes. In the treatment of postpartum milk deficiency, the double
needle and pricking method of millifire needle was applied to the Ruzhong point to soothe the liver and
dissipate heat, and to promote the circulation of gi and milk. In the treatment of acute ankle sprain, the use of
millifire acupuncture blood therapy can warm meridians, dredge collaterals, reduce swelling and relieve pain,
and at the same time make blood stasis flow out, giving evil spirits a way out. In the treatment of eyelid adenitis,
the palpebral nodule was treated with acupuncture and blood therapy to promote gi and unblock collaterals, at
the same time, open the door to expel evil, induce heat with heat, and diffuse the evil of local heat toxin.In the
treatment of herpes zoster ophthalmicus, the filiform-fire needle with pricking blood therapy is applied to the
conjunctiva to puncture the herpes, reduce the pain and accelerate the healing. Filiform-fire needle with
pricking blood therapy has the advantages of fine needle, small needle hole and wide application. It can also be
applied to the eyelids, conjunctiva and other weak areas where acupuncture is avoided; It can not only reduce
the patient's fear of fire needle, but also combine the warm and strong methods to enhance the curative effect,
especially suitable for acute diseases with heat toxin and blood stasis.

Keywords:

filiform-fire needle; pricking blood therapy; postpartum milk deficiency;acute ankle sprain;eyelid
adenitis;herpes zoster ophthalmicus
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%, RAM=AF M3l TFEANKZE,
BEMPFARE—FHTR,

‘B FRATFLAZINKRN. EHPEX
IR RIS S UARR, KB EEIERTT
E. TR BRE T HER EHISIIKRNT
TR, BEBERTTE, BERE. KHFE.
FAEATHAME, FTHAKRBXAE ST
B RTHELLICEH,
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FARNKBBENHER, FEERFEH
FESENERENF. IE, JBLENES
AR, FAITFAMENESFE, 20 tH4 80 £
R, BARAERE LEZRPSSIFEIEMT,
NERF—EHE,

BLUURAZERNG, ALK KRTEH
3k, HLRMRMNTUREZ MR, —
RBELARRBE—MEL. BLAROELNwE
=GR, BELEEFRE=D, BER
EEAE—EN. AERAN, BLARCEREE
FRENERNAY, TRHEZREZA.

16 FAEARRE 1 FuEa®, X1F
TEIEH F 500 MR, FRBETHERIEMN
K=E. ZTH%E ATRETEHNSM.

BURSUEN—F2E, TBLEFA
EINEFNLAE. ERERSERERFRE,
FHEE (RAEHNE) THRXFIAAL. FHB
BRBFLESADTCE, EBRIRICHI
AL, BAAMBIIERE, KNTT
KETHA, BLEKRTEEN, BYFHN
KARRIZ.

A IMBLIEERAMATE. WENEE
XH#ET, 4tz FLEMWR HTRD
fRs. AFIEREN, BLLEMNIEER.,

AHE, BLLTERTAMLMRE. &5
5h, NP EBALRNEAREEZE 0T 2
T, HEEERERNEE. AMIBELER
TrRER. BE. Bhm. BRI,

EANFELESLIH, THRXNERAKIE,
BA=1RZ54, WMEIKE, WEKEHNELL.,
RIENFA A KERRREE —FEREHN
Lk, EHET, KEHEREe, BxA
TUEY. MRELATE, NWRIRENHITKERR
MERE, WRKERATAE, NWEHER
MyAIER, ERWS M.

3. &
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ERTHE—RBUCRNAEZER 2
(KEREY , FNE (KERE) £ 17 5F
B mAENBEZE. ‘2T R—1INKIE,
JBERZIE (Mandala) . I (REZM)
ZHIERFPABREESH.

FEHKBETHREY B SES Datura
metel L. B9 FI@TE, XWrEFLE,

FNELNERTEEDNTER: BELE, K
REOEIR, AKX, SEXEER SAH. X
e, fBEEFLE. ATRITXNEER, mEH
TEREFZE —MTH, RRLATLRE, B
MEBHATEHER. BT 2E, FAHEXE
et BEGRAN, BEHIAXBCHER, &
HPABKSE, BCHBIRERSE, BHELER
#HHEC.

FERINAFEHRAT FimEE, LR, @&
EEYI. AR OMIH=77) 1e8s 1
Wk, EHEEFEE. RERNE, 51
SHTRMERBTT, BTHER XA

AL,

RinJLE (AREHNE) PAHNERT
A&, ENHTRETH FHZELBEE
ERTEMTHNRRT . BRAREY DX, €
MEZFRIRT InFHEED .

MRSPETE (Datura) HEYEHRE 16 F,
FENHFTHEMIHTHX, FHEF 4 7,
BRI LE (PEZARY WRNAHSFEFT I, ©
BEEE[EZ D. innoxia Mill.. 2F% D.
stramonium L. FIARZAZPEE D. arborea L.,
FERAEEERIRK, AEFEILE,
RELERFES BEKF, REMOARE, XFE
el KR 1-2 K5, KRS T UKS
5, BHEMIETCIEAMNRL T RIS
EEW, SHESZMAEREMYR, EfRTHMN
TEREWkE KX, AHBEREFRTSH LA~ FR
BERAWN/\MABENZ—. BT, It.



MTANHS, ENMTHITFELE 5%
FRE2T I

ST EEYFT LB A RSH
(Hyoscyamine) . ZREEM (Scopolamine)
FFFES (Atropine) ZHFEmHy, BATE
AR . AREFZHRFE, FEEEBK
fx. $HRE. B, &, Y%l 5FE
X FE L EIIANIR—EL,

1999 £ &, FARACHINL FLHRBRE
HHSEMH., 2003 F, BEELGHIIL RS
"ARFFRNFEHFPESMH. FE&iHetk
LEEEFER, MrMiEFLE. ERLHHMNY
BB, RERHEAINMFER, e~
A PSRN, —BRERRFESHEEFNE, &
HIMAAFER, RRAEE 3 /N, FS5EHN
FTEERBOBKER, MEFS. SREYE.

AR, PEATHIIAAMEE BEERT.

1848 F, ERABFAENERRHBE
(EY2REE) vHPMWICE: T A2k
BERE, ZMEXThERz, UBARE, &
ZEEN, SOTALHAILEREDFIR. "REBIA
ARTARMES A TIEM R A EHAL.
1862 &£, BAHIRM (EERE) —F, ioxX
THNBEEENFME 1805 EFERALUFER
HEHREET, IR TINIFAR, EH
K, tigEAWKRKEFRAOZID.

20 42 70 X, SHRIARERS A RERHIHT R
E—EHhR. PHREERNERRE
EFE.

4FRE

RAFSEEY A ST T RITRARET
B, FER—MIZEmMRNEOAYM, &

MITAEERING TR, ERREIE HERFE,

BREFMREYEIE/R, N2,
TRAMUER, KAERLBEIRBE.
AERNKERTE, ®=X A Aloe, X/H15T6E
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B FRIRI A EY Alloeh & F 1Bk HY Allal
TEMNEXERE., XUUREESHNAIE R
BE B9 FR3K .

wER, ARNERAMLERZRST,
HERBNMECRESHNAETER. A&
FhEN, EEMIFNAY, RIOE. KX
— I MTAEN, AEBFEACHHED
AMERN, FEEASARER, XHLFK
ERrPR, AMNTEH#TRMERE, KE—L8
R IR

(FPEZHAY RWCETAENRIERE
¥, eflfERETEaRNEY: ENER
Z Aloe barbadensis Miller FITFE B EZ A
ferox Miller, FRIRBEXIRERE", FE
NIERMINE LSRR, FERAEESXFRH
. FESWAEEN.

AENMTIEEZ T, —R—RAEH 3040
BT, EVFPEEE—RE. —hEEN
ARARMATERAK, KPEEL, HKT
ERH—ERENRS, RABRBEFER
MR

BRIINEZREAIL, BRT @M 2
Az 5T, ATMBFEEREERSX
Rz, w@ids 2B F. BE.
PR AFHHITE S . IPRAYEEARNRE
mn, —8 OBAARE) ALRNBPREMET .

FNBSIRT (BAARE) RFHMICH:
FPEERGE - RIESSHEENEILE F
HWE 10 e A GEEEREEFHRITA .
FHHNREUZEFH AL, FHEHEKEF
ErE T E. FWECHEHITRE, ST
XA TRIEL B A INRARAE,
XEKXFE, FUTEEH (BAXE) .

AERAUBEATRNFAHT, BAME
BN EBIERRETE, (EEtiksH

AR



HRPERT (KERR) $ME 2023 FE—H

ENRRERE, vmRaREZNRAZ—,

AERERSMENE M.

AEAEMARREY GRS —ERIIEF,

HE AN, EINAAENHEELLEER
8%, AJTHI 4000 ZF, HERREFHES
EBREEET, AELRHRFRELTREESE
R, Ao ttL, MAARAKBESHE T
Wik, A7t 16 142, FITF AXIEEEEE
B 7R,

BIFNRERSIEAEH T RAFRIZER
., BIKEE, TIIRTIETMA.
AENGRANEEERET. BK. MBS
ZHUEER. AEETHNERMD SRS

HEY, EADE—ENF. BEMN, K.

HERBNSEEE, ERIUIRPHANL.

ETUHARZ—HXZR, EHZFE (FF
RERIEWILTT) PUCRT—EBAT—HARS
R, ATREAEMER, HPEEaEEH
B K, FHERNTHEAEEREEESR,
BETTRETE AFAESEK, X FFRESC K S|HERY K8 B
X, BRIR(ERE B ERR.

RZ IMIKEBEAN&RE—EMIETF,
BRZEITAZ, BEeEMXERm, FHREIL,
ERBT IR AR, (B2 S R,

5. tAMR

BAE, BRSO HEHMES KB
s, B 3000 ZER], SHAMEREIEZER]
TREMBON, #EHBERNZE,

LRBBENMHATE—ESRS 7 HhhE
AR, AERMBERITIERESE, (]
EHERR S, LWinmg, WReE7THE KT
MERFEABNBE EERES. TEEONAR
St flh AT EEH R XE, FTHRERRHHIM
BEEBIERTT, Bz —mEFHHAM. TE.

AEZESER.
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FNBE (KEFB) PIiCH: HWMAFE,
Rt HHZY, BHERENALLRESKZH
W, FEMEMARZ T NS KES5HR.

FHNELFLLFSER, BERMLBEUSEKS,
fib (AENE) FIERT —BRFNBHRIE
BRATEAN. "5%%B, MAERG. FH
Hix Bk, BRIFL. 7R——%, Al
EER . FHNELIRERBAE, EVXE
REXEHMMEXR, BERATHRIRE TR
HIIZEEZ T . TRMFRZARIZHRT
RIRREBERT T . REFREZ/R, A TRIE
— T, XRELC—RNAM, ERBEEXT,
LIt B EX MRIE R R iz S IR .

AR HTERN (ERE) . NER
Ha, TS TORT. BREDE (EH
M) . PEE CEHEE TR, EF
H, NAX, SAEHERAREMRZ. "AXE
ECEAMRE —MRIR,

R RLREAND, TERAHSERE
EYHE, HPHEEERNEIND . WE
MZIEMR KRR, AMEFERL. R, &
MAEF1EA. FEERINIAMEEEPEE,
TSR, LB, 8.

MEANTE WA B B B i
WMEF, HLELitR. 3, REYEE—F,
HAMARLAYEAM Piper nigrum L., SRSLEZARF
. BT, FRILBATHETER XHEEIH
BRI, RELTE AT ML EE R RIL,
AKZRILK, BIENREMRRELE, BT
Z EREINMMEE A

HIA A RIS b BAAME FER, B EE.
BEMNIIMER, AANELRES L.
ARSI TE, ERMEE, RMAWEHM.
BRI A AR BRI

MR- HEENE, AMENELEXRE
Tl MIESKRT R ENEAIZRAK/RIE Kari, =



BHERHAM. MES—HAERNAS, &t
MECT RATRBLEEN, ELRETNTE
&, BHBELARTDHER.

6. &

TEE®E BFEBE-FSMEMERBR. &.

B, BEZE BHRENE.

BHERAR, FR—TRT=E, ZBLTE K
BERZEMTZNE, BBRETHIER=Z
ENEEEO. ATAZ, BEZBHRATE

Ao RIS ST REFLE, REFLE,

MBEMRE.

MEMMEGR, TERARERD,
F-RNENEEREINE.

TR

RREAEZE (KREPTN) HEEZERE,

RBEY, AMEHNEZRFE GERRRE
RE, TNOREEAMTSH. L3545, &

R (AELTN) FARBEMNILH: "NEX,

RERBAR - BABREAL—. "BRHNN
BRI METRHNNYEALT, REY
WEZERE, b, WEBIRARFBR
k4%fR, (hALWERRERR, EHHTEEMN

HNEA == E2WD, NREBRLE, "“RE

B ERIAL", TBARITK,

NBENARERT (BEHX) . BHHEAE
FAEmR. MEWRE. &, MR BTRLE
R, OBPIER, WRPHRATIR. SR PR
WEET. UE7. AEEARMAERE.
(REHE) BE—HBHTHILEENENE
71, ERELEALFISENEHIBEM. K
MRkA, RERFERS. BRTINENAE
.

NEESRERFMNERRE. ZEH
ANMEDSE, EHREFRILGITALRN, &EF
ZRMEEN, ARTREN, BHEREHL
B, BAXEREREN (HEFERHX) F

LHTEEBREZRARE, MERS . B,
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HE. BENETETERLE. MPIAABRZE
BB, BFEFL.

MEEARE, TZaNER, JEIZ
an AP IME R RIEIN, NI TRAIUCRL

MEXETHERZMMAR, FTEHHTHE
5T#mE#HX, FE~AHNAMH#HEON.

E =B RETIRERMEY BARE Aquilaria
sinensis (Lour.) Gilg 2 BWIEMN A . AAE
2 2020 FhR (FEZAR) WHNFHARE
HME—LXEEYRE E=FI K. T A, &
FAHEEFEX,

KEEFLRMPE . REEFTHINEKR, A
“TILE, FREAND, TIEWMIEEEKHS
AAfE, BEBRES. ATAATERES
KK, FARBPT—FAIEERZE, EME
BEBENENREA., EENE (F=E%) iiH
TAAINFELABERAESE, AHTRGH
K, RENER, EHRRLE FRAFET.
XMAE—ERRES . EFNEETSEK,
10-20 E£#EEN . REAEEFHE AR
FETE, AMBESIEARES, HENA.

HOMEERETHRERN AN —FEY
Aquilaria agallocha Roxb. & B BRI ARK, +
FTEERAT. SXAET. A6, &RE. &
. Zi. REE. HINEF.

mS, HEREWAERECZEARR
Y. s, EFENAETFE0RER, A
e, BRIPFAFRENEEYT, 5%
NT BeEENEYTIERRZ AL (CITES) .

HTAERE 2, TRAR, THFKEk
WA, MENMRAET, WaTEFT7,

MERBX, &, ANKmL. FHBE (KE
NME) PRIEHT AZOTEKUT, #&E
UK, JREIKIT. "FHRIREMIERES. tLE
"R, XERRORERERTENEREN
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oz —. BRAETHTERAANBE. %
EEER, P ANKTIT A2l —AiRE
I

FHNE, BREREN, MA+TIHA.

BEIERRBE, EERARMT BRI A
HEHmERm. RN EFRAER, TR
F, BB AEW . EMEFLEHR, #
BRIKTIERTE, ML R,

NERRE, NAERINES Heks,

FHEFRENMIESH . FRIEEREN

mE. REOARNER, SERHARNES.

F—ER, BARNKE. BRI E,
REEA—FHY.

BT ERMZWERNE, BN, BRE
AFREW AL REETNN . MITBTE
ENE WIRATEEHMREAY. IEN
EHLEHNTNERPERSFERRL NEN
WHZRTHER. SE. WEARNMEER
B R ERE AR

7. BRE

FEHRNARE, &, 8. 1. B I
E—EHRFE—LEWME., HE AXFE
ARBERREHIKRIE, IMEANBREE.
RERMNINKEY, BUERNRAEEIEMNS
EHEEI.

BT (BEEZAEY FEXTRAEER
BE, ERERNEBRFRMNKRE. FH{AE
R REEIES A Ambar, FTIAEFREFRE
HEFABNILEHFIERE . RREHEXE
¥ Ambergris, FEEEBFEH P EKER
IEIH.

HREBFERFT (RAERNE) B 43 5.

FNBILH, BEE, HAEEFP. XTE
REZMEY), FHDRERERER RLETA
ICHIEL R, T HICHEREMNEAR, XK
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TREERBEETN~Y. RESW—M, Z=Hf
ERBTER.

TR BERNETEETALEENER.
ARBEARBEENEFRNFETRY), EBR
EERRBEHARNIESERNLE . KEE

Physeter macrocephalus Linnaeus S5 &

RHJRER,

RERBHIERICEMR. EE. BEFR
x5, EESEBEREEREEANRKESH.

RIENY BRASEREK, BEMNERE X%
PZEN A, REEERIE TR
B, BAESYHTE AR E ME—IEEARE R
BBNFT], MEARWIHKL, TRZHRHE
REHIENE. HTEMNBIRIPLH),
ARE R HIE N = 70 B 36T T B2 AR s
BRI, BB EEREEA—M
RRER, KPBERETERNER,

FERBFHERTZE, BEFGANELE X&
RRERBHIRE KB . HTERER
RUZRER, “BRREER IR RS —E, FERE
wm, KERAERE L. 23 KBAKHREN
fUEHL, RENNELETNERE. —RE
RERZAEBLFNILLE BELBRF. —
R, Al RN EEANEEE, R
A, ek, Mk,

HRBELIRARN, ShRREKEE, MEFL
RRBENYR, FREK, ubtttiiz,
TRNELEENERNZEY, BHELAT
MBEefsad/ MR, SEFENELNENRE.

RRENRN, JREEBE, FES. WX
BEARHEERN WA, RRFEHNERE
HAREIK,
HREEBINNANETE N, T8,
K@, R (RFERMFAFIT) HIK
788 A, Hp 257 MEFEEH, ALA



FIEER 30%. BEADESHNEHZIECH

TREE, BELIRENANCHATNES.

20 42 50 FREMRA (EEPHM 2L
TIE) PRETEERA. XE2—MEAEKR
MBS, AT T REE, TERT/N
LB BEEER,

ZMIICE, PRERREE FEEZY, 4
M AL T REEREEIRIES—F, =N
Sig: R, HHER, BAEBE =R
(BWRE) . B (BE) $#+ERE.
EHZENAETRAT, BANKRD. 5/
NEHLERSE—FAFRNERERD, TE
TRMEEANE. HIBNEES, WRTHE
=
8.

MEWEAMSHE, BRARMAZM,

HE, #HENHADLFARAZRK,

EMEMERN (KENE) FIFEHILE
mE, ATHRERENICHEBR, SHMEK
YL hhtEtt, MEANBHNHLFAREK,
1694 FFHY (AERE) #1695 FH (AZE
BY %Eicik T #E. BHiRE, MEKH,
ME, £F, UHREEMN ZRHH, LKL
.

FE Sk B4 247k Collocalia esculenta L.AYE
T, HESLRMNERSHPFESYREFR
B, XMEuiEs TR, Z=E. BRAT
EMmAEIX, KR ARE, —MRESS
IR S RO RERE ., 227 ME 5 A
WEIREFINRIIES AR, FIREAEREEF
, MAER, BEFEsRi—LyY, &@F
hFERE, HREER . FIMEERENETEE
FEmHz—, ENBEWEIRAETRSE TS
NE R,
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B4 NS 2FHFERET LRAMIRA R
&, WS, AMIZABREFRNES, X

Ak, MBBEATTEFNATRAKRE L

MEFEET ENRE, FERXHNE

WM, WE LI GRAL, BHFE
%, TAE, FAESLE GIBEEE, K

g, EMNEFEHRNEN, TR HEZE,
HoEXMENERNZA. ERERENE
LFPFRA B IR EIFE TR
Eh1, BARTEETETERNREFNE
. XHE T AENERZSHNER. HKEKRFEH
ENfeENEEE, WSEME. BRATMZE
EEBRENEE, SELM T HREH~ L5k
, TEURETINTR. FERRETX
RARRIE, RERBKEFHBMINGIT. &
kAT, RENERAHE—R—FHECH
789, Wit E&EBRY. HRrFETF LR
. BRRNEARFFENERMER, BELS
SIESPAFENITIL.

RENEARSRS, s4LFEBESSH
AREHEFHRLEME . BR—FTMUEE=X
, BRI R —RARE, ERENE
wARTE. Wk, AMNEZFER 7L XM
BRRESNAEHRETZTHENEAME R
RS ZHKELFRINER, —REZTEH
5~ 69,

Mg ma— N mi, X4
BANRMMEAFEEORA, BRI
RXAMUCEABIRRT, EERREAEFABRT
&R T ORI EYER

(FAKREFE) FICEK, £LRAEFFE 4R
O, FURILEEHR, PR, AR
EZBITT4R3E RIS, XNEFTE —L4
B, BERE, HRAER, WRESHHR
BGE, BEMNZERTRME, #HKRAMmME",
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ERREEE, S4RATHRE, ERHA
Rg, RMFTE. MBHEHETEFAZHILL.

SKhr b, MIFFAAIME S S LT EIRIE
Bx, HASRBEXMHARK. FIMIE LR

ARELRE FENRTIURNTHHR, A
RIBEEAKRE T, 2UKFE, WA
WE MR, A—PEBaMmEk L INER &
TS MinZl B &R, HESESTER

g8 Ex, RAMABL = RELRITA,

RN TR R HE BRI Mo

EBRERFREAFIRE S XX LIEAY M
M EXRBENERATY. RE. #HEgpRRAE
FEPHIT T NI LEER . RIIXLE A 1E M
THERENESERIEHIEERZENEE 5
H T IRAR 6000 45, MmILAEER Eh 3 A K2
FEH, A MR FEOLSEENTIER
B, FATTEL

9. MR

BAR—RZ, R (PEXE) PHILE,

BRAZMKENBEER, TXFFRETRLEN
%EEO

BRIV FER LT AEBARMIN T JLR A
¥, BRZRERT AR BEAIR. BEZA
FNUREN—®RRZ . BREZHAA, E

REXBSUR, tERDW, BEFHERNTET.

BABRERZRIT ALY

EREBUMTHESHN, BE KBER
PR RIBERBRETNG G, JEX

MERETH EILFELE. BEE—RTMUEE,

BRAREAEZHGEENER. NETHLEE
R QWKBENE., £E 11 N~ RrH
HEEBERESRRE KR, KD EBERIE
AR OFANANH, XFREE]EZENE—FL
XBBHTNER.

miZ P RERRERT HBWMENY)?
NEBLLY SAfAITERL? N ER? AR5 A Y4t
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Xanfale? X&ESRIGEFERXNEANEE
BE, BRERNIRUMEMRE, —Fh)LL
BB RPABIEEAER.

FEENERRHEMI (Telangana) 7T #EE,
LT IINERERR S, HMBERETIEFUL
FNEFARR, BN —A—BmRLEH#T
TGS, EFBRIEARM, SR
ERBURERESER. FTNEBRMANEBA
—tf. FRREGY, EENSE, EBNEHE
1khee, BREERFEANFNELK, ME
PRFEBERLERNT T 17T NBEA=NERA
—5WmENERBERETRH—E—.

HEERINEIRBERSINE, ARELT
DERE—RAEMTT . BEDTREE
ZHRERERIZTENZR, AZRHEMFT.

L mE—MEHEEY, FRAEER. X
MAEH TR RS BRI 28X
R, B 47, MAASERN EHNERTH
fa, BEEMMTRAET, SHBEBEKE
MY RBEHREGLFE,

HTRA{EE SR FSENFIR, Y
YA TFBRRIP, EHFGESMDIEIR, X
RERMrEass, BET580R4EE6E,
SFREASEBEMESRRARIFE, EEME.
FRLEMNBRIAZRAFMIEFEIEI, FAER
WEIFAETFE, o IANERLE L E LK
BT &R, BEFEANUESHTHRRRFKE
FiECk, BAREHEIZE 70008000 KIMY
WAL, WETURAZIZHEERE
BRI,

SE s HEER. KSR =FR. £F
TRAVEY .. XEEME AL FRRICRE
TZEESR. BEN 6 BINEFBRS, —
EEF 11 BRZFEkR, —RELFHER 120 X
ZHEEERER.



LSRR, JHEFBETEN BRH
SEXRBMENUFEFERNEA. WFEESRR
THEHEEERNTFE, EBTESERSE
A, QMERAAS, BEMEENEEREH
K

10 . BX'S

(REHNE) % 51 EHILFRT —Mzn¥uy
iRl (wana) &, KBTS LHNEYMHME
ARARET, XtERE'E. B, ZEEREM,

ERFRALEREE, BAXEXFRLIgMEHE
MY RSN ETERR

FHNEE (REHNE) PR T REHEE
XE¥E R, SFRICARAE/NT. BRI
T WEXRE FNRCELBRMI,
KENEREE, 2HMNEEINOIEE, FEF
B, KEBREE, H—MEE,

HELNXFEREEER, BER/LNAE
HER L TE, NEENEEZ, KT =

%

RAKXERZ) FHORMBFEERSH
(RERLCER) TIRMBTFE LR
L, ZEEEMURAE 0 X HIESIRHE
T

(FREHNB) PHEREREKEEE, U5
HEENEYE (NIREREIN) LR

ylin

A (*MEFAEEEE) =, ImREFIT,

- IREEENEREFSRAENVE., BF

NiEMERARKESEEEN/ &R, TR,

EEEMINIREY), XEEZEIHRXEX
FHaR EVRE KA

B8 RE KB WA
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ZENRIFERR. BRE—XNEx, BHIfE
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Bk, AR ERHEREAL T —MREA,
RERRE, BEE, HBEREI.

BIREBINE, RIEAKIL, ZEINEMEEK
t. YRNEHKHACEE, NEERRE,
KHEPERIELL.

wER BINEENEAIT. 24838
S5BRRAERERE. SMEREE, malk
HREZM,

200 7], JEEAIE LR AMRRER
(Mathaniel Palmer) #%E & 2 5 B F) 2 Frik
f, REZAIKRINENEFREH, MiEE
¥, E3EEY, MIER—B&ER, ERE
LR, FEIRKFEFERAY K A i T B 05
BUHRBRNEFT R,

IRANET B9Er R RIRERIMES T EMN, BE
ARE A IR . X—IECRIRERE A
BB FHRANFIL .

MAEBNETHHE, ELABSIIH
K.

BRiE AW LNERE A, TERE
RN RRRI MK L T IR ZLL e, BRE
BRNAMETERNTFE, KRERNEREESR
2950 %, BRNBNKRTRERERR, S5
N4z, GTRATATED. SERENE
BB AT EHAVFRITEEE 5000 &, /)
AVR975 50000 &,

XFEE it 4K EE W2 SRR B30 S R R A
MLy, BRENERENYAIEMNEREIN
(X & 3E#¥h)) Arctocephalus pusillus
(Schreber)Y SJ REMEELER K

BRI E AT ZTERE TURB D, EB/X
BABBNNETERS, BRUIKETENS
BROMEESRE, BEULE (FEEDH) .
MR E TR A
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BREHTEES, ATRStHh, BE 585K, BT RAEF. ENEF. 3F
SH, BEMNCHEEAMENR. WERE, BERE, HmEhERL.
BRERNY, BEAMNEFAMRNIR, AW E I P BRI, XEREIEBRA T
BT EHHENNMNOUE, FrEATE B, —EBRRASLMESR, @RI HS &

ImRAZE. R {FFEERE) W T IRMET. & WMEREE, HUREEM.
BENHERRMNEENRETR, BENE

ETMNRLGEZ RN FHERRAIAD DT B EEB R
D FEERKAERBE

EER 1, 2, 22, FF3, FT/NGE?2
(LAbE A EZ RFE R AR, b5t 100029; 2.0 [H b R 2E R v st E AL %R, JbaT 100091 ;
oM EL KT, = B 650500)

N,

BE:
B RESE AT "M ERRAD FESREANG . 7% BERARFEHEFLEIE
ERDHEE TCMSP ke RA20H 77>, %8822 Drug-like properties (DL) =0.18 F1Afk
# A& Oral Bioavailability (OB) =30y M IHiE LS aF AR T EICEMM Y, BEASUAM
A RESHAAEAFEERNBEXER, BiIX GEO FUBREF RHME P RE<EEEE
SHTERERDT, REARGMEPREEREZREREANER. ALLRESAZEREE
FAFREEERARERERIEAERNNZEIRS, FEH Cytoscape 3.82 BRUEMELY-EHLE
Y- RBEHEEREENE, NiTEHARZXER, #H Cytoscape FHJ BisoGenet3.0.0 5 CytoNCA
MEEARBEML (protein-protein interaction, PPI) ; XI&EEERFFEH R 4.1.2 HX4EMER
47 Package #HITEE XKL (gene ontology, GO) MM MMERANREEREH
(Kyoto encyclopedia of genes and genomes, KEGG) BEEEED T, mEXTXEBEERSEMD
FTHITDFNEBERIEHEGR N &R NS4 EE] 187 MiEMAD, WNT 168 MR, 5
UC &M 568 NEFREARAWMXZXEEE 18 NMEEER, G2 EH LSS =
REMZHE, XBEILFSE—FUASE(Nitric oxide synthase, inducible NOS2). E4fEN
% -1 B(Interleukin-1 beta,IL1B). T E Y EHAEIBEDHESZE y(Peroxisome proliferator-activated
receptor gamma,PPARG)F iR & e B T 8 Bs R BUEF (Urokinase-type plasminogen activator,PLAU)
%, MHEDRT R ERRBIRARE, KEEC EEHEBE 14 £HEXESRE, 2 FNEER, &
IEMH A EYRESZOESRZEEARFMNEGE M. Eib: SAIPIRER. THBEEZH
SEMMAEWERT NOS2. ILIB. MMP3. MMP. PPARG. PLAU ¥, AEXNA IL-17. Toll

-49-



HRPERAE (XERR) FME 2023 FE—H

A, INF S ESBEXREFRGHEERRBMBENL MRS, BYZHS. ZBEAT RHMH
K.
K5

G EHmMERGA, MEGIES. EYE BN ST

Exploring the molecular targets and mechanism of Shaoyao decoction in the treatment of
ulcerative colitis based on network pharmacology

YUE Jiashu' 2, HE Lanye?, WANG Fang?®, JIA Xiaogiang®”

(1. Graduate School of Beijing University of Traditional Chinese Medicine, Beijing 100029, China; 2.
Department of Anorectology, Xiyuan Hospital, Chinese Academy of Traditional Chinese Medicine,
Beijing 100091, China; 3. Yunnan University of Traditional Chinese Medicine, Kunming 650500, China)
Abstract:

Objective To explore the molecular targets and mechanism of Shaoyao Decoction in the treatment of
ulcerative colitis. Methods The components of Shaoyao Decoction were retrieved through the traditional
Chinese medicine system pharmacology database and the analysis platform TCMSP, and the traditional
Chinese medicines of Shaoyao Decoction were screened out according to the conditions of Drug-like
properties (DL) > 0.18 and Oral Bioavailability (OB) > 30%. The effective active ingredients of the
compound recipes are used to search for the relevant genes related to the effects of traditional Chinese
medicine compounds through the active ingredients. The differential gene analysis of the ulcerative colitis-
related gene data sets in the GEO database is used to find out the significant abnormality in patients with
ulcerative colitis expressed genes. Therefore, the intersection of the target genes of Shaoyao Decoction and
the abnormally expressed genes in patients with ulcerative colitis was determined, and the Cytoscape 3.8.2
software was used to construct a drug-active compound-key target gene composite network. For the
screened intersecting genes, use BisoGenet3.0.0 and CytoNCA in Cytoscape to construct a protein-protein
interaction (PPI) network; for key target genes, use R 4.1.2 related biological information analysis Package
to conduct Gene Ontology (gene ontology). ontology, GO) biological function analysis and the Kyoto
encyclopedia of genes and genomes (KEGG) pathway enrichment analysis, and finally, molecular docking
of key target genes and active molecules to verify their binding ability. Results 187 active ingredients were
found in Shaoyao Decoction, corresponding to 168 targets, and 18 common targets were obtained after
crossing with 568 differentially expressed genes in UC patients; the core active compounds in Shaoyao
Decoction were quercetin and bean Sterols, the key targets are inducible nitric oxide synthase (inducible,
NOS2), interleukin-1 beta (Interleukin-1 beta, IL1B), peroxisome proliferator-activated receptor y
( Peroxisome proliferator-activated receptor gamma, PPARG) and urokinase-type plasminogen activator
(PLAU), etc.; Shaoyao decoction has many pathways in the treatment of ulcerative colitis, and KEEG
enriched a total of 14 related signaling pathways ; Molecular docking showed that the core active
compound ligands have good binding activity to the core target receptors. Conclusion Various active
compounds such as quercetin and stigmasterol in Shaoyao Decoction act on NOS2, IL1B, MMP3, MMP,
PPARG, PLAU and other targets, and adjust the corresponding signaling pathways such as IL-17, Toll-like
receptors, and TNF. Control the inflammatory damage of the intestinal mucosa of ulcerative colitis, and
treat ulcerative colitis through multiple targets and multiple pathways.

Key words:
Shaoyao decoction; ulcerative colitis; network pharmacology; bioinformatics
analysis; molecular docking
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RRMTEIT T RYERRIRTT , KA IR &2 R Ik
A, REBAEXNT UC KRIT IR R E&L LEE#,
S5 S-RIEKMIR. FREE. AVHIRIEETT 4
I, (BE D BERITRRAR, 218 15%(1)
BE B TR RN EERCE TR R R XU 138
T AT FEARIGYT . AT,  UC 7ERIEEZ KRR
. HiatR R E R R RBEET, MERES

DEROFRER R, BRI PA RS IE UC H IR Pk AP

Aj2iimH H T ARG R R AR (R IEHL A E R
), HAars 9 wk2hY), ThEeiE AR . AR,
il R E RS DN 7 BT o0 AN W | R Pl 11 = 2 g M
N, fFE 2R R B E R EPHE, HATy
FRE ST R, IR AREE, AEZE, EATAL
BB, 2k, 5XEEHFLME, K5
FERE AT L S0l 2718 VR 5 RS I IRAT,
WHEFEE T EHEE, ELbreHPRIE TR
UFIRIR S, . B Rt S S50 3R BT 2417 7] fig WA
Hil g B R B A, R R R OEIE I, SERE RS BT
P IRE, R R MEAN MR TS T R AR, L]
Al REE SFH M TLR4 /NF-«B i, #i# MPO. P-ik
=
MIF fil TXB2 f3iAH <M,

ETAWEEERENEEMxE, ACkiEl
W 26 2538 22 5 A W5 B W 0 77 3 R AT 253 R 7%
UC I MER 2> FHE S, IREBEPAE T iEH &Y
AT FH B0 A o O S R RN 4l %, i E AT
WA AR B R AT 233 2 T 18T UC IAE I HLA,
FHXTH]

S5 TN FH 43 7 5 24T BRAIE
2 FRITTE
2.1 R A FERE FE A 5

fii  H  TCMSP ¥ & ( https://old.tcmsp-
e.com/tcmsp.php) KR AT iz H R 7~ 25 KRR
KEE. w5, WE. ¥, WEE. HE. KENE
Ry, LA Drug-like properties (DL) >0.18
MR A B Oral Bioavailability (OB) >30% Jy i
HEARAFRT 2P AT AT L . [RIRT AL TCMSP ~F 53k
WA 25 H oy 298 U8 WA R bR . B
f& Bh DrugBank % #E J%
(https://go.drugbank.com/) 5 UniProt ¥4z &
Chttps:/Awww.uniprot.org/) X $EkR R [ 1) 3 R 3R 47 73t
D5 S DR 44 TR AT A

22 BN SRR R EREAEENKK

T M Sh i 9 BB RV RN (W L IR FE A B T GENE
EXPRESSION OMNIBUS %4}
(_https://www.ncbi.nlm.nih.gov/geo/ ) ¥ % Ulcerative
Colitis 343, ik th 757 & A ZLR (1)

GSE38713 a4k, AR HPEYEA Naria Planell
B i BN T 2012 3858 % GEO “F &, Hiha
H7T 43 NHEERNARBE, md 13 e,
30 fii UC EEDBL, A#sTET R 4.1.2 A 2250
GEOquery Package >KaCIZ#E4 GSE38713 [4IHL.
S B ROIE. FERGE ID R, R
R i Limma Package *f 3 R ¥ #E 47 2 7 2y
Mr, ik UC BEARG (g B AR 2 ik
3| 2 5L E (JLogFC|>1) , H P<0.05 (%,
FHEAR I 437 45 Fg A i 1L PR 5 3 TR A

23 5%AMA 5 UC REFRIAERNMAENE

i R4.1.2 ¥ VennDiagram Package ¥
GEO H#fadk i UC 3% 7 H KB BB R 5 2457
P83 BT IS (R SRR R CSE 4y, I 5 R
i JE i Cytoscape 3.8.2 2|~ 247+ 25 2 )5 - %< A
YA N 25

2.4 PPI MR RIME S D TEISCI

PPI 1 2% f#4 4 5 #1423 BT i HE Cytoscape
3.8.2 123 ) BisoGenet3.0.0 5 CytoNCA, ik5E
BisoGenet APP HH¥I/N AN (HPRD.  BIND.
DIP. MINT. INTACT. BIOGRID) {52 k%%
WL TR -5 72 S AR TR S SR 1) PP R [ LA X 4% )
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M Package, FHTJERIAAR

(gene ontology, GO) A=) Ihi &g 7B A2 K 40 1) ¢
# H B4 5 ( Kyoto encyclopedia of genes and
genomes, KEGG) P& & 7. 1K KEGG
KR M4 iE Cytoscape 3.8.2 B 1E 44l .
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£ TCMSP V&R~ 4N H s, H
1031 Fh A Ruksr, 12K 251% Drug-like properties
(DL) >0.18 I ARFIHE Oral Bioavailability (OB)
>30% ML SR, A 187 FhfF & ik &4 A 2L
sy, HArEAT 13 Fp. KM 8 By KiE 16 Fh. 4
H 2 Fi HE 92 A s 14 M. 3 36 FF. R
6 M REETCRF G IRL AR A RO . $EIE A
[ 97 e 7E DrugBank i AN UniProt $5¥E 2 H5 B
izttt 2934 WEYIEEENR, Hd, AR 122 4,
HEME 41 A, K3 110 4>, 3% 507 4>, ik 281
A, I 69 A4, KF 434, HE 1761 4, VR
53 DLPRA o 3K S B A B BT XS . IR (RIS O 168 A

3.2 ERERMTHE

FIH R #AEH) GEOquery Package M\ GEO %
JFE AR 4E GSE38713, 48 GEO #dE et
FEEBEE UC4 (N=30) 5I1E%W4H (N=13) , &ib
W EHRENERAKRIE )G, WEBREN p<0.05 H
logFC > 1, &z e 3] 305 N LR YS 263
ANTFIRRER, Hep, BT EAREER 25 M 3EH
mFE 1R, WEssrEdEHFes T HOLE (B D
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® 1 ERRIEREFER 50 NMER

Regulation
direction Gene Name
REG1A 5.701596765 0.00588584 Up
REG1B 5.189853002 0.010175054 Up
SLC6A14 4.991392566 1.09E-04 Up
MMP1 4.963608247 1.47E-04 Up
MMP3 4.668111879 5.90E-04 Up
DUOX2 4.65204904 1.54E-03 Up
DEFA5 4.261310625 0.013552875 Up
DEFA6 3.819373417 0.010096872 Up
DUOXA2 3.628022403 0.002525127 Up
SPINK4 3.590142516 4.47E-05 Up
LCN2 3.354560756 1.10E-03 Up
PI3 3.288509326 0.001875119 Up
MMP10 3.21317581 0.003267101 Up
REG4 3.190891034 7.92E-05 Up
DMBT1 2.987001276 0.015833132 Up
TIMP1 2.864973614 1.80E-04 Up
OLFM4 2.838270116 1.59E-03 Up
CXCL1 2.822777847 0.013472086 Up
SERPINA3 2.811239935 0.017706577 Up
TCN1 2.768090398 0.012837189 Up
CTHRC1 2.767056221 0.003110683 Up
C4BPB 2.741315152 0.002851863 Up
TNIP3 2.735945955 0.015843714 Up
C4BPA 2.705932288 0.013371071 Up
S100A9 2.705714545 0.011239616 Up
MCOLN2 -2.410079271 1.89E-03 down
UGT2A3 -2.439498008 4.41E-03 down
FOSB -2.44220403 7.42E-02 down
MEP1B -2.459493957 0.013321217 down
PBLD -2.485391057 3.90E-03 down
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DPP10-AS1
MT1M
TRPM6
SLC3A1
CD177
CHP2
DEFB1
ABCB1
SLC30A10
TMEM37
SLC26A2
PRAP1
CLDNS8
HMGCS2
SLC51A
GUCA2B
SLC16A1
PCK1
ABCG2

AQPS

-2.505274887

-2.533422502

-2.620470083

-2.774648826

-2.818258301

-2.838397299

-2.844594002

-2.959474562

-3.007110267

-3.090978592

-3.106594722

-3.223463622

-3.257645148

-3.262984822

-3.313915254

-3.367736439

-3.385779712

-3.455492053

-4.291244598

-5.989500938

HRPERE (KER) 0% 2023 F5—H

0.000288781

1.09E-02

2.55837E-05

5.26E-03

1.06E-03

2.16E-03

0.000145655

4.17E-04

0.000214854

3.23E-04

3.56E-03

1.56E-03

9.43E-03

0.002842879

1.30E-02

0.001180862

2.41E-04

1.36E-03

2.11E-04

3.91E-04

down
down
down
down
down
down
down
down
down
down
down
down
down
down
down
down
down
down
down

down
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# 2 14 logFC 71 18 a2 NIk A

Gene ID logFC adj.P.val
MMP1 4.963608247 0.000147195
MMP3 4.668111879 0.000589749

DUOX?2 4.65204904 0.001539686
PLAU 2.323551985 0.012107402

IL1B 2.234047538 0.036516767
NOS2 2.061549344 0.023334317
GJAL 2.011116812 0.00231678
MMP9 1.867269937 0.037815295

CXCL10 1.787910534 0.039389591

CXCL11 1.728812896 0.0314387

COL3A1 1.308597667 0.010841405

PCOLCE 1.293544134 0.037184246
CAV1 1.225956795 0.017317445

F3 1.139466187 0.010740026
SPP1 1.041903586 0.028099379

MAOA -1.077796648 0.002346291

HMOX1 -1.369873289 0.000382949
PPARG -1.377777361 0.000349262
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# 3PPl MBI T4 R

Name Degree Betweenness Name  Degree Betweenness

HSP90AALl 29 46.52071 NFKB1 18 13.034756

ESR1 27 42.563225 CTNNB1 18 17.04358

HSP90OAB1 24 26.476347 HNRNPA1 18 18.455944

HSPAS 24 27.26665 SRC 18 16.333002

HSPA4 24 26.566385 NR3C1 18 16.372787

AKT1 24 27.486343 RELA 18 16.076666

EGFR 24 31.186985 CLTC 17 19.585485

YWHAZ 23 21.947918 CAV1 17 17.75005

COPS5 23 30.726437 IKBKG 17 13.967052

VCP 23 23.417772 ACTB 16 13.643716

NTRK1 21 20.248316  PPARG 16 13.14218

TUBB 21 23.072794 HUWEL1 16 11.109063
NPM1 21 19.95705 JUN 16 10.808354
UBC 21 27.680767 MYC 15 13.764409

EP300 21 28.797699  TRAF6 15 10.305527

MDM2 20 19.107786 FN1 15 8.910406

PRKDC 20 24.2985 EEF1A1 14 9.79115

AR 19 16.148197 SMAD?2 14 11.952028

STuB1 19 17.46515 NOS2 14 7.392058

APP 19 21.37351 UBE2| 13 8.253245

K 5.1 K 52 K 53
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K 7 KEGG B0

* 4 KEEG #i & £ 31

ID Description p.adjust qvalue genelD Count
hsa04657 IL-17 signaling pathway 0.000110301 8.00E-05 MMP3/MMP9/MMP1/IL1B/CXCL10 5
hsa05417 Lipid and atherosclerosis 0.001890754 0.001370656  PPARG/MMP3/MMP9/MMP1/IL1B 5
hsa04620 Toll-like receptor signaling pathway 0.001890754 0.001370656 IL1B/CXCL11/CXCL10/SPP1 4
hsa04668 TNF signaling pathway 0.001890754 0.001370656 MMP3/MMPY/IL1B/CXCL10 4
hsa04926 Relaxin signaling pathway 0.002623069 0.00190153 NOS2/MMP9/MMP1/COL3A1 4
hsa05418 Fluid shear stress and atherosclerosis 0.002918766 0.002115888 MMP9/HMOX1/CAV1/IL1B 4
hsa05202 Transcriptional misregulation in cancer 0.008607561 0.006239841 PLAU/PPARG/MMP3/MMP9 4
hsa05171 Coronavirus disease - COVID-19 0.010218719 0.00740781 MMP3/MMP1/IL1B/CXCL10 4
hsa05323 Rheumatoid arthritis 0.010218719 0.00740781 MMP3/MMP1/IL1B 3
hsa05215 Prostate cancer 0.010218719 0.00740781 PLAU/MMP3/MMP9 3
hsaoaga ~ A\CE-RAGE signaling pathway in diabetic 0.010218719 0.00740781 F3/IL1B/COL3AL 3

complications
hsa05146 Amoebiasis 0.010218719 0.00740781 NOS2/IL1B/COL3A1 3
hsa05219 Bladder cancer 0.026343312 0.019096939 MMP9/MMP1 2
hsa00330 Arginine and proline metabolism 0.037569771 0.027235285 MAOA/NOS2 2
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TMAEE, ADRRARSEAZENERRE, EhfERnattxE, LEhgERTmSE. F&E
FTHEAADAZESENRRE, AROAORENESR. RAETNTE. RETHKEMATENHR. 754, 1R
ExMHAZBHNTAAE, FESTHNER. KKIER: RELEFALANTUNNE SatahEER
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KA :
REHE, &, $7, HONEH

The Effect of Chinese Herbal Medicine and Acupuncture on Female
Infertility by inducing Ovarian Cycle

Dan Jiang

Hallam Institute of TCM UK 439 Glossop Road Sheffield S10 2PR UK

Abstract:

The disorders of reproductive and endocrine systems are the common cause of female infertility. The problems can be
caused from either organic or dysfunctional reason. The author analyses the pathogenesis of the infertility common incident
in the West and the mechanisms of acupuncture and herbal medicine treatments. The article is the report of how TCM
therapies of which acupuncture and Chinese herbal medicine are utilised together to treat infertility. Acupuncture plays the
unique role to support conception by stimulating and strengthening the self-regulating, self-healing functions and promote
ovulation; Chinese herbal medicine can be prescribed, according to the particular condition in the individual case and
following the menstrual circle as well. Uniting both TCM therapies, they will make for an effective treatment in the lesser rates
of patient visiting the clinic for gaining an expectant treating effect. This is a successful experience to manage TCM treatment
-66 -
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during the practicing condition in the West. Some successful cases that are treated in UK which are involved in some natural

pregnancies supported by TCM and pregnancies assisted with IVF treatment which is supported by TCM, are illustrated in the

paper.

Keywords:

Infertility;, Aacupuncture; Chinese herbal medicine; Menstrual circle
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Pain is one of the most common symptoms. Clinically, pain can be a symptom of many clinical diseases, or it can
occur as a disease alone. At the same time, pain can be used as a warning of injury to the body, causing a series of
defensive protective reactions. For the mechanism of pain, researchers in different periods have carried out studies
from nerve, body fluid and other aspects. Some hypotheses have been proposed, such as the gate control theory of
pain, endogenous pain suppression system, and other concepts. With the clinical trial researched more deeply, the
discussion on the mechanism of pain is becoming more and more diversified and systematic. Acupuncture is a
unique treatment of diseases originating in China. It is a therapeutic method to treat diseases in the body through
the conduction of channels and acupoints, and the application of certain manipulative methods. Broadly speaking,
acupuncture therapy includes acupuncture and moxibustion, two major aspects. At the same time, acupuncture and
moxibustion are also the important methods for the clinical treatment of pain, especially acupuncture treatment.
Acupuncture analgesia has a long history. According to traditional Chinese medicine (TCM), it is regarded that
“Causes of pain were mainly in two aspects, obstruction and malnourishment. Obstruction of the channels and
collaterals could lead to pain. Failure of nourishing in viscera and bowels could also lead to pain”. Acupuncture
therapy has the therapeutic effect of dredging the channels and unblocking the collaterals, harmonizing yin and
yang, as well as reinforcing healthy qi and dispelling pathogenic qi. Thus, it has a certain therapeutic effect on
different types of pain. Under the continuous in-depth study of modern medicine, the mechanism and principle of
acupuncture analgesia have gradually penetrated from the aspect of ancient channels, collaterals and acupoints to
the molecular level of nerve cells and neurotransmitters, electrophysiology and so on. The mechanism of
acupuncture analgesia is one of the most active fields in medical research. This paper summarizes and discusses the
local mechanism of acupuncture participating in pain control from the six aspects, as gate control theory,
conduction and regulation of adenosine, inflammatory response, ion channel in acupoint area, mast cell in acupoint

area, and connective tissue.
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TALEEHABE NN EE AR TS 55 ES R
MK, FHETEER. RHRAEIRNBHEE.
R, AERIBISAT KERBER MR EFE
M, FERAERER. BETFENEREERNFES
EURZRLERESL, HHEURZREABWER
HHZENEFBERRER, RIRESEEETIRME
£275(DRG), HMEEEEHEIMRN, LiTAEE=EF
WA BRI . SR ERBSATHENRZRESR
BERAMRNZBHEEER, IFERMERERL S
B F. AgM. PGE2. 5-HT. ZHB%. NGF, il#H|{HE M
R ZRRIMNE SRR BL IR TRPVL H VGSCs BYBEBRL,
MmN F L RIR MR INE R A M R A 1A
(29) (30) . DRG HAEMERHATZEIEN
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BOMEZ MG ESEASEMIEM, o] AR HE R
MG EUERREBZTEESRT A, NmiEzE
BIER, HuEkiE=BENXEEREANTIE
V. BHE HTHAERBERARKD . CGRP Z&EL
BRI, NRRMEAERSHINSE, FihReEst
SEB[LSENEIN. NECAB2 SEMRS, HENE
TARAMNERER, XURERIE=ZENNAEER
ERRNEENSH. TNMKERIBEISNERRE M. 14
ZIFEHP AT DRG MBS AN — R R E T
LBFIRER. SEHENRE. PIRRMEAIRSH
MERNEEEEANTLTENS T RAFLR BIELR
M AT EHA M EREA R EREANER.

Analgesic
effect

Acupuncture

Inflammatory state of
peripheral sensitization

Rl (B @ B g RIFSNABL R IR
BEtwEftha, SESFE-RIIRMERE. HEM
SRABNSHEMRE, BRARNEMERT, M
S5 REAERI . MR TR HNRRE TR
TRIEER, MREmaSEEE.

4. RXEFRIESHREEERE

TEBTBESS THEREMRBRNLLE. KRR,
Hepveses x X REM. MERtha, SRR
=X#HETETEXNE, FEBRUSEEMATNRENS
SUAR, {REEIAE T IBIE A ARRRALA DRG FfE B A
METhRA, AMSEHERELERE (31) .
Isose & (32) thiEHMEMGEHRimIMRK DRG
B FIRIEFEIEN,
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VGSCs @R HA TN EMNERRERER, HAERKR
RIBEWIRES . shfEBRAA B A AR E TT AR i
AU R FEZIEEMEA. Navl.l, Navle,

Nav1l.7. Nav1.8 1 Navl.9 R HL TTIRIA, XL
RENEYYIREFIE, MERHEREHEITIE F AT
FRIAER, RETHEXREESESTHMEER.

5 (33) R, 2 Hz BEFFIE=2"TJBE(E Navl.7,

Nav1.8 7£/\fR DRG H93RIL MR E. VGSCs
RN TR INFEEIHE BT EERRS PR
HWETHEI (34) . 7EVGSCs WHIAF, Navl.7,
Nav1.8 1 Navl.9 TESNEHARGHMERIE, XER
WEEGENRBNESTEEEXEENER, XK
BENREFAART SRS HRBEERNRARE
(35) .

s (36) REA, MBTRESS TREMETHNT
EXew, NMSEHESRENRRE, mitfgRdsE
MBEFBENREATEEFER. WE 37) FARE
B, EBETRERRIR CFA B SRR MARERRRE MK

RS FRIERR, MMERRKRE. Yen F (38)

ML, BRI R RMERGSENT LR

R NER DRG F1&SEH Navl.7 1 Navl.8 MEHIKE,

EE SR EEER .

Analgesic
effect

Inhibit ion channel

Acupuncture

BT BEERIMEBLATAE T EREM. mitH
(5 THREBIXBTBENIF, KERSTE
BHRYERIL, wE AR IER.

5. RXBER A8 5 5 R
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24 5 A (mast cell, MC) TR MEEMR 2 TIRE
HEEBAUDNEKR ., EHARH MC IR AN
i, HIEEZH (39) , 5 MCHXNERRES S
RIFATRE TR AENMELMER, RE—ME
AEMMBERETHER (40) . THERF (41) UL
SRR S X AER MBI BHXER. &
46 R SO MM AR N EFAH, WA, BEHEA)
AMFEMAVAE, FER2PHEF XTI K (AA adjuvant
arthritis) KFRARE |, RARFABTRFHNTTE MU
KRR SRR RIA OV ERIEHR, tWREE. FEHA
X RAREBIR. BN XKNBLIRFI N GED A,
ARERERREABELE, URHTNERERTL
BI. ERIET, BEHMFHY AA KREERAZH
BN, mxXTRATL(P>0 . 01), HPFE A4k
MBREFRE TR, BN, BEHMFHANEARY
A HEER AAEA B B M AR R R B B S T X RA
(P<0 . 01), JUAIZER A AYRE R MHAE 7 $H R ERBU AY
FESETEEERER, EXAREINSS T $R
BN FERES MA@ R E F R SR E.
KMUHAREEI (42) | ARUSHH E=2"RE
1% 30 pEEEPARNBRERE, B AMA
LR Ze, BENREREIERALEERIEX AR
FRENLL, NEREHERM ERMARERRER, &
MEEBERNBR) SEHENHMNTE., SRERPAFHAR
"B=ENREEEEBER ZRHEBMTHRZIT
xR e & HBR Sh R A UL K A AR A9 A Rk T BE
&, XMERERWIHEMEISE. SRIERALRERE
RN R ERS, MEHE RN IXBER
PIZBBRINR . AREFINA, TAARPAIERMAE
HEHREBERNNEdEPEEEREM, EAAM
BB S5 T SRR~ EEE. fRESA]
fBARRIIZR, H—LDTIAD, HEHEAERALL#HITIR
AR AN, SR REREHARTENES,
5t R $HANB IS 47 4 ) B 1D M ARR (L B S
HoGiaEns e Rt mmpifk, 7FEBTA
UK E LR SMEER BN AR EE kS &
AURERARAR. MT SRS ARRBERT BRI
MR AL RGBSR, AMRTDEBEENE, SEXAR



B#NM&RG. AR |REHTER, SIXR—FIIAELEY
MNMEE, EUSEREBEBIKLE, NBHRRKK
. RERE. SERMFRR, FERERMERIER

R —M, HABRE DX R R 5~ LR

SAEEARRAZCEIADIASMHINENER, BIE
(43) MRBAHRERIN SNXEXMIINEER
XEKI, KBEE S 650nm+10.3um FHLFIE
650nm HABS AU EFIMAETARR "E=ZE "E
EEERIN,;, NXHPHIEAMEERBRA R SERIN
EEFERX, EHHRERINNESETEEEER
ER.

Acupuncture

Mast cell
degranulation

-

TR R B B K 2 B 7E S R SRR S B9 = LR I FE R
EEZER, EXERETNSS T SRR T 5
RS SN MR E T SHiRERE. R (B5)

TR RS BRI S | R — R EMER,

MTEE FER S .

6. FHEFER S RIER

FHARETNHNRRAWEDSIULSE (44) , M'BTE
FHALNKRREATY. SR EULEIAAZ
RIS EHARTHRES T, ERFHETNEHAR
B RECHRUL(NTC) FIZER (45) . @i NTC,

ERIRRAS, ERERETY, FRAMEEREE,
XBidEREFAERANRRESBENBEREERE.
fREST (46) S5iFst (47) MEAREREF, BAEZRL

FHRNFRIRARTER, EXMERT, A=
RUBFR R LIRS, MAEHARATERATR.
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HRZE (48) &I 80%BHIINAIK 50% ML e
ESANEHFEREO L, EREE—FERR T HE
RERER), A—THEHARTEFHENSS. HrE
ZREZIMMRER, RETHEXRE. FRFBNLES
PRAENERAR—PEANE, BKRAGCHASRE.
2. MEFKERE, NS XEMENIRD, @i
BRI, (NTC) gk, 5 S EREERRNHEMERAL

2 MEERIBRENRSG. R8T EAEHTH
Frig“ n& "B, = NTC5|ANER. LTibEVIMEER
EEVER WY BENHFABRRERENEARENR,
PERMMNEIBRR, MR ELENEEES. A
ERIVMEERET ZE, FXELETEEITRE,
WEMES), BEEARKE. BEAREK. BIERM
ERHEENER. Flt, TRERARBLEHNERE, &
RITREFEAA R IRR S A BRI, TR (B
IE) AR (Theexil) &ET1ER. SHRERIER L
ATE H TR IR GRS, TTEMESEAKE. F4
R ERMNETMESEERER, XML
— T EFBR AR RS A E R EN, 5lE
HAFEHER, H—AEmBRSAERMENNESER
WANAENER, —23RAMBIMES BT MEEMNBER
1, NmAHERFIEL. BEEERTIDW, STHEINR
BHTEIE, MX—(EAtLNHKLEG LR, —2
ERNSMEANRSERASIRMBELGE, X—EAsIE
T—NEREEMTERBEAME RN, BEEREAN
WESHBEEITL, FErSIEEEEAIEBAL ERK BEER

xRN TIEIE (49)

Connective
Acupuncture tissue
IR AT BRSO S HAR, (e AFR R

B, thEHFIEMEBIRE. MAEFERNBY
MREFFEAE, HUgS5SMAKRNEIRRIEN

%,
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ERHUMMRA DX T HREBNERME, BEAR
RARNRR, NHRERONBEHRIEE T ZTHT %,
PHIR T R RIRRGTTHAERME, Rt ARSk
RIS T BMNSE . MRSIHNEREST EEHR
FOREHMAEER, ARBUEHERIEF IR
BRI REETT TR,

2 4k

ICN=HA

HRBERBEHRIEEENEIERAWRH M. £
REBAREER A EEEFNAREZNRAREMN
HR. RXABERFR, RENESSIEN, KE
R, RXBF@E, AXEKRAER SEHARNDTT
HBETIRIR T $ %S 56 R a BEAIEMALS .
EASHRNEMRRATER. SISHARTEHZ—,
RERBYHH RIS B E R AT RBZ UM RE
A FNERFE, X—PHNRAFRMEI AR
BASTRTPEHRE. 5. K. RANETEF#E
BUERAR G SUE I A ROFH Bz —. AEARKD U
MREZFE, HRBEARNMBEEREZSUARES
HAEBREARFIEAL.
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Abstract:

Hyperuricemia is one of the metabolic diseases plaguing mankind, associated with serious complications
including hypertension, obesity, diabetes, heart failure, and chronic kidney disease. Those various

complications seriously damage human health. When uric acid nephropathy is poorly controlled, chronic renal

failure can occur. The treatment of gout nephropathy in Western medicine mainly focuses on reducing purine
synthesis and increasing uric acid excretion, but the risk of these drugs increases when renal function is
impaired. In recent years, a large number of studies have shown that many traditional Chinese medicines can
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lower blood uric acid levels, alleviate renal fibrosis, reduce urinary protein, and protect renal function. This
article summarizes the molecular mechanism of treating gout nephropathy with traditional Chinese medicine,
Acupuncture, Chinese diet therapy to find better ways to treat gouty nephropathy.

Keywords:

Hyperuricemia, Gout Nephropathy, Traditional Chinese Medicine, Acupuncture, Dietary Therapy

1.Introduction

Hyperuricemia (HUA) is a metabolic disease
caused by purine metabolic disorders. Uric acid, as
the end product of purine metabolism, mainly
comes from the decomposition of nucleic acids and
other purine compounds decomposed by enzymes
in cell metabolism and purines in food. In the
human body, 80% of uric acid comes from
endogenous purine metabolism, and 20% comes
from protein foods rich in purine or nucleic
acid¥ .Elevated serum uric acid (SUA) levels (>7
mg/dl) increase the risk of gout in humans®. In the
United States®, results of three-stage (1966—1970,
1988-1994, 2007-2010) national health surveys for
teenagers aged 12-17 showed that the prevalence
of HUA was 12.1%, 8.6%, and 10.9% respectively
( reference for adults: male>7.0 mg/dl, female>5.7
mg/dl). High blood uric acid levels and gout are
also associated with a series of serious
complications, including hypertension, obesity,
diabetes, heart failure, and chronic kidney
diseasel“l®!

The prevalence and incidence of
hyperuricemia are significantly different in different
geographical regions® .According to data from the
2007-2016 National Health and Nutrition
Examination Survey (NHANES), showed that in
2015-2016 the prevalence of hyperuricemia in
American males was 20.2%, and in females was
20.0%. The incidence of hyperuricemia in the
United States from 2007-2016 remained stablel].

Uric acid nephropathy, also known as gout
nephropathy(GN), is caused by a disorder of purine
metabolism in the body, resulting in excessive
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production or reduced excretion of uric acid. Urate
salts deposit in the kidneys, impairing renal
concentrating function and increasing nocturia in
the early stage. In the late stage, the glomerular
filtration rate declines and blood creatinine rises,
leading to chronic renal failure.

Uric acid nephropathy threatens human’s health.
So seeking optimized treatment in traditional
Chinese medicine and Western medicine is a
serious issue in clinical practice. Therefore, this
article discusses new developments in various
researches such as Western medical research on
gout nephropathy, the pathogenesis of traditional
Chinese medicine, single herbs, compound
prescriptions herbs, acupuncture treatment, dietary
therapy, etc., hope to integrate all advantages into
a clinical treatment plan.

2.Progress in Western Medical Research on
Gouty Nephropathy

2.1 Western Medical Research on the
Pathogenesis of Gouty Nephropathy

When uric acid is produced in excess in the
body, urate crystals form in the renal tubules and
deposit in the renal tubulointerstitium, leading to
tubulointerstitial inflammation and fibrosis!®.Urate
can also promote the formation of uric acid stones,
leading to obstructive nephropathy and chronic
kidney disease. Excessive uric acid can also
stimulate monocytes to produce inflammatory
factors such as interleukin-1B (IL-1B), interleukin-6
(IL-6), nuclear transcription factor (NFK-B), and
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stimulate the synthesis of monocyte chemotactic
protein (MCP-1)®lincreasing the inflammatory
response, causing glomerular atrophy, sclerosis,
tubular epithelial cell apoptosis, and eventually
irreversible kidney damage!*?,

Zhang Tao*!! studied the effects of uric acid on
mitochondrial oxidative damage and related
apoptosis pathways in cultured human renal tubular
epithelial cells (HK-2), and found that high
concentrations of uric acid can induce increased
synthesis of reactive oxygen species (ROS) in HK-
2 cells, reduce membrane potential, and down-
regulate the expression of the mitochondrial-related
protein Prohibitin, leading to cell apoptosis,
suggesting that high uric acid may lead to renal
tubular epithelial cell injury and cell apoptosis
through mitochondrial oxidative stress damage.

2.2 Western Medical Treatment of Gouty
Nephropathy

Hyperuricemia can be divided into
asymptomatic or symptomatic. For patients with
asymptomatic hyperuricemia, lifestyle changes
such as exercise, dietary changes, alcohol
consumption reduced are sufficient to lower uric
acid levels'?. The patient of symptomatic
hyperuricemia are gout, kidney stones, and uric
acid nephropathy™3l, which require uric acid-
lowering treatment.

As shown in Figure 1, uric acid-lowering drugs
can be roughly divided into three categories:
reducing uric acid synthesis (xanthine oxidase
inhibitors), promoting uric acid excretion (URAT1
inhibitors), and regulating uric acid metabolism
hydrolysis (urate oxidase inhibitors). Xanthine
oxidase inhibitors, classified as purine analogues
(including allopurinol) and non-purine analogues
(including febuxostat and topiroxostat), can reduce
endogenous uric acid production and further lower
uric acid levels4H19],
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Allopurinol works by inhibiting xanthine oxidase,
preventing the conversion of hypoxanthine to
xanthine, and xanthine to uric acid, thus reducing
the production of uric acid. Due to the side effects
of allopurinol, its clinical use is relatively limited.
Allopurinol has certain hepatorenal toxicity, bone
marrow suppression, and allergic reactions. When
chronic renal failure is combined with high uric acid,
small doses of allopurinol should be used (usually
100mg/d), and observation of toxic side effects of

the drug carefully®l,

Febuxostat is a non-purine xanthine oxidase
inhibitor that can lower serum uric acid levels, but it
does not inhibit various enzymes related to
pyrimidine and purine metabolism and synthesis. It
depends on uridine diphosphate glucuronic acid
transferase (UGT) (including UGT1A1, UGT1A3,
UGT1A9, and UGT2B7), cytochrome P450 (CYP)
enzymes (CYP1A2, CYP2C8, and CYP2C9), and
non-P450 enzymes!*” . Based on U.S. medical
insurance claims data (2008-2013), a cohort study
assessing cardiovascular risk in 99,744 elderly gout
patients on medical insurance showed that
compared with allopurinol, patients using
febuxostat had a slightly lower risk of worsening
heart failure*®.This drug is fully absorbed orally and
is mainly metabolized in the liver, with 30%
excreted unchanged by the kidneys. Middle-severe
renal function impaired patients do not need to

adjust the dose, and side effects are rare.

Topiroxostat is a non-purine xanthine oxidase
inhibitor, which interacts with many amino acid

residues in the solvent channel and covalently



binds with molybdenum (IV) ions to produce
hydroxylated 2-pyridine metabolites to inhibit
xanthine oxidase. It can inhibit ATP-binding
transporter G2 (ABCGZ2), which is involved in the

secretion of renal uric acid and intestinal uric acid?.

Benzbromarone is a typical uricosuric drug that
inhibits renal tubular urate reabsorption, promotes
uric acid excretion, and reduces serum urate
concentration. In addition, it is a urate transporter 1
(URAT1) inhibitor that can be used to treat kidney
function impairment. Benzbromarone may reduce
the binding of plasma proteins to urate, reducing
the secretion of uric acid in the renal tubules °120],

Lesinurad is a common URATL inhibitor that
inhibits serum uric acid levels by inhibiting URAT1
and OATA4. Uric acid transporter URATL1 is
associated with renal tubular reabsorption of uric
acid. Organic anion transporter 4 (OAT4) is a uric
acid transporter associated with sodium-
independent organic anion transport and excretion
and participates in diuretic-induced hyperuricemia
21 1n a hyperuricemia mouse model, co-
administration of lesinurad and allopurinol can
significantly reduce serum concentrations of
inflammatory cytokines, glutathione peroxidase,
hydrogen peroxide dehydrogenase, urea nitrogen,
and uric acid, thereby improving renal function in
hyperuricemia mice 22, In vitro, lesinurad inhibits
OAT4 and URAT1 but does not inhibit the activity of
GLUT9, OAT1, OAT3, or ABCG2, and can lower
serum uric acid levels by inhibiting urate

transporters in the kidney 23,
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Losartan is an angiotensin Il receptor
antagonist (ARB) with good antihypertensive and
kidney protection effects. It can reduce proteinuria
and is one of the commonly used antihypertensive
drugs in cardiology and nephrology. It exhibits
significant uricosuric activity in hypertensive
patients. Losartan?!! has been found to alleviate
diuretic-induced hyperuricemia, and there is in vivo
evidence that losartan can inhibit URAT1 in
hypertensive patients, thereby reducing blood uric
acid levels. Losartan can lower blood pressure and
blood uric acid levels in a dose-dependent manner.
It may lower blood UA levels by inhibiting the
URAT1 transporter and reducing its expression at
the mRNA level.

3.Traditional Chinese Medicine (TCM) Research
on Gout Nephropathy

3.1 Research on Etiology and Pathogenesis of
TCM

The ancient Chinese physicians' understanding
of gout can be traced back to the early ages. Zhang
Zhongjing, a medical saint from the Han Dynasty,
described the clinical manifestations of "gout”
(although the diagnosis term did not exist at that
time) in Jin Kui Yao Lue as “Joint pain can't be
flexed and stretched"”, "It hurts like a stick", "It's all
caused by drinking and sweating in the wind" , and
proposed "Gui Zhi Shao Yao Zhi Mu Tang" and
"Wu Tou Tang" for treatment ?° . In TCM, gouty
nephropathy is often categorized as "Li Jie", "Lin

Zheng", "Xu Lao", "Yao Tong", "Bi Syndrome" 125,

Based on their predecessors, modern

physicians have their own insights and
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understanding of the etiology and pathogenesis of
Gout. Wu Shengyuanl?” believe that the occurrence
of the disease is due to the blockage of meridians
by external pathogenic factors such as wind, cold,
and dampness, combined with the internal interplay
of phlegm and dampness, the pathogenic factors
are unable to disperse externally, resulting in acute
joint swelling and pain. Gout often occurs in obese
individuals, who generally have spleen deficiency,
combined with a rich diet, leading to abnormal
metabolism and accumulation of metabolic
products in the joints due to the failure of spleen in
transformation and transportation, and the retention

of dampness and phlegm.

Zhang Xikui ?® believes that gout nephropathy is
mostly due to external exposure to damp heat,
overeating of greasy food, and phlegm formed by
prolonged damp heat; or long-term illness and old
age, deficiency of kidney yin, and external
pathogens trigger the disease. The syndrome of
deficiency in origin and excess in superficiality,
deficiency of the spleen and kidney as the
foundation, and obstruction of pathogenic disease
caused by phlegm, dampness, heat, and blood
stasis. Over the years, the pathogenic factors enter
the meridians and block the kidney meridians,
leading to stagnation of Qi and poor blood
circulation, making it difficult to expel the
pathogenic factors and causing damage due to

accumulation of toxins.

Li Yewei ! believes that the development of

this disease mainly involves the spleen and kidneys.

With the deficiency of the spleen and its failure to
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perform its functions, the abnormal metabolism of
water and fluids due to kidney Qi deficiency, Clear
yang does not ascend, turbid yin does not descend,
and turbid toxins cannot be secreted to cause the
disease. Phlegm turbidity and water dampness are
the main pathological products.

In 2008, the Kidney Disease Branch of the
China Association of Chinese Medicine developed
the "Diagnosis, Syndrome Differentiation, and
Efficacy Evaluation (Trial Scheme) of Uric Acid
Nephropathy %, This scheme divides uric acid
nephropathy into basic syndrome and manifestation
syndrome. The basic syndromes include spleen-
kidney Qi deficiency syndrome, spleen-kidney Yang
deficiency syndrome, Qi-Yin deficiency syndrome,
liver-kidney Yin deficiency syndrome, and Yin-Yang
deficiency syndrome, and the manifestation
syndromes include damp-heat syndrome, blood
stasis obstruction syndrome, cold-dampness
obstruction syndrome, and phlegm-turbidity

obstruction syndrome.

Wu Sugin® have summarized the clinical
randomized controlled trials of TCM treatment of
uric acid nephropathy in the past decade and
concluded that the main TCM syndromes of high
uric acid nephropathy are spleen-kidney deficiency
syndrome, damp-heat obstruction syndrome, blood
stasis obstruction syndrome, damp-heat and
phlegm-turbidity syndrome, and phlegm-stasis

obstruction syndrome.

Sun Wei B2 believes that the occurrence of
hyperuricemia is closely related to the dysfunction

of the spleen and kidney. The main pathogenesis of



this disease is basic deficiency and excess in the
manifestation, the basic deficiency refers to kidney
deficiency, and the manifestation excess refers to
dampness and toxicity stasis, summarized as
"kidney deficiency with damp (turbidity) stasis". He
said If the spleen and kidney are both deficient, the
clear and turbid cannot be separated, and the
damp turbidity accumulates over time, transforming
into toxins, and the toxins stagnate to form stasis,
thus causing this disease.

Gao Yanbin ¥ believes that chronic uric acid
nephropathy is a kidney complication formed by
gout over time, and long-term pain and illness
entering the meridians, eventually affecting the
kidneys. He believes that "toxicity causing stasis,
and kidney meridian damage" is the key to the
onset of this disease. The "toxin" that "damages the
kidney meridians" is the endogenous toxin in the
human body. It is formed by uncontrolled diet,
spleen dysfunction, kidney Qi dysfunction, liver
dysfunction, stagnation of food and water, difficulty
in the ascent of the clear, and the descent of the
turbid, the accumulation of phlegm and fat rot. The
turbidity and toxins become sticky and adhesively

damage the kidneys, meridians, and muscle

channels, causing blood flow obstruction and stasis.

Liu Hongfang B4 mentioned in her gouty
nephropathy article: The kidney is the foundation of
life inherited from our ancestors. When the kidney
essence is abundant, the Yin and Yang harmonize,
and all organs and body parts function
harmoniously, the body is healthy and less prone to
illness. Kidney essence deficiency or poor

nourishment can lead to various pathological
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changes. She believes that gouty nephropathy,
whether acute or chronic, has the characteristics of
kidney essence deficiency and kidney meridian
obstruction. As the disease progresses, kidney
essence deficiency becomes more serious, and by
the late stage of the disease, all organs are
damaged, kidney meridian obstruction symptoms
are more pronounced, and phlegm, dampness,
turbidity, and stasis are all present, leading to
various symptoms. She said that in the acute phase
of this disease, evil is rampant and righteousness is
deficient, with kidney meridian obstruction as the
prominent feature, manifesting as red, swollen,
painful joints in one or multiple areas, swelling of
the lower limbs, sudden oliguria or anuria, and
urinalysis showing leukocytes, proteinuria, etc. In
the remission phase, kidney essence deficiency
and kidney meridian obstruction show a
relationship of mutual consumption and growth.
Some patients show symptoms such as increased
nocturia, daytime sleepiness, fatigue, limb fatigue,
waist and knee weakness not enduring long
periods of sitting or standing, dizziness, tinnitus,
edema, joint pain, turbid urine, and other recurrent

attacks.

3.3 Molecular Pharmacological Mechanisms of

TCM Treatment for Gouty Nephropathy

3.3.1 TCM inhibits inflammatory response and
downregulates various inflammatory factors in

gouty nephropathy

The deposition of uric acid crystals in gouty
nephropathy can lead to the infiltration of

inflammatory cells and the activation of the NOD
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family's neutrophil alkaline phosphatase 3 (NALP3)
pathway B° This upregulates the expression of
monocyte chemotactic factor-1 (MCP-1) and the
activity of cyclooxygenase-2 (COX-2) in the kidneys,
prompting areas of inflammatory cell infiltration to
release large amounts of inflammatory mediators.
These inflammatory mediators can further activate
related immune responses and inflammatory
signaling pathways. Wu Xinlinl®®! observed urate
crystal deposits in the renal tubular epithelium and
interstitium of rats with gouty nephropathy,
accompanied by inflammatory cell infiltration. After
treatment with dampness-eliminating, turbidity-
draining, and stasis-removing therapy, the
formation of urate crystals in the rat kidney tissue
could be reduced and the degree of inflammatory
cell infiltration could be alleviated, thus protecting
the kidneys. And after the same therapy, they
found that the expression of MCP-1 protein and IL-
18 mRNA in rat kidney tissue was downregulated,
which had a uric acid-lowering effect comparable to
allopurinol and also demonstrated a superior
kidney-protecting effect compared to allopurinol.
Meng®"! found that rhubarb acid can inhibit the
activity of xanthine oxidase (XO) in the peripheral
blood of UAN mice, downregulate the production of
IL-1B, TNF-a, and prostaglandin E2 (PGEZ2) in the
kidneys, and exert a uric acid-lowering and renal
inflammation-relieving effect. Zhu Wenjing's
researcht® found that IGPS can treat UAN rats,
reducing serum uric acid levels and reducing the
expression of COX-2, TNF-a protein and mRNA in
the kidney, thus alleviating the kidney's

inflammatory response. Yang®® found that Wu
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Ling San Powder can inhibit the activation of renal
NLRP3 inflammasomes in hyperuricemic mice by
regulating the TLR4/MyD88 pathway, thereby
reducing the release of renal IL-13 and alleviating
renal inflammatory damage caused by elevated

serum uric acid.

3.3.2 TCM regulates renal uric acid transporter

proteins

Human beings lack of uricase to break down
uric acid. Uric acid, as the final product of purine
metabolism, is mostly metabolized from the kidneys,
respectively through glomerular filtration, renal
tubular reabsorption, and re-secretion, and finally
excreted from the body through urine. The
excretion of uric acid is dependent on related
functional proteins in renal tubular epithelial cells,
having active transportation to facilitate the
transport of uric acid. These include uric acid
transporter 1 (URAT1), glucose transporter 9
(GLUT9), organic anion transporters (OATS,
including OAT1, OAT3, OAT4, and OAT10), ATP-
dependent transport proteins (MRP4), and
sodium/phosphate cotransporter proteins
(NPT1/NPT4). Among them, URAT1, GLUT9,
OAT4, and OAT10 primarily participate in the
reabsorption of uric acid in the proximal renal
tubules, while the roles of OAT1, OAT3, MRP4,
ABCG2 are primarily involved in renal tubular

secretion of uric acid, promoting uric acid excretion
[40]

Wu % found that the saponin component
Pallidifloside D contained in its rhizomes can

protect the kidneys by downregulating the levels of



URAT1 and GLUT9 proteins in mouse kidneys,
thereby inhibiting renal tubular reabsorption of uric

acid.

BiXie is a traditional Chinese medicine used to
treat gout, with functions of eliminating dampness
and heat, eliminating rheumatism, and lower uric
acid. Su “d found main component diosgenin in
BiXie was used to intervene in a hyperuricemic
mouse model, the results suggested that Bixie
extract and diosgenin can not only downregulate
the expression of URAT1 in mouse kidneys but
also upregulate OAT1 to promote renal tubular

secretion of uric acid, promoting uric acid excretion.

Liu 3 found that betaine can increase uric acid
excretion in hyperuricemic mice, reduce urine (32-
microglobulin, protect renal function, which may be
related to betaine's ability to repair renal proteins
(URAT1, GLUTY9, OAT1, and ABCG2), and
upregulate renal organic ion transporters (OCT1,
OCTNL1, and OCTNZ2) to promote uric acid

excretion.

3.3.3 TCM herbs resists kidney fibrosis caused

by hyperuricemia

Uric acid, besides stimulating the renal
inflammatory immune response, can also lead to
kidney fibrosis by inducing endothelial dysfunction,
oxidative stress, activating the renin-angiotensin
system, and changing renal hemodynamics4. In
addition, uric acid can stimulate the
transdifferentiation of renal tubular epithelial cells.
The differentiated myofibroblasts can secrete a
large amount of transforming growth factor-f31

(TGF-B1), increasing the synthesis of the
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extracellular matrix%l.Hu Jiacai “® found that
Weicao Capsules can improve renal pathological
damage in a UAN rat model, reduce the expression
of connective tissue growth factor (CTGF) in renal
tissue, and thus play an anti-renal interstitial fibrosis

role.
3.4 Research of herbs and formula treatment

Tang Chongyul*” believes that this disease is a
condition of deficiency in origin and excess in
superficiality, mixing both deficiency and excess.
Therefore, the treatment is to clear heat and
dampness, to purge turbidity and remove stasis,
and to strengthen the spleen and benefit the
kidneys. They create a formula to achieve these
goals. Fuling and Bixie clear dampness and
remove turbidity, Yiyiren strengthen the spleen,
diurese water and seep dampness, Duzhong and
Chuanniuxi nourish the liver and kidneys and guide
the medicine to descend, Peach kernel, safflower,
and Jixuecao promote blood circulation and remove
stasis, Yimucao promotes blood circulation,
diuresis, and reduces swelling, Weilingxian and
papaya dispel wind and dampness, unblock
meridians and relieve arthralgia. Modern research
has confirmed that Fuling and Bixie can lower blood
uric acid levels, Weilingxian can dissolve uric acid,
Yiyiren can excrete uric acid, and Jixuecao can
improve kidney fibrosis. The combined use of these
herbs not only lowers blood uric acid, relieves joint
pain, but also significantly reduces proteinuria, and
can increase the excretion rate of uric acid, thus

protecting the kidneys and delaying kidney damage.
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Zhang Weit*® randomly divided 96 patients with
uric acid nephropathy and renal failure into a
control group and an observation group. The
control group was given allopurinol and sodium
bicarbonate tablets for treatment, while the
observation group was given additional treatment
with Yi shen si miao Decoction on the basis of the
control group. In the end, it was found that the
levels of urine f2-microglobulin, 24-hour urinary
protein quantitation, and blood uric acid in the
observation group were significantly lower than
those in the control group, proving that Yi shen si
miao Decoction may alleviate renal tubular damage,
micro-inflammatory state, and improve renal

function.

Wang Xin**l pelieves that gout nephropathy
belongs to the category of "Bi syndrome" in
traditional Chinese medicine. In treatment, they
advocate "treat the wind first, treat the blood, blood
circulation needs strong kidneys," and formulated
Compound Bi Ning soup. This Decoction treatment
effectiveness was significantly higher than the

control group.

Yang DaweiP® selected patients with mild to
moderate uric acid nephropathy with the
differentiation of spleen and kidney deficiency and
phlegm-dampness based on the clinical symptoms
of gouty nephropathy, and treated them with Gu
Ben Pai Zhuo Decoction. The treatment
significantly lowered the inflammatory level,
improved kidney function, and showed significant

clinical efficacy.
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Hu Baofeng®®! selected 172 patients with
spleen and kidney Qi deficiency and internal heat
dampness UAN, the control group was treated with
western medicine, and the treatment group was
given Ju Ju Suan Zhi Capsules on the basis of the
control group, which have the effects of
strengthening the spleen and benefiting the kidneys,
clearing heat and benefiting dampness. The results
showed that the overall effective rate was
significantly higher than the control group, and
blood urea nitrogen, blood creatinine, and 24-hour
urinary protein quantitation were significantly

reduced.

Nephrologists sometime use Traditional
Chinese medicine capsules, such as Jin shui bao
capsules, Huang Kui capsules, Hai kun shen xi
capsules, etc., which have improved proteinuria,
reduced blood creatinine, blood urea nitrogen
levels, inhibit kidney fibrosis, and effectively protect

renal function43],

Many professors also use classic formulas to
treat gouty nephropathy and achieve good
therapeutic effects. Li Huawei® used the classic
formula Ba Zheng San to treat 30 patients, and
found that the total effective rate of the treatment
group was 83.3%, significantly higher than the 70%
of the western medicine control group (P<0.05).
Sun Jinsong®® gave the treatment group modified
Rehmannia Decoction for treatment, and the
control group was given allopurinol for treatment.
They found that the treatment group was superior
to the control group in improving clinical symptoms,

protecting kidney function, reducing blood uric acid,



and reducing 24-hour urinary protein (P<0.05).
Chen Yiping®®® treated acute gouty nephropathy
using San Miao Pills combined with Tao Hong Si
Wu Decoction for treatment, achieving good clinical
results. Huang Gang®™" randomly divided 64
patients with spleen and kidney yang deficiency
type uric acid nephropathy into a Jin Gui Shen Qi

pill treatment group and an allopurinol control group.

The results showed that the clinical effective rate of
the treatment group was 90.6%, and the control
group was 65.6%. The treatment group was
significantly better than the control group (P<0.05).

3.5 Research of Acupuncture Treatment

Acupuncture, as a traditional Chinese medical
practice, also has value in the treatment of gout
and hyperuricemia. Acupoints such as Yinlingquan
(SP9) and Fenglong (ST40) have significant effects
on spleen strengthening, water promotion, and

dampness dispelling.

The principle of acupuncture treatment usually
centers on spleen-strengthening, kidney-benefiting,
and dampness-eliminating methods. Thus,
common acupoints include Pishu (BL20), Shenshu
(BL23), Zusanli (ST36), Sanyinjiao (SP6),
Yinlingquan (SP9), and Fenglong (ST40). The
combined usage of these acupoints can help
promote lower energizer, expel dampness and
detoxify, dredge meridians, and adjust viscera,
thereby accelerating metabolism and achieving the

purpose of reducing uric acid.

Wang Huancheng®™® indicated that the
combined use of acupuncture and oral Chinese

medicine had a significantly better therapeutic
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effect than drug treatment alone. Sun 5% found that
acupuncture at the five 'Shu' points on the Spleen
Meridian can lower blood uric levels and promote
the excretion of uric acid. Liu Bingyun © found that
acupuncture could lower the blood uric acid and
blood urea nitrogen levels in rats. Yu Shimei®
used the heat-clearing and arthralgia-relieving
acupuncture method to treat gouty arthritis,
achieving a total effectiveness rate of 87.5%, with
high safety and few side effects. Qi Yu’s [62 study
found that acupuncture treatment was significantly
better than drug treatment in reducing serum
inflammatory markers, with fewer side effects.
Research by Yang Dawei 3! showed that
Acupuncture and pricking therapy could effectively
reduce 24-hour urine protein, serum creatinine, and
blood urea nitrogen, and its therapeutic effect was
significantly better than merely using uric acid-

lowering drugs.
3.6 Research of other treatment

Yu Jianping 4 used a self-formulated Chinese
medicine for enema treatment of gout nephropathy
with the principle of clearing heat and promoting
dampness. Patients' joint swelling and pain
significantly reduced, and blood urea nitrogen
levels significantly dropped. Chen Ruilian®® divided

60 patients with acute gouty arthritis into two
groups, the control group received western
medicine treatment with oral corticosteroids or non-

steroidal anti-inflammatory drugs, while the

treatment group received Huang Qin Xie Zhuo

formula retention enema. The results showed a 100%

effectiveness rate in the treatment group,
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significantly reducing joint swelling and pain (P <
0.01). Song Linxuan!®® divided gouty nephropathy
patients into a western medicine group and a
Chinese medicine enema group. The results
showed a total effective rate of 86.67% in the
Chinese medicine enema group, and the treatment
effectiveness was significantly better than the
western medicine group with a lower rate of

adverse reactions.

Preparing drugs into powders or pastes to the
affected areas, have a good therapeutic effect
through penetration. Shen Fang " used Jia Wei Si
Huang ointment for external application to treat
acute gouty arthritis, achieving an effectiveness
rate of 92.86%. This method significantly improved
the symptoms of joint redness and pain in patients
with acute gouty arthritis. Xu Minmin'®® applied a
self-made Zhong Yi ointment to 40 patients with
acute gouty arthritis, applying it to acupoints for 12
hours, once daily. The study results showed a total
effective rate of 97.5%, indicating a significant
clinical effect.

3.7 Research in Dietary Therapy

Dietary treatment for gout nephropathy includes
controlling the intake of purines in the diet, strictly
controlling foods such as meat, seafood, and
animal offal, consuming more fresh vegetables and
fruits, drinking plenty of water, far from alcohol,
especially beer, and actively treating primary
diseases such as hypertension, hyperlipidemia, and

hyperglycemia.
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Many studies have shown the beneficial effects
of the Mediterranean diet on serum uric acid levels
and gout. Trials have shown that among
participants who adhered to the Mediterranean diet,
approximately one-fifth experienced a 23%
decrease in the rate of hyperuricemia 9. Dietary

weight loss trials suggest "%1"Y that a calorie-
restricted Mediterranean diet can reduce the
serum uric acid of all participants by an average
of 0.8 mg/dL from the baseline, and those with
baseline hyperuricemia (serum uric acid =
7mg/dL) by an average of 2.1 mg/dL. However,
some scholars have pointed out that long-term
low-protein diets have a poor taste and low

patient compliance.

Small recipe including of Yu gan zi, bamboo
leaves, chicory, mulberry leaves, and kudzu root,
take 5 grams , wash and cook for an hour, filter out
the broth and drink 2-3 times a day, It reduces uric
acid, decomposes uric acid microcrystals, promotes
urination, reduces swelling, detoxifies and improves
the body's immunity. Dan Shen and cardamom tea:
8 grams of mulberry leaves, 6 grams of lotus seeds,
5 grams of Danshen, 2 grams of white cardamom,
brewed with boiling water for 10 minutes. This tea
can reduce the concentration of uric acid in the
body, reduce the frequency of gout attacks and
alleviate the degree of pain during attacks. Some
people use papaya, Yiyiren, and tree peony bark,

boiling them in water to make a tea, which has the



effect of clearing heat, promoting dampness, and

relieving joint pain.

After reviewing a large amount of medical
articles, | found that there are few articles that truly
guide patients how to use dietary therapy. Some
doctors suggest patients brew soup with Chinese
herbs, but this is not the real concept of Chinese
medicinal dietary therapy. Professor Jefrry Mah(’?,
President of Vitality University, In his professional
food medicine course, he rectifies what is the
Chinese medicinal dietary therapy, that is to
prescribe classic famous prescriptions after
diagnosing patients' conditions based on
symptomatic analysis, distinguishing between
dietary Chinese medicine and non-dietary Chinese
medicine, and replacing non-dietary Chinese
medicine species according to the dietary therapy
catalog. This has achieved good therapeutic effects
in clinical practice, and this will be one of the

directions of my next research.
4. Conclusion

In clinical practice, drugs that inhibit uric acid
production and promote uric acid excretion are
used to lower blood uric acid and protect kidney
function, but having side effects include liver and
kidney damage, allergies, and etc.. Many traditional
Chinese herbs have unique advantages in reducing
blood uric acid and creatinine levels, protecting and
stabilizing kidney function, and they have fewer
side effects. Traditional Chinese medicine,
Provides an effective treatment for uric acid
nephropathy. Acupuncture has also significantly

improved the clinical symptoms of hyperuricemia

-94-

HRPERAE (XERR) FME 2023 FE—H

and uric acid nephropathy. There are many reports
on the regulation of kidney inflammation and
fibrosis factors by Chinese medicine, but the
specific mechanisms are not clear. The gut
contains proteins related to uric acid transport that
carry out the function of uric acid excretion. How
traditional Chinese medicine works is worth further

exploration.

In summary, After study of the research progress
on goutynephropathy in Chinese medicine, herbs
and formulas, acupuncture, external treatment, and
dietary therapy, The author found: first, there are
many different standards for the clinical syndrome
differentiation of gouty nephropathy in traditional
Chinese medicine. The author personally believes
that classifying gouty nephropathy into acute and
chronic phases, then differentiating the syndromes
and treatment with Chinese medicine and
acupuncture. Second, the daily dietary
management of patients with gouty nephropathy is
very important. With the right dietary therapy,
reducing the level of uric acid production from the
daily diet, combined with needle and herbs
treatment, the expected effect may be even better.
The treatment of gouty nephropathy with diet in
combination with Chinese medicine and

acupuncture is the author's next research.
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