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WE: B 6 KT EAFRF 14 B0 5 Rz df 25 13 42 P 98 A48 £ %, 4F 4 48 2 ( cancer — associated fibroblast, CAF) & 45 J
MR Pk ST MR BAL P Rt 2h an BAT 9 s AR AL LR B AR R 7 A AL B R T IR 9 S B K ad
B A BN L CAF 8986 KR S sg SE A B A3 U 7 ¢ CAF i 4540 89 % v, CCK8 kA il 18] A R 77 *F
CAF 38 75 649 % vy , B3R S0, 95 B R B0 A ) B) R AR 7 3+ CAF A7 A B F e %, 4R B AFRFBRABILS BTt
BAU B Bk 25 o JOAT I ) B 0 W B AR 29% ~4T% P P B BEARFRF KA BILS AL RIS AL
BEFEARFATFENL(P<0.01), sk KAR R AL R T BAL S Mot 25 20 JAT 5 1> AP B A2 F CAF
A & Wy A% AT 4 2w i 7% & @ (fibroblast activation protein — o, FAP) (oo — 7 MUAL3) & & (o — smooth muscle actin, o —
SMA) Rk 3% & THAYAT 71 Mok C4 -2B mjete, b & A 3 B AR 75 B & B AL )5 B 4L f #7 ) FAP o - SMA R %, 5
BB AR 2 F AR AT FEN(P<0.05), LAEREETP. SN EEKFRT A% hiffeidrh kst CAF o)
FAP o -SMA £k ; R BAAFRZ 4%k TMCAF48 2 hj5, P BN EBARFRFTAGTHELEAZ, 53R
AR EF AR AT FEL(P<0.05) ;i —F AF L+ B AF R 484745 CAF LiFiR & 444 K W - Bl (transfor-
ming growth factor — B1,TGF — B1) (A% 3R 58 B -F — a(tumor necrosis factor — o, TNF — o) \ E R 4 B 47 & B F — 1 ( stromal
cell — derived factor —1,SDF —1) |\ £.38/ % m 35 B ( wingless/integrated — 3a Wnl3a) KR & %% & B 2 (matrix metallopro-

teinase 2, MMP -2) #§ 4%, 43 B ARFR I ATELE MBI R N 5 0kis 7 BILE et B A — 2 4E R AFE R e s
5 CAF H £,
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Exploring Mechanism of Delayed Resistance to Novel Endocrine Therapy for Prostate Cancer by
Guben Qingyuan Prescription( [#Z<& 5 J7) From inhibition of CAF in Tumor Microenvironment

CHEN Haoran' ,LIU Hao' ,ZHU Xudong' , WANG Jiazheng' ,CHEN Yafei’, WANG Yilin®
(1. Guang’ anmen Hospital ,China Academy of Chinese Medical Sciences, Beijing 100053, China;
2. Graduate School, Beijing University of Chinese Medicine, Beijing 100029 , China)

Abstract; Objective To investigate the effect of Guben Qingyuan Prescription( [E A& J7) on inhibiting cancer — associat-
ed fibroblast ( CAF ) in the development of resistance to enzalutamide. Methods A tumor — bearing mouse model of
enzalutamide — resistant prostate cancer cells was established to observe the effects of Guben Qingyuan Prescription combined with
enzalutamide on tumor growth and CAF in tumor tissues. The effects of Guben Qingyuan Prescription on CAF transformation were
assessed using immunofluorescence. CAF proliferation was evaluated by the CCK8 assay, and the influence of Guben Qingyuan
Prescription on CAF — derived factors was measured via enzyme — linked immunosorbent assay (ELISA). Results The tumor inhi-
bition rate of the Guben Qingyuan Prescription combined with enzalutamide ranged from 29% to 47% . In the medium — and
high — dose groups, the combination treatment showed a statistically significant difference compared to the enzalutamide — only
group( P <0.01). Immunofluorescence and immunohistochemistry results demonstrated that the expressions of CAF markers fi-
broblast activation protein — a( FAP) and o — smooth muscle actin( @« — SMA) in tumor tissues of enzalutamide — resistant mice

were significantly higher than those in the group inoculated with prostate cancer C4 —2B cells. The medium — and high — dose

E&WE: ERARFERAE FH (81873171) ; ERK h E25EH R 2 E P EARIHHE T AATE (EhBE2 A #$K(2019)128 5)
EB BT BRI A (1995 - ) 58, 14 MM I A3, 98 T 1) - Y BE 455 1R Y7 HTZ IR IR R S 4k o
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Guben Qingyuan Prescription combined with enzalutamide groups significantly inhibited the expressions of FAP and o — SMA

compared to the enzalutamide — only group ( P < 0.05). Additionally, immunofluorescence showed that serum containing

medium — and high — dose Guben Qingyuan Prescription groups could inhibit the expressions of FAP and oo — SMA in vitro. After

48 and 72 hours of treatment, the inhibition rates of the medium — and high — dose Guben Qingyuan Prescription groups signifi-

cantly increased, with a statistically significant difference compared to the control group( P <0.05). Further studies revealed that

Guben Qingyuan Prescription reduced the concentrations of transforming growth factor - 1 (TGF - 1) , tumor necrosis factor — a

(TNF - ) , stromal cell — derived factor — 1 ( SDF - 1), Wingless/Integrated — 3a ( Wnt3a) and matrix metalloproteinase 2

(MMP2) in CAF supernatants. Conclusion Guben Qingyuan Prescription has a significant effect in delaying resistance to enzalu-

tamide, a novel endocrine therapy for prostate cancer,and its mechanism of action may be related to the inhibition of CAF.

Keywords : prostate cancer;novel endocrine therapy ; drug resistance ; CAF ; Chinese medicine ; Guben Qingyuan Prescription
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FiT B PR 2 DL A B P S R L R, 9N IRAT
Je PSS 9 FER IR AR ST 1 , (AR O3 AR AR H ST MR 3
AT 18 ~36 A~ F J5 K ey 25 R BT IE AT 81 B ( castration —
resistant prostate cancer, CRPC) (2-3] , DL RBEL S e AR SR 0 g A
PSS IAYT ERCA 6T CRPC [ — 2R 70 B py 43 b
IBYT BARTT LUGEIR CRPC (¥ fre , SR T RELFL = e S5 B TN 4 s
TRIT TS Je Tk 58 4 BT &) i 0 8 , 31X 55 B B P9 G306 7 T 24
WK

H I 2 SRS A T R B BT B RS R
P 245 A — R R BE S0 1 81 IR 06T IR BT T A G BT 4 200
(cancer — associated fibroblast, CAF) J& i1 J83 fst 35 5% v 119 T8 2 5§
a3, FLVR R E B e TP 58 T, 35 D I8 g g ) 0 2R P 20 IR A 7
HHT, CAF TERTH BRI B B4 A 3036 77 1t 25 v B % 4% i 4
IEARBL T P B AR AR BUAURE S AT IR A (X
B+ D) SRR IS I EA Z 087, B AT IS A
RS R R B T P R AR A B R B 5 03, O IE G2 iy
B BRI 2 0 T B PR TR AT TAR A [ A VR R
I AR T 24 2230 LA B AR o Joe S L [ ARSI IRy, % AR
D5 LA S PR R 2 R R, ) — Ty LA
NS AT R M 25 B R 245 B, 1 2 PR IE
A EBRIREE . AT ST S A IR 7 A 45 ] 5 S
R R A VE AT~ A A b o — 4R 58 AR T U6 7 T
TR H A IR i R CAF (95200
1w
L1 45 %K

BRI C4 - 2B A0 H (AL A= DR BR A B L i
BNCC341733) . AHGBIRUSET4E WPMY — 1 20 ( | iff 35 77
AEYRHCARRA R L5 :CM - HO17) . P SD KB SPF 2%
6 ~ 8 JA s B A NSG /)N B (b 5 0 7 7 P8 AR W BB BR 2
A, 415 : VSR1000 , VSM20002) . A< ¥k 8l 4y 52 46 28 v [ v EE )
SEBE)T 2 T B A B 2 5 2 4L vfE (4L 5: TACUC - GAMH -
2024 - 058 —SQ) , FIr A7 A 249 7= A i B e [ 48 PR 2 5 27 5k
SWIWFFAE I AT
L2 4 5RA

BIAGG T : NS ks RE w5 ZW (LT ey
R P EERR ) T BE B 250 R AL ol P R R R B
JR T B BERRAE 24 S E 45 B 2020 AR AR AR N R IR 2

) B R, 4543 B2 200990011 20110099 20010167
20070144 20090006 ) , 44 J A il B IR , e ol J2E A6 T 1l AR
o R RS 2,20 40 g - kg RTRIRAEA . AL
JBe 2 ( H A e 8 e il 2454 BRZA W], 4t 5 H20190056 ) , it iR X
B it bR (% T ] S5 ) B i 245 A B2 W], 41t 5 H20160259 ), RP-
MI 1640 FEAfiE 373 10% Jifi 4= 1fiL 75 ( 36 [ ThermoFisher /A 7],
#E'5:2186792 ,AB20171102S) | FLLT-2fi 48 1 #0325 11 (fibroblast
activation protein — o, FAP) (E1V9V ) Rabbit mAb( 3 [ Cell Sig-
naling Technology /A ], #1%5-:66562S) ;47T — o — F-HE WL &
I (anti — o — smooth muscle actin,anti — o — SMA) ( J%[E Abcam
], b5 ab7817) s Human #4546 A2 4 K F - B1 (transforming
growth factor — B1,TGF — B1) ( Z£[# PeproTech /A A], 5 :96 -
100 -21C = 2) ; BUA i ALl -0 SR SR 2 3R A 1 G (1gG) —
PL(ZEE LI - COR A A, L5 €50331) ; TGF - Bl TNF — o, Ji&
SR AT A R = 1 (stromal cellderived factor — 1,SDF — 1) &
Jii 4 J& 7 B 2 ( matrix metalloproteinase 2, MMP -2 ) ELISA Kit
Tt R & (BT R AE 1A R /], #1645 - EK981  EK182
EK1119) ; Jo #/4E il % A ( wingless/Integrated — 3a, Wnt3a )
ELISA 500 & ( b B3 2E 90 A FR 2 W), 455 2 ml027566 )
CCK8 15 & ( HA [R50 BT, #it-5 . CKO4)
2 FiE
2.1 N ER
2011 BB E AH R A BAU P At AT 5 AR AT AL ik
&7 g e Fe BT A ST Y L T 24 A, 4
JEIAGE 5t PBS FC il 1 x 10" A/mL (40 i B, F 36 Uik
P NSG /N BRUA I FF 3B B T 154 0. 1 mL 40, T° SPF 345
INCEE

OB 2y SR AR BLA S 50 mm® A2 A, A B A4S
FaE AL KHE Y  Higy C ~ F I 7 B S Hew B N 4
WARYT ARAE AT BAERGH & REC T LU I, W
30 mg - kg™ AEHEE 1K, AER 0.1 mLy 55 10 KT R4
0.1 mL FAERR A HiAR 1 UK, W R 0.36 mg - kg ™' (A4 NCCN
e CSCO $57 , Hi AU N 43I0 IR Y7 e 10k I IR X 2 B RS BRI R
HIZFIEIT) D ~ F 41E LR SR 153 5145 T 2,20 40 g - kg™
R AT IR 2, A HE T 2 U, A5 0.2 mLg HC[a] UL i
Jea /N BUR AR AR O, il g 2 It 26, 24 24 d SR/ B
AEBESE 53 BT A S R TR 3, R S 3 = (AR
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IRV i - £ 252 P SR B ) /A S K 40 T 98
i x 100%
2.1.2  RER KM ELE D R EALRF FAP o - SMA &
Kk HEYIREFEHEH)E, R 95 CHERZE B R
BUIR 5 min , PR 8 4 A 188 BEL U 7] 0 2l A B 92 1 3 Ak 3
J5,37 CHIA FAP(1:50) .o — SMA (1 :400) Hii&WEE 1 h, i
A TRITC Fric i EH0 R IeG 256 90, I S| T A 40
min, PEGAFSIEDSOE I MU T VSR, I A Simple PCI {444
55 Tk,
2.1.3 Stz s AP sE a8 P FAP o - SMA & &

LI FAP o — SMA fRic CAF, YL A F2 FEHR/R CAF 7EMJE 2R
S, MRS AR RS, RS, Z Bk,
BRI K i ALY, £ Z R0 A8 ST, L i T8 &
[, —40 4 CHER , T N BAR BEAR 0 10 50 % TeG (1 :100) 53
H 0 AR R i (DAB) B, AR R A Gy, oK, #
A8 PSS, G AT A Image J 34T
ASPREF R BHPESS AR IR G B TA FTE AR
2.2 RSN E A IR 7 4t CAF B %
2.2.1 #FA%ES CAF S B Cik'™ 2% i TGF - Bl %%
CAF 4 4k 5% B0 A= A 19 AT 510 Bt UL B & 4 255 J5 41
(WPMY — 1 4 ) 4k 25005 THE, il 8 s 3 SR A ik
JEH 2.5 x10* A~/mL, L5 x 10* DM/ (2 mL - &FL) i A 6
FUMR , $25 F4H S T MG IR A 55 97 48 h BUL B Rk, B R 1H 55
F3£,1 mL PBS ¥ 2 i J5 40 A & TGF - B1 #Ji 0,10 .20
ng/mL [} 5 235573k, DL 24 48 72 h S (A] s AR ANITE 25
FR A S FE AN DIR A5 5B 288 TGF — B1 - FUk i 5 1~ i
[F] , R F A G 9 G 48 CAF,
2.2.2 SRR sERA W B AE R A st CAF 49 FAP,
a—SMA R Hv PGS IH 4 S IR scmk ™ o 12 U
PER BRI FRBENLE R B 4 A, B 3 o Ak Hd %
AR AR KA A L ) AR T VR 2H A3 45 Tk
H2.20.40 g - kg WEAE R T, B HEEE 1R, HK 2
mL; 25 10 KA 25 H AT 12 h 256 A E0K, 45245 2 h R IR
51 3% [T L Z BN (45 me/kg) BRIEE, IR M 48 28 I 5 3 Dk B
Ifil, 7 & 3 h,4 °C 3000 r/min 2.0 15 min J543 255 25 L35, i
& 56 CAKIEHH 30 min, fE#E G 0.22 wm AL T
IEEZIMIE, -20 CHAHELUE A

FEAH G Ak B 20 M ISR JS VR T PBS, 35 38 i BB

YA, ¥ 1 JC 7K HBE [ 2 5 min, PBS i3 7541 0. 5% fY
Triton X — 100 @B 401 5 min, PBS i ; 485 F & 10% H5 41l
T PBS iR 6 h Z A —di=RIEE 4 h, HE%RSZ
PR BEYE 10 G TR ZH0(1: 100 F ) EEE 1 h, 3ikE
J& DAPL ByEF 500 Ef R, J Olympus 8] 8 5% 2 U5 WL A
SR
2.2.3 CCKS8 x| B A& R 75 4 2 fo & sF WPMY -1 4m i
W CAF a9 dp4) & PO BUERK AR WPMY — 1 46 il DL &
CAF T4 Ab)5 BB A 2.5 x 10" /mL [ 40 E 3, AAEAL 100
wL R0 F 96 LA, SR FLIN A SF 5% PBS i B2 14, A
FHER KA AR R o B AT U AL, b s (AU B A A
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Mo FRCEEIREE SRR EE IR 24 b, Rr A MR EE JS ) 200 L AR sk
W S5 R0, 25 VAL ANAE BRER K L&A 100 L 57 1E R SD R
RN I 58 2R FR 5, LR A 43 HI A 100 WL AH X B 14 75 2
M TR, A 6 MEFL, AR TR 24 4872 h J7
FH 200 WL Ak #5532, inA 100 L £ 10 wL CCK8 a5
RT3 AR R BE SR AR R 4 b JE SR R AR SO0 i L
TEPE K 450 nm &b B W2 5% B (optical density, OD) . il R =
(AR K2 OD {8 - 4 FH 2540 OD {H) /(A L /K4 0D
fH - 2541 OD fH) x 100%
2.2.4 ELISA A2 B & /& R & T 6 CAF #9454k
¥ WPMY — 1 4 CAF 43 5850 5 B 36 W, R AT ELISA %
M5E I TGF - B1 . TNF — o (SDF — 1 Wnt3a MMP -2 [f
i, ¥ RO A U B R
2.3 HKutEFE

R FH SPSS 25. 0 GE it #4 E A T8 A3 0T , &% 21 S50 B R
Hxxs Fon, Z 4100 H 3R H 5 2 07 22 087 (one — way
ANOVA) ; WZH 8] LBCR AT ¢ K5, LLP <0. 05 22 e Geit#
B o AFFEESME 4 10 BE AN ¢ R 50 SRR, SR
Wilcoxon LR, P <0.05 NERES T2 L,
3 #£R
3.1 BEAWEIEFBA BT Rt Bl 7 e 2 g N B
A K B A ] 1R A

FET BBFL = It 245 4785 /) LR o SR s He P iy 47 i C4 -
2B 4 i fi 9 /N B E I N (P < 0.05) , i — 2B WF9E R i
Ff AR A A T R 5 2 B A TR L S e A A R 4y i Dy
46.90% \41.44% 29.05% , ", =5 & [ AS 35 Y5 BR A AL S
JHe 2R AR 5 2 e TR 2 (P <0.05) o BLAETTXE 1,
3.2 EAFERFBABLFSFEENHTENRNBAR P
CAF %k ik

SRR, BAL 5 BT 24 200 B a8 /0 BRI 4 21 CAF
PR FAP o - SMA {335 B &/ T C4 - 2B AIHfrR /N,
P LS it 245 /0N ERUR 2L 2V AR AT AL CAF . Horprfr
e B AT IR e AL 5 B B AR 41 8L rp FAP (o -
SMA (323K, 5 BFLA M b B W 22 55, U B [ R 75
TEJ7 I I AR T Re 0 ) CAF A 2%, IAd TUXV A 2, /&
3 IETIXNIE 4 & 5,
3.3 B ARWEIEF RIS E A ME CAF By 1 A
3.3.1 BEARFRFLAIpH CAF AR Fe94EA  WPMY -
1 4R TGF - B1 T3 24 h J5, CAF 4 FAP (£ (8385%) 5
o - SMA(GEFNE) M5 5 B B 1m, 3568 TGF - g1 %S w]
LB RIS MR LT 4 40 i 1 B CAF H: S debn & 260K, 754
CAF FRAE ( DUAG TN 6) o SR A3 U5 0 & 2 13 T35
A AR S ) CAF ) FAP o - SMA ik (P <
0.05), WIFHTIXIE 6. & 7,
3.3.2  BEVARE R A B0 AR K % A 4 4w L CAF) 69 4 R

SR WIRTETE T CAF T o B, 1 4% 5 5 07 T 190K 3 i 471

BRBETHEANML)S , A0 AR 76 1 5 16 5 10 50 AR LB 2T 4 55 5 400
(WPMY -1 4lfif) % Bl Lb B 22 F G E L (P>0.05),
TMCAF X} B 41 7648 h/5 23S s R BT, 5 H R4l
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TE A JUERTTS IR C4 - 2B 40ML, 25 A4 B K s B ~ F 4LEF BUAL A et 25 40 i, Forp B 4148 T AR R /K C ~ F
AT RALT N D ~ F ARKREG TR P AL E AT 5 + # P <0.01, % » % P<0.00L, % % * %P <0.000 L,
3 ORIRI A [E A I A L b o — SMA (FAP SRR (2 536)

EX 23 *kk
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TE A QLRSI AR C4 - 2B 40ML, 25 A Bl K s B ~ F 213 UL = i 25 400, Hovb B 21 45 T A 3R K C ~ F
LT RN D ~ FARREG TR P R EASE I T 5 + P <0.05, % P <0.01, * * % P<0.001,
5 ORIRIF A [ A I A LA b o — SMA (FAP SRR (Husie 24k )

*kkkk

I

A ZH WPMY — 1 411}l B ~ E 2624 CAFs; C ~ E AR ES TAK o | i 77 6 [ 4% 7 I 5 2
ZiIMiE; # + P<0.01, % % % % P<0.000 1,

B 7 AS[E AR IR 7 2 1007 X RSN CAF 1) o — SMA [FAP K3k
BEFHARITHREX(P<0.05), #—FMWEM. P mH EFEEEATE— S0, LRy BoR MRS H
B E AR 7 & 25 XA AT 4E A (CAF) 9, BRRBIMi CAF 344 . WAGTIXIE 8 .3k 1,

ZE R B RS ALPRA T CAF 40 48 .72 h J5, w57 i [ AR 3.3.3 BEAFERFZBEAIE CAF sikmp B -FaeHh  FEAR
HEFAMIE R B E A, S RA R EFEASIFE HEFSAME THG, 5 CAF 4 IbE, dr a0 & B A IR
(P <0.05) , HrE i B AE 5 740 48 h MR s B0 X CAF 43 Y TGF - B .SDF — 1 \MMP2 \Wnt3a/K -4 g &

Kk kk
15- % % Xk ok Ak ok ok
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1 FEARBEI X CAF 4UAEAHIHI% (x £ 5)

e/
ik n . 2%h 48h 7h
(g-ke™)
R EEAERETA 6 2 9.15£1.26 12.49+1.56  15.18+2.9%4
PRIEEAER A 6 20 12.43:0.87 28.38+2.55% 33.33£2.96*
HAEEAE A 6 40 20.18+2.94 49.08:2.88* 41.21£3.51*

e SRR AR, P <0.05,

TRIFEF , SRR XE CAF f) TNF — o 430 AT 3540 3l 1
M, ZRAGHFEL(P<0.05), WE9,
4 g

DAL P e S A A7 B N 036 97 2 H £ S kbt
Hii 4 i#JE ( Castration — resistant prostate cancer, CRPC) fitj—Zk 74
ISP RN A0 IA YT AT A RUE R CRPC (35 1 A A7 I
6], (ERH T S H 1236097 24 A A W Bk & i 25
Je 22 RV R FH 22 PO A 30T SR A RS [ 367 AT o1 o8 4
BELUT A S J7 070 DL R P A DRA T T 24 A2 ) 24 i 0
TETARRRS . AT VR 7 IR A & 2 P EA R E Y A
% WK R E WS LW, BRI R A IR 5
HA U U S0 22 B R A R — 8 B A R IR TR T
M2, ABFIEEERRY, WAE I BA BUFL = HRe 42 i 2L
FL e 24 A e AR /S BRI A 4, v L AR i [E AT TR
25 BFL S e LR 38330 O 46.90% (41.44% (29.05% ,
Forbrebr R 700 AT IR 5 6 G RRFL S 2 5 LS A L A
ZFHARIFREX(P<0.05), £T BRI, AL
CAF 74 B8 B N 73 B35 7 T 25 3 g vh R 4 T AR A
BEAERT IS A0 W s CAF 2 5 7 i 47 Jit 9 4 28 P4 43 WA 16 7 T
2510 FRATBIRE & BT P 43063 Y T TR 24 240 A 98 /s U 9
41 CAF (PR FAP o — SMA 253K B 3 5 T a1 5 e

% % %k
600 % %k k %k * %k 1000 *kk

3 800+

- E
d [=>) .
g 400 & 600
<:._'- T 400

IT) 2004 ra)
= @ 200
0- 0-

C4 - 2B a2, XIS E T 15 51 MR 9087 B N 4306 R T i 25 7] fig
5 CAF f36, CAF &gt b i £ & Mgl —, —
D7 T, CAF 33 555 W5 S 0 1 5T 51 B i T 24, CAF 1 250 3%
5 T A R 70 R 400 7 2 Y K PR TR AR A S —
J7 T, CAF 38 520 240 i A1 25 5 (ECM) () 25 58 R 338 Jin Jieb 988 Tl 3 3%
(9 HEEREE 32 1 T A, WARARS 25400 1498 s P VA 285 AT ZE RT3
IR A0 5 9A 97 265 =2 (LT R B e

IR TS ) CAF FE R 51 I8 5 284 N 43 AR 7 T 24
SRR, X BB T o B AR M R R A . S A
HEAED 2 AR VAR, B R T AR L R I R
AL [ SR R MR Y, R BUR IR e T, SR A S
fito CAF WRFE b I8 T PR B8 R, 75 2 I 1) 3 ol 4 PN 4
TIPSR, R B 80", PR EA 2
FEUATRNT I PR, S VE BIR YT R TR, o B2 2 B0 e 1 1A 4
RN T BT X i 7 98 200, o T e e A B . DR
FEAVE AR B ——CAF, L[ A58 U5 5 15 hy T B F B, AH G
YR B A IR 7 T A UK s BAA ] CAF MfER, %5
B> CAF APl {4 cireSLCTAG6 (1) 43 3, 38 5 9 1 L B 7
CXCRS 4 b i 8 2 . 26 Kol B i CAF ¢ A
EM o - SMA 133k, Ml TGF - g1 .MMP -2 1 SDF — 1 255
S 20 R -1 0 , K CAF 118 3 70 396 5 Sy iy J] el il & 4 4
ke H W R WE A S AR TR G2 - M 141
THLFE S4B S e B P A B TS M CAF) o BORs 20 W i 71 At
CAF A KAT SEREEIM IV, DF 5 & BR 05 22 W0 3 i 71 B
I CAF [ [ W AT 461 7 90 B CAF A= JATTRF 5T
R R AR [ AR R A TR L g A o R
Tt 245 &40 L 4oy 78 /0N R R 4 21 FAP (o — SMA [ R 3k , K W

%k

%%k %k

* %k

Wnt3a/(pg/mL)

k%

ke kk
- 800  kkkk
% %k *
< = 600
E >
fe)] =1
c =
= 4- 5 o 400
N — u._
o —] =
= o = = 200
§ =
0 ] 0-
A B C D E A B

e LT

D

TE:A L5 WPMY — 1 4i)il; B ~ E 414 CAF;C ~ E GURYCR AR A i 0 i A TS 05 & 29 3% T35 = P <0.05, = = P<0.01,

# % % P<0.001,% % % «P<0.000 1,

19 AT & 2 MRS CAF 433 TGF - B SDF ~ 1 Wnt3a MMP2 TNF — o [1I51i
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CAF 0] BB J2 [ A T U5 7 4 S 11y 4] Ji s 0 B PA) 20 D3 I T 245 14
TEEAE L P LA R AT R 52 25 1003 - 7T CAF,
Hh e R R AR T UR T RE S IR CAF /) FAP o — SMA F93%
K(P<0.05) , 3278 [E AN U T7 BAT ] CAF 575 1L 9 £

Flo Z5—J7 10, v 70 [ AR 35 U5 7 4AE T BT CAF 48,72 h

Je BRI R ST, 5 CAF XHRYI i 22 R HA G5

(P <0.05) 1 [E A I8 J5 & 25 03 T 5 WPMY - 1 iS5

AT 7 5 WPMY — 1 4if i i BRAH LA 22 S 4t it 22 i X

(P>0.05) , FRBE AT IH )7 eS| CAF (UHE58, HXTIEH A

HI R AT AE AN TCREMEAE T o 2B e B e 79 o [

AR 7R CAF 4334 1) TGF — B .SDF — 1, Wnt3a , MMP2 7K F-

AW EIEIER, SR X CAF 1) TNF — o 23 W5 A i 3

I X L4 R S 7R [ AS 1 U807 BAT 3] CAF R LT AL
FIZHRERIIE J1 o 23 P, SEBRAI A 7 [ A3 U 48 G 67 Y

IR UAR YT TR 24 ] RE -5 AR CAF A%,

H S 88 T 28 PN 03 7 T 245 S ) 240 i 8 I 7 AR

B, 3 R F 24 S 2 i 40 g R N 0 B I TR 25 4 T PIL

il Sk e R 25 S AL N 23 B TR T R % DI R A R SR AR , 42

IS B e AR T RCR o

S E 3k

[1] SUNG H, FERLAY J,SIEGEL R L, et al. Global cancer statistics
2020 : GLOBOCAN estimates of incidence and mortality worldwide for
36 cancers in 185 countries[ J]. CA A Cancer J Clinicians,2021,71
(3) :209 -249.

[2] ZHU Y,MO M,WEI Y,et al. Epidemiology and genomics of prostate
cancer in Asian men[ J]. Nat Rev Urol,2021,18(5) :282 -301.

(3] W&, v £ o) A Mk R R R 3506 T B S B —— 2 IR I
JRAZE il W PR F 5 0k Je [0 ], o I g E 2% 5, 2021, 31 (12)
1209 - 1214.

[4] SCHAEFFER E, SRINIVAS S, ADRA N, et al. NCCN Guidelines?
Insights ; Prostate Cancer, Version 1.2023. [ J]. Journal of the Nation-
al Comprehensive Cancer Network: JNCCN, 2022, 20 (12 ).
1288 - 1298.

(5] hEERIEE 2R LAEZR A 2. b B G R % 25 (CSCO)
RIS 27 6 1 2022 [ M. Jbat: AR TR H Rk, 2022
21 -22.

[6] JACOB A,RAJ R,ALLISON D B,et al. Androgen receptor signaling
in prostate cancer and therapeutic strategies[ J]. Cancers,2021,13
(21) :5417.

[7] LIQ,XU J,HE Z,et al. The effects of matrine in combination with
docetaxel on castration — resistant ( androgen — independent) prostate
cancer[ J]. Cancer Manag Res,2019,11:10125 —10133.

(8] XUk, RHET, KBS, 52 73 5 L1 S Vv Jm 408 1 49T i ) st o P 3
WANAYT I BCEAE IR RAFFE (], rh i vp B2 254, 2016,23
(4).385 -387.

[9] HU H,ZHOU H,XU D F. A review of the effects and molecular
mechanisms of dimethylcurcumin( ASC - J9 ) on androgen receptor —

related diseases[ J |. Chem Biol Drug Des,2021,97(4) ;821 - 835.

(107 U3k At bRt A F2 4T B AR 15 UR A 7 i 24 R AR ()] 1
FdrEZ 2016,11(01) ;102 —103.
[11]  BRIGSR, Jr R PE, ok, 5. )\ AR/AR - V7 5 530 B B AR i

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

T I3 MR S 20 16 97 42 W 25 BBk T 20 g 9 4 AL

L] v S22 2k ,2021,27 (15) 116 - 21.
FRIGESR , 7 2830, oieatt, S5 DAJMRE T 200 B Wne S8 R T [ AR i
VT 255 MR 3R TR T i 25 Bt i s AR [0 1. vh
ferp B 2241 ,2023,41(3) (111 - 115.

TUXHORN J A,AYALA G E,SMITH M ], et al. Reactive stroma in
human prostate cancer:induction of myofibroblast phenotype and ex-
tracellular matrix remodelingl [ J]. Clinical Cancer Research,2002,
8:2912 -2923.

RIS SR, AE 5 4. 5% T v 24 1L 24 B 2 SR ) LA Il R A A 0
[J]. s 222 1),2013 ,31 (1) 46 -48.

MEDINA C A,RITTER C D. Innovative alternatives for metastatic
CRPC after enzalutamide[ J]. Lancet Oncol ,2023,24(1) :e9.

VAN SOEST R J,DE MORREE E S,KWELDAM C F et al. Targe-
ting the androgen receptor confers in vivo cross — resistance between
enzalutamide and docetaxel , but not cabazitaxel, in castration — re-
sistant prostate cancer[ J]. Eur Urol ,2015,67(6) :981 - 985.
MAUGHAN B L, ANTONARAKIS E S. Olaparib and rucaparib for
the treatment of DNA repair — deficient metastatic castration — resist-
ant prostate cancer[ J]. Expert Opin Pharmacother,2021,22 (12) .
1625 - 1632.

KR ARUE A= B R SR T ()] AR PR R A A Ak,
2015,10(7) ;1006 —1008.

NEUWIRT H,BOUCHAL J,KHARAISHVILI G, et al. Cancer — as-
sociated fibroblasts promote prostate tumor growth and progression
through upregulation of cholesterol and steroid biosynthesis[ J]. Cell
Commun Signal ,2020,18(1) :11.

CULIG Z,PUHR M. Interleukin — 6 and prostate cancer: Current de-
velopments and unsolved questions[ J]. Mol Cell Endocrinol 2018,
462 .25 -30.

FENG B, WU J Z,SHEN B, et al. Cancer — associated fibroblasts
and resistance to anticancer therapies ; status , mechanisms, and coun-
termeasures| J ] . Cancer Cell Int,2022,22(1) :166.

HENKE E,NANDIGAMA R,ERGUN
tumor microenvironment and its impact on cancer therapy[ J]. Front
Mol Biosci,2020,6:160.

JEAREE. “AREE R T]. A B2y ,2007 ,2(2) 173 - 75.
W S R AREE. R BB Y < IR R U [T ] A P R
IR ZF ,2005,3(12) :36.

GU C,LU H G,QIAN Z H. Matrine reduces the secretion of exosom-

S. Extracellular matrix in the

al circSLC7A6 from cancer — associated fibroblast to inhibit tumori-
genesis of colorectal cancer by regulating CXCR5[ J]. Biochem Bio-
phys Res Commun,2020,527(3) :638 — 645.

BAPF,XUMC,YU M,et al. Curcumin suppresses the proliferation
and tumorigenicity of Cal27 by modulating cancer — associated fibro-
blasts of TSCC[ J]. Oral Dis,2020,26(7) :1375 —1383.

JALILIAN E, ABOLHASANI - ZADEH F,AFGAR A et al. Neutral-
izing tumor — related inflammation and reprogramming of cancer —
associated fibroblasts by Curcumin in breast cancer therapy[ J]. Sci
Rep,2023,13:20770.

ZENG Y Q,DU Q D,ZHANG Z W, et al. Curcumin promotes
cancer — associated fibroblasts apoptosis via ROS — mediated endo-
plasmic reticulum stress [ J ]. Arch Biochem Biophys, 2020,
694:108613.

HAN S,HU M, QI G, et al. Polysaccharides from polygonatum inhib-
it the proliferation of prostate cancer — associated fibroblasts[ J]. A-
sian Pac J Cancer Prev,2016,17(8) ;3829 —-3833.

129



%44 % %4 h T B E ZBH O F F Vol. 44 No. 4
2026 44 f CHINESE ARCHIVES OF TRADITIONAL CHINESE MEDICINE Apr. 2026

A FI PR IR R F CAF $R15 Bl AF IR 7T &
B 51 BRI ET B R o3 il i Tl 24 4 R AL

(EXR 124 - 129 71)

% %k %k

(ITINTTTIAT

% 3k %k %k % %k

N YT XYY Y .
B%@@GD@@

s A XX XX
Déﬁéﬁ'@ﬁﬁ@

gy (TR

MIH\

Eéﬂﬁcewe o
F4 =

%*

’ %MWMWWUHPHHWHMWW W
|

1 2 3 4 B s W %9 0L a2 33 d3s 35 18 AéﬂBgﬁCgﬂDéﬂEéﬂFgﬂ

T A HIEFPRTSI IR C4 - 2B 0L, 43 TAEBIER K 5 B ~ B 2 HEARD BLAL 5 it 25 4fi e, Hovh B H4R T
AR K C ~ F AL T RILSIE D ~ F AR TAR b LR AT IR 55+ « P<0.01, % % «P<
0.001, % * % % P<0.000 1,

VL1 ANTRI) AV 50 B0 S J X v /) B T 5 114 522 0

FAP

FAP/DAPI

0—SMA/DAPI

o—SMA

A B4 C4l D E4H F4i
T A ZLRAATI IR C4 - 2B 41, 23 F A2 BEIER /K B ~ F LA AL T 25 20, Jor B 2145 T A UK 5 € ~ F L4 T AL %

D ~ F ARR A TR P i AT IR T 5 # # P <0.01, % % % P<0.001, % % %P <0.000 I,
B2 A AR/ BRI ZH R e BN ( % 100)

X



PRV S ¥ f  h BE ZH ¥ T Vol. 44 No.4
2026 %4 A CHINESE ARCHIVES OF TRADITIONAL CHINESE MEDICINE Apr. 2026

FAP

o-SMA

FAP

o-SMA

T A ZHEMRTS I C4 - 2B 20, 45T A BERUK s B ~ F 4L A AL 5 MM 25 40 M, Horb B 4145 T A K C ~ F A7 7
RFLSE D ~ F ARG TR P R i A IR 7
4 AR/ BUR 2 2L B 2 AR ( % 100)

X1



B4k

F4H

2026 %4 f

ok b E 2

Ty

CHINESE ARCHIVES OF TRADITIONAL CHINESE MEDICINE

Vol. 44 No. 4
Apr. 2026

o—-SMA FAP/DAPI FAP

0—SMA/DAPI

A4

C4H

TE:A 2125 WPMY — 1 41/l B ~ E 4124 CAFs; C ~ E GRS TR b e 0 AR s U7 35 28 L is o
K6 ML FAP 55 o — SMA FA AL ( x 100)

1.5

1.0+

ODfH

0.5+

-0 CAFXf 4l
- WPMY-141 i 5 B 20 1.5-
——  WPMY-141 fil-+ [ A 3% 95 5 240 ’

0.5

-o- i Hi4
ol (SRR TR
—a— R AT IR T
=¥ R AR

0.0

b} [8]/(h)

24 48 72
i}/ (h)

E 8 [HAEE N WPMY — 1 4L B CAF H4%5¢ (555



