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(1. M R R ERBE R I # R, AL 1001025 2. TEPGRHER DI P25 TR 2Y ], 1% 334499)

Y7

[HE] Bo WEHRT S HBEE-E (CRA-CRC) BRKRAEITEH, BITHTTRERIMEHMLE . B3k B
L6 R BMENIEW A (Normal 41), HiAx 30 R M4 CRA-CRCELAL, F1, 2- " H AP —EhmeEh (1, 2-DMH) 60
me/kg IS, TWJE, FRE215 . 7, SRITBENLIX 41RO o MR (Model 41) . BEFEA (HLS4D) .
W4 T R R (L-CYN4L) . R T Al (M-CYN4D) . R TR AR (H-CYN4]), #416 H. HISH%
F0.027 gkg WHERMEE, L-CYNZL. M-CYNZl, H-CYNZA /B4 T 0.3, 0.6, 1.2 gkeg R T A HEE , Normal 41 .
Model 145 T 45 78K HE H o Y1k, 5208 8. XF Al — MG ol . IR | W Il A 45 4 S i i 2 A= 0l . W
TR 2 AU PR AR AL . S AL T A N R KT (VEGF) & 22K AP T-AHIEHE 1 Cleaved Caspase-3 ik, 458
R 15 JH, 5 Normal 41 HLHE, Model HIA BT AL (P<0.05); 5 Model 41 HLH, HLS4L. L-CYNZl. M-CYN4]. H-CYN
AR 22 5 RGETF3E  (P>0.05) . Model 40K BUE IS AT KRG K o 45 41K BUE IS A& DL B RSRS8O DL
JibJ2E B 25 7% 7% . 5 Normal 41 [b4L, Model ZH K E 45 HMK BERE (P<0.05), MgI%it £ (P<0.01); 5 Model 21 L%, H-
CYNZ KRR HMKERK (P<0.05), HLSZL. H-CYNZL. M-CYNZ4 K FUM %R/ (P<0.05), H-CYNZLA 1 2 KRA
R A WLEE S R . 5 Normal 2 FAE, Model 41 K BB K (P<0.01); 5 Model 4 o4, HLS#, H-CYN4 . M-CYN4L kK
FUMIE /N (P<0.01, P<0.05). Model 445 i Bt AR 41 il 25 B SR 14 0, A0 B0 K B RAE AN IR, Al HES %4, mT il
F/NGIEAS WA IR A, & KINR A, SaRMe L, Jaktiikn] Wrh - 8 R A: | @90 b A
JAE L REIEARIE . L-CYNAIMCRANARIN G, dUMg Az, HEZIE%, AWM, v 240/ . HLS4If
M-CYN U3 Al 07, v ULk L gt e 2E | ARIRIE AR AR | R e o 1A AR Ry L 9si 2l . H-CYN ZH B PR HE S 5
Fr, R SAE AR L B L AT BRI R, R A L . Model 41K BRMMIE K AEF R 50%, ERIRR KRR N
33.3%, 551 HRRONE BRI A . Irg KR EBR NI, L-CYN 41K U7 b 2 235 B AR L el B AN i, HLS 4,
M-CYN#H . H-CYN 21 iz i i 20 206 AR R B it , HorP H-CYN AR i A . 5 Model 21 e 48, L-CYN#H KBl VEGF &
HFRIAME, HESTGI%E X (P>0.05), HLSZ4 . M-CYNZ4 . H-CYN 40 K VEGF & H & Ak (P<0.05). 5 Normal
L HA, Model 41 K B 45 H M4 Cleaved Caspase—3 25 iR Mlk (P<0.05). 5 Model 41 b4, 525767 41 M HLS 245 B
JH 221 Cleaved Caspase—3 R [ #Rik R (P<0.05, P<0.01). £5i& AR T H 7T LAM(E CRA-CRC AR K R ARRE DR K 25 B
A BERERG PR, AR FHMLE P B 5 AR VEGE AL I Cleaved Caspase—3 FiKH 5.
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WiTi A S5 Pa, LU SRR CRC 1 & AR KBt
T3,

BLEE B A AW Im KR T T R B, B AGE
CRA-CRC [ HRHL, W5 T R RS Xz Ly
AR . B BRI TR T FBiia CRC 1
7R B AE AL M A B, M OEFSE IR AN 2 .
R, A5 R, 2- WP —hmEE (1,
2-DMH) %S CRA-CRC K RAERL, DI 5] &
KT AT T, WEEHAEHPLE, i R
PRAIL S B SR
1 SEIe#F Y
1.1 %&zhih

SPF 2% SD HEPE KL 36 2, 6 Ak, KR
230 g Ay, TR (dbst) AEMEARARA
A, FAlES 5 SCXK (51) 2019-0010; 1 3% F
Hp [ R R AR B b B SR B IS B s By, )
FRIREERIE (21.0£1.3) °C, HIXHESEE 40%~50%;
TR PERR SR 1 AR SCI A S AT S50 B W e
EHLH A BIFCHLE , HEHE S IBTCMCACMSZ 1~
2305-04.

1.2 %4

Mol (PRI 2y G RRA R, 2y
EF 236020518) ; wiE R (MU ARFHH 254 BR A
"), 25T H51022370)

1.3 EZKA

DMH (AR fbl Ttk 241, 4545 D0741) .
NaHCO,(J™ M iR B A R\, 525 BD31) .
PP B & R R & AR & H K R I 3 (Cleaved
Caspase=3) Yif& (ZEE CSTAF], 55 9661) . I
BNHEAERKKEF (VEGF) $itlk (JeE Abcam A H],
%5 ab1316) . GAPDHPUIA (FL[H Abcam A F], 1%
5 ab181602) . Goat Anti-Rabbit IgG, HRP (&[]
Abcam /A H], %85 ab6721). Western Protein Marker
I (IR /R AE YR A R A R, 1875 G2086) .
BSA Blocking Buffer (dt 50 H B 3 B A7 IR 2
A, 5 GPP1818). SDS-PAGE Loading Buffer (b
oUH BRI A R A F], 5245 GPP1820) . SDS-
PAGE Gel Kit (JbntF BRI ARA A, 185
GPP1816) . Western blotting Transfer Buffer (10x)
(bt A BSEHRHCA R A, 5355 GPP1817) . Tris
ZE R A +Tween—20 (TBST, Jb5TH BRI,
HIRAT, 185 GPP1822) . Western Show (3
thermo AT, $25 26616).

1.4 ZIE

Al ARl [RREE (YI) BEyF s
ARRAF, 5 HP300], XGEEHEIKE (LE%
wE YR A R AR, A MP-8001), FERS AN
(BEga MR AR A A, #1S5 MP-3030) ,
IEREIR AR DRSS fE A RA ), A5 TS
2000A), HLIKAL ( Figsin Y RHHA R A
RIS PP-1150) , Aledie 4 (AR DR A il i
AN A, A5 QL-902) , .0 ML (1 E
Eppendorf 22 7], %5 Centrifuge 5415D) .
2 KWAE
2.1 hhEskL5m

# DMH % T &4 0. 001 mol/L EDTA () 4 B £k
K, BUH DMH %W, FH NaHCO, 3 pH 4 6. 5~
7.0, BMECHH . FEALEL 6 H K EAE R IE % 4
(Normal 21 ), AT KUl £ CRA-CRCHEHY , 457
DMH 60 mg/kg I W E S, R 1k, 2k 1574,
S5 7, FH Excel2019 # 8l Wy 44 it £ 43 )2 B AL X 41
VO AL B MR AIZ] (Model 4 ) . BEiE &R
H (HLS#H) . R T HIKHEH (L-CYNZ) .
46 7 bR (M-CYNZH) . 487 Fr i il
4 (H-CYN4L), fdlo X AR AL 5
IR HARE ST 2255, T B X iR 2
SEUS A R R R R, A B AR K RS
W SR Y o, RIS AIREAE | CRA 49 AT
A5 K CRC Ut BRIl 25 B )
2.2 %H%hiik

R A8 #5256 2h H S N B 1A 2% 1T AR L 4] 4
BEL70 kg AN 200 ¢ K RIS R M 0. 018,
W ae T AR, . 3R A 2 4 1 ok
HWHLR AR 0.5, 1. 24%. LL200 g KB HI,
70 kg A 2 T B A 6. 72 ¢/d, W 200 g KR
AR 0. 12 g/d, VARG, Soboml a2k
BAEN0.6 g/ (kg-d), fKFIE . &40
oI EA 0.5, 245, B o0.3,
1.2 ¢/ (kg+d). 70 kg N H il H ¥ 3% 2 S5 &
0.3 g, W200 g KGR 0.005 4 g, R
T 0.027 of (kged) o S AR 4 R BRUA o & 115
2 TR B AR B R, BC TS BT 4 Gl IR
fEo THERSETHRHEATLY T, HLSHS T
0.027 ¢/ (kg-d) WHERWEH, L-CYNZ ., M-CYN
0. H-CYNH 547 0.3, 0.6, 1.2 ¢/ (kg-d)
W97 R #EE , Normal 21 . Model 2 45 & 1K i 2 ,
T ZAEMK2mLER . 1R/, FR2L8 .
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2.3 MEFATL Ik
2.3.1 —ffBol: WEER BTG SRS | RS P
Bl REEHIR . B R AP RO R EH L
2.3.2 KFTHE: BRAX R RSETIRE, 0%
Bt
2.3.3 MRS KB MR A O T i
BREEE 15 J8 R IR i bR e 7 AR AE R B, ) BBOK Bl
il (AEBAR AL TBUEES ), 1H
RIE\FIT, R IE I, K PBS 2% th ik
(4°C) REBEW, LnRhim s T a &
b PR B B2 SR S RE SN . R A
O, MR . R/ MR Rh= (R AR+
AE) 12,
2.3.4  JiE MR 44U B AR LSS - R U IR
WY 0 L i B e Bt 9 Ab 1) 9 78 i B 4
BT 4% Z R P ERERTEE 24 h, WA
W, PR, RAK -k (HE) 3,
WS 18 e 2H 2V B2 AL, 315K B CRC Mg
B AR B R AR, IR AR R =[ (R i 72 R B+
A2 ROV Eh ) B K< 100% .
2.3.5 A gUL g (IHC) Al 4l & 240
LA N A KB T (VEGF) EARL: G4
REMLZE R 3 HOR BES B v 2L E, s i THC
e A ki oK R4S B R 2 VEGE iRk .
o B D 22 8 RS B . KAk, IR SR &
Wik 5 min JFARAHLAY -, KK 15 min J5 H
W iR MBI B R, &5, ZHHFE,
AR (DAB) W5, RIRAREGYE I
JKE . JH Case Viewer 75 40x 40 B F BEHLIE£E S 4b
PREF, H Image JARAEIEAT 204, TT5 BG4 (51X
Byt % EE (MOD) JE B ¥ E L JIF A
Graphpad Prism9 4] & .
2.3.6  Western blotting K Il 8 7= 4 )¢ 5 4 Cleaved
Caspase—3 Rl : H K B &1 J5 IS B Al 80 A
AR, G R 2 -80 ‘CUKAI N IRAT . HREUEH
FEATFIE & B e, HEATBEI Ik, ek, £
B, —¥i. ZyilE, BRIl HNEARE.
A Quantity One v. 4. 6.2 B4 132 Bt 5% o7 JK B,
Cleaved Caspase—3 & [1 tH X} 3% ik & =Cleaved
Caspase—3 JKFE{H/GAPDH JK (A .
2.4 %itFFiik

K SPSS 23. 0 GEiH M s dE A7 o b o 45
BRI AT TR ORI B bR 22 (xes) £
N, ZH R R R I 22000, I LBk

] Kruskal-Wallis H¥: 5, P <0.05 4% 5441t
=598
3 LER
3.1 B4R R —AHILILE

Normal A1 KBS HCIRAS R4F, IEH#E, K
K. K/AMEMIESR , BEMEE, fThRIG, KR
R . Model A1 K RSN, WA, BX
WIS JCGEE, ERor B E, HEEF A 8. M-CYN
2. H-CYN 4K FURGHRIROLEE Model ZH 4055 . HLS
4. Model A 1 AR AAMBKE, BikE
HIl, REHCIRAS ZEEE . A ALK RIS AR LA I
3.2 ZAXRAARREILEK

R LR, AU RBRART & 2 R gt
N (P>0.05), @R 158, 5 Normal 41 11

i, HASHARFEEE (P<0.05); 5 Model 4 [t
A, HLS4L. L-CYN4l., M-CYNZl. H-CYN 41k

i ESR LI FE L (P>0.05), Wik,

R SUKREIARTUR L (g, xs)

2H 5] n PRI i
1 55154

Normal £ 6 245, 58+9. 83 556.25+51. 41
Model 2 6 239.37+10. 28 394. 78+54. 97"
HLS#H 6 248.22+9. 64 388. 90+35. 20
L-CYN4 6 243.73+9. 13 403. 93+46. 35
M-CYN 41 6 247.00+3. 65 400. 15+38. 82"
H-CYN 4 6 245. 43+9. 89 425. 45+54. 87

5 Normal H Hb#, *#P<0.05

3.3 RA Kk REIE R 45 M B MY e A IR LR

2R E
3.3.1 KRB HIZEH . Model 41K RUIE 1A

KK . 2540 K B I 5K UL B k48 55,
PR IR SR A DL, e U R 5 45

3.3.2 KREEEBKE. KR AFEhRnE
ATITHUCE B2 a2l , e K, 5 Normal
HHHS, Model4H . HLSZH . L-CYN 4 K45 B
KR (P<0.05); 5 Model H Ib#:, H-CYNZH X
MEE B EKERK (P<0.05), WK1,

3.3.3 KEUBBEMEEGE . K/ BB 15 Ak
BER L. 5 Normal 41 b 48, Model 41 4545 25 24H K
B E 2 (P<0.01); 5 Model 4 He %8, HLS
40 . H-CYNZL . M-CYN 241k B scsE b (P<
0.05, P<0.01), H-CYNZHA 1 2 LA HR R o g2
FIMpE . 5 Normal 41 b %5, Model 41 K BRI K
(P<0.01); 5 Model 4H tb 3, HLS 40 . H-CYN 41,
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351 5+
# W
307 ooo : o 9
% * ; 4 - 000 o]
L2 ok #A
257 |8 olo P % AOEE # # o
% % ‘g} z 34 olo oclo ogQo o
:;! 20 1 = E.
§ b B2 24 o bog |olo|] odo
- &
™10
14 o
5—
0 T T T T T T 0 —ocxpo T T T T &
A AP SR S\ & @ KX
\;p*& @Gt’ ® N ‘\o‘& RO ¢ N3 @C‘ Q\,O
5 Normal 4H Fb4%, #P<0.05; 5 Model 4H [L4%, #P<0.05 25
1 SRS 15 R4 4R BAS B R L
M-CYN 4 K B M9 /v (P<0.05, P<0.01) . MW 20 4 o g
El2. 3,
3. 4 %éﬂkfﬁ‘%iﬁ,éﬁéﬂ%ggﬁ’f‘b kb#ﬁi g 15 4 g#* x#)« ;‘;
%K EUHE e 25 R UL E 4. Normal 2H 45 1% ;:,
RS MR, AR M A T RS, 0 B 1 AT - . oo| o °Fo
D SRR . Model 2145 iz i 1A i 24 i 4 I i ol |°
S BEOmT, 2 A R AT R ARE A R L A i HE 5
AR, AT LR /NS IR A AR A B IR A
A RMIRPENAMEE, BaRREL, Rtk 5
NI SR g i e = | I v A D N > & o <>
e . & & & & g &
FEEURTE A . L-CYN 4LARR AN 2, 40 i 4 Sl IR

AL, HEPNE R, AR, v L2400
A~ . HLSZHM M-CYN 415 FRZ5E AR 05, Al Wik
CLURIEIS A | IR E R . B R . A
BRAR S A8 > . H-CYN 21 IR R HES 484 5%, Jey kb
RAEAMORNE . BERE . A MR R AR,
LA

Model 20 K BRI & A %0 50% (43l fEA
JE S R A R e R SRR A ) IR RR R AR R
33.3%, 531 RN R ARG A, A KR
WAL . L-CYN 20 A BRU 7y 3 o 9o 24 20995 34 A8 {k
MBI, HLS4]l. M-CYN4], H-CYN4 7l
i 20 2R s 28 B B e, o H-CYN ZH AICR S
B k2,
3.5 B KKALAMME P VEGF & & R ik big

5 Normal 41 b5, Model 2H K B 45 B 40 44 40
JiL 5 v AT LR R R AR, VEGEF 2K 1 3R iA
(P<0.01). 5 Model 4 L%, L-CYNZ K VEGF

5 Normal 21 [t 4%, *P<0.05, *%P<0.01; 5 Model 20 [L#%, #P<
0.05, ##P<0.01

2 GEAEER 15 JR A% 2 R SR A R e B R/ EE AR

HHERBMK, HERLGEIHFE L (P>0.05),
HLS#1 . M-CYN4l. H-CYN4l K VEGF & 1
I (P<0.05). WIE5, 3.
336 BAXRLEAMARTACHEES
Cleaved Caspase—3 & iA Huix

5 Normal 2 b, Model 2H K 45 B 441
Cleaved Caspase-3 #E H & 5 ik (P<0.05) . 5
Model 41 LA, 45 P 243f Y7 4L M HLS 2145 H 4141
Hi Cleaved Caspase-3 8 H & ik i (P<0.05, P<
0.01). WE6, %4,
4 g

HRAR L AEALALL S CRC ¥ i A5 9 1) 2h ) 16
BIXSF CRC HBLHI WIS KT R B R EE . A
WF5E R H DMH AL 2717 5 12 B 2o iR, %07
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Normal 4

e e et

H-CYN#L
B3 252 K S il g i A 1 D (A Sk A QAR R T e 0 )

R2 SRS AL B2 A2 5 B (%) ,n=6]

415 EH R AR R R i AR 3]

Normal £ 6(100) - - - -

Model £H - 1(16.7) CERIRIE) 1016.7) (R8T 1(16.7) 3(50.0)
HLS 4] - 2(33.3) 2(33.3) (IR - 2(33.3)
L-CYN#H - 3(50. 0) (2R NRIE) - - 3(50.0)
M-CYN#H - 3(50. 0) CEIRIRIRD) - 1(16.7) 2(33.3)
H-CYN 41 1(16.7) 2(33.3) (I AR 1016.7) (IR IRIE) 1(16.7) 1(16.7)

E N NER TR S TN LS N
CRCH HER R A KRt . SCHkHESE DMH 1)
N 20~30 mgrkg 70, {H BR R0 9 5K 56 & BE 20~
30 mgrkg XF SD K R MW/, BUBDREAK, i
60 mg/kg M8 16 1 55 15 Fil 5 KRR EBIL T, itk
AT FIZ T S EA T 525

CRC & T [ UL %) A 1 g, B e 98 i A8
HEAT B IR AT LA RLBE AR CRC I R AR, PR 2453

7 CRA S H 0] CRC YR A TRERRIRAR G & &%,
R BERE IR 1Y T 40 AR IE, B R T
RO R R TN . R R, Bk
TREFIR . PO . T A S S AE
F T RE i i SR S CRC &R
RIS AR R, MR R T
Jr B B A 4 15 1 R B2 4 R R
3 K RS L B AL U R B AR Ak o TR, 3
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e

NormalZi

3 =y 7m0
£

e i

L-CYNZL

H-CYNH

5 BUKRES EMAL h VEGF 5 H 235 H i (Bais 44k s, 200%)

R3 KU HEMAL VEGF E 13535 AR (7s)

415 n VEGF #1

Normal 21 3 0. 047 1+0. 003 9
Model £ 3 0. 075 9+0. 006 5°
HILS 4 3 0. 065 0+0. 002 4°*
L-CYN4 3 0. 071 3+0. 000 9
M-CYN#H 3 0. 064 4+0. 003 9
H-CYN 4 3 0. 060 1+0. 004 5

F4 HUAZHBALMT A ICE T Cleaved Caspase-3 ik

5 Normal 41 HL#%, *P<0.05; 5 Model 4 [L4E, #P<0.05, ##P
<0.01

— BRI, R T R AT RE AR VEGE 8 H
J AR Cleaved Caspase-3 fEH IR, S IHEH K
AN AT, KPR MR R . BE
RNAERT/NEERL (BBR), J& 3 UL S5 v mk A 4

Hes (x+s)
4151 n Cleaved Caspase—3/GADPH
Normal £ 6 0.7320. 11
Model 2 6 0.3120. 117
HLS# 6 1.530. 10
L-CYN#4 6 0.77+0. 15*
M-CYN 4 6 1.28+0. 117"
H-CYNZ 6 1. 54+0. 12"

5 Normal 4 b8, *P<0.05; 5 Model 2H L4, #P<0.05, ##P
<0.01

Bl BFzE " FEW, HRBBRO.3 g/ik, 2W/d, WJ
LR YHPEAL NG T B NVIBR ARG CRA & &
WU, S CRC WA AL T 7E 259 o i HLAE
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Normal#l Modelil HLS#] L-CYN:#H M-CYNi H-CYN#fl

one TR R S S 0B

S - cE—— —— —

E6 AHKMEEmAL T TAHICHE Cleaved
Caspase—3 ik

B T B8 5 18 5 1 18 2k 3 A 4R R 18 AR S A
KO B AE Y i — SR & B, BBRATL
30 AU 40/ 9 EG T X B4 A 4 2y R 9 55 R4 il
CRCM LRI, Wik, AWF5E5%E H BBRE K FH
PEXT R ZY

AWML R BN, WA 15 S KR SR
VAT Y I B R R, HH BN R A 17 3R
Zp. MESHSL ., PATHURERRMERE, 8
i, EKE S Model 41 HL 24 S BG4 8 L. 3h
Py B4 A 5 o 6T T o SR A AR R 7 B R PN A L
JRy PR, 25 AT BB IS K B e i AR R . WL
R BIHEE LI, & 2RYT 45 Model 41 11
A, KRR, FTn e B s, g e B A
KNk, HP H-CYN kB e . HE Jesh
AR, 5 Model H HE, L-CYNZKREZS Him M
AR & JCH k%, HLS4l ., M-CYN4] . H-
CYN 2 A% T e, Hdh H-CYN AR /e
o AIWL, R R TR T8GR 4 L OE R
J b iz - MR e b e AR, AR iR CRC,

VEGF-A J2 Ifil /NI AT A A= 4 R 7 SR B B 53 2
—, EF AT VEGF-B, VEGF-C #l VEGF-D
S50 VEGF A AR BRAHL N 38 imn 8 A6 A i) i
MR RN EZ —, 0T LE IR L R 40
MLiERS . HGFEUHT A S Y B, VEGF 76 L 2 4
JeL TR0 7 [0 240 6 SR e A0 B v 1 2o B AR
JIT A Tl Jeg 4t A 1 g LRl 02 VEGF ik 5
CRC B M K/IN . 90 7 BIAHOC, VEGE 53R
ik 9 CRC & & Wi J5 22 ™ . L/ RNA-150-5p
(miR-150-5p) A 4[] VEGF-A 4101 i il 983 41 fitg 434
B . iER . MR RUARIRE, M CRCAER . %
%, H VEGF-A @iBxnl 8 2 CRCERE > &
WFFTEs R E W, VEGF £E CRC K iy i A8 # 740 K B
hRBFE, KTHRYTIE VEGF RIA TR, M
il 5 BRE g )

AR T TR R AR T, AR Y K
i B A R E AR, R R AR S
FRAE Rt B2, A AE AN s/ . 20 e R . R

WL YT A R DNA B ik R SRR R/ I B
20 M 94 T A 2R B A R I BR S 6 AN
MAERF RS EZHLH] =7 Caspase SE4H AT
B9 FE AT o Caspase—3 F 35 B I BB J2 16 41
ML bR RS 22—, 2 e 20 L A O T ) DG B A Y
Ko 2R R 45 ) 30 o B e 40 i 635 €, T
Caspase—3, M ZNT-FRIT . Caspase-3 I AL
5 CRCJR & & KBS B i AHOC 7 Caspase &P/ T2
BT S ) 1 2 R N P O T
e K38 32 Caspase il A& FE 450 08 T2 2002 U8 T2 19 1
FH 20, AR 5E 38 i Western blotting 5 I Wi £%
Cleaved Caspase-3 fE H#£ ik, KA H 2+ Hi)5
Cleaved Caspase-3 H 140 AR A4, BREARET
W, IESI R T RIRIT RS T KB CRC 40
i

Li Lk, BT R T CRA-CRCAEZR
LAY oL, il T B R VEGF JF {2 i Cleaved
Caspase-3 H 15818, /55 CRCAIMIM T, MM AE
P CRA B CRC 1R

S 3k
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Therapeutic effect and mechanisms of Changyanning Tablets on colorectal adenoma—carcinoma model rats
ZHANG Kaixuan', YANG Yang', FU Zhiwen®, JIA Shengjuan®, WEI Wei'

(1. Department of Spleen and Stomach Diseases, Wangjing Hospital, China Academy of Chinese Medical Sciences, Beijing 100102,
China;?2. Jiangxi Conba Traditional Chinese Medicine Co. , Lid. , Shangrao 334499)

ABSTRACT Objective To observe the therapeutic effect of Changyanning Tablets on colorectal adenoma—carcinoma (CRA-CRC)
model rats and explore its possible mechanisms. Methods Six rats were randomly assigned to the normal group (Normal) . The
remaining rats were intraperitoneally injected with 1, 2-dimethylhydrazine (DMH) at 60 mg/kg once a week for 15 weeks to
establish the CRA-CRC model. In the 7th week, the model rats were randomly divided into five groups according to a randomized
block design: a model group (Model), a berberine group (HLS), a low dose group of Changyanning Tablets (L-CYN), a
medium dose group of Changyanning Tablets (M—-CYN), and a high dose group of Changyanning Tablets (H-CYN), with 6 rats
in each group. From the 7th week of modeling, the HLS group was given berberine at 0. 027 g/kg by gavage, while the L-CYN,
M-CYN, and H-CYN groups were given Changyanning Tablets at 0.3, 0.6, and 1.2 g/kg by gavage, respectively. The Normal
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and Model groups were given distilled water by gavage. The above drug treatments were performed once daily for 8 weeks. General
conditions, body weight, abdominal anatomical structure, incidence of intestinal tumors, pathological changes in intestinal
tumor tissues, vascular endothelial growth factor (VEGF) protein expression in colorectal tissues, and cleaved Caspase—3
expression were compared among the groups. Results By the 15th week of modeling, compared with the Normal group, the Model
group had a lower body weight (P<0.05) . No significant difference in body weight was observed in the HLS, L-CYN, M-
CYN, and H-CYN groups compared with the Model group (P>0.05) . The Model group showed a large amount of ascites. No
obvious organ abnormalities or tumor metastasis were observed in the abdominal cavity of rats in any group. Compared with the Normal
group, the Model group had a shorter colorectal length  (P<0.05) and a higher number of tumors (P<0.01) . Compared with the
results in the Model group, the colorectal length in the H-CYN group was longer (P<0.05), and the number of tumors was lower
in the HLS, H-CYN, and M-CYN groups (P<0.05), with one rat in the H-CYN group showing no visible tumors. Tumor size
was larger in the Model group than in the Normal group (P<0.01), and smaller in the HLS, H-CYN, and M—CYN groups (P<
0.01) . The Model group showed significant increases in gland and cell numbers in the colon, extensive inflammatory cell
infiltration between cells, dense cell arrangement, and significant changes in tumor cell size and morphology, including large and
deeply stained nuclei, frequent nuclear division, and focal glandular severe atypical hyperplasia, high—grade intraepithelial
neoplasia, and focal in situ carcinoma formation. In the L-CYN group, goblet cells disappeared, cells proliferated and were
closely arranged, with obvious nuclear division and numerous small nucleoli. The HLS and M=CYN groups had similar pathological
results, including lymph follicle hyperplasia, glandular repair-like changes, crypt abscesses, and focal reduction of inherent
glands. The H-CYN group had more organized gland arrangement, focal inflammatory cell infiltration, erosion, and focal
reduction of inherent glands, with occasional nuclear division. The Model group had an incidence of adenocarcinoma of 50% and
tubular adenoma of 33.3% (with mild and moderate atypical hyperplasia) , and one rat with severe atypical hyperplasia. All rats
were successfully modeled. The pathological changes in intestinal tumor tissues in the L-CYN group were not significantly improved ,
whereas the HLS, M-CYN, and H-CYN groups showed reduced tumor tissue lesions, with the H-CYN group showing the most
significant effect. Compared with the results in the Model group, VEGEF protein expression was lower in the L-CYN group, though
not statistically significant (P>0.05), and significantly lower in the HLS, M-CYN, and H-CYN groups (P<0.05) . Cleaved
Caspase—3 protein expression was lower in the colorectal tissues of the Model group than that in the Normal group (P<0.05) .
Cleaved Caspase—3 protein expression was higher in the colorectal tissues of the Chinese medicine treatment groups and the HLS group
than that in the Model group (P<0.05, P<0.01) . Conclusion Changyanning Tablets can improve clinical symptoms and
pathological changes in the colorectal mucosa of CRA-CRC model rats, and its mechanism may be related to the negative regulation
of VEGF expression and the promotion of cleaved Caspase—3 expression.
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