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B E BB Wit E 2R #NE A i A 7] (1CIs) % 77 I 95 W A0 4E T A IR GE & 5 00 16 R R R = Ak, Fik
HRAE2018 41 A £ 2022 456 A 1235 5304 64 1T 95 0 204 AT IR #GE B & B LWL 2 R ik & S LR 40 Ao 3 BE 2, BB 20 56 4] &
F KA ICIs (4 KA A3 002 S ik /A5 b A B 50 I SR I AR F 30 R 2R 52470 ) 200 mg #ARIE V697, 21 d A LA B 25 ILAR 48,56
) B H AT RALE ST Rl L Tan B N, B8 1R, 97 LA A BG40 % 5 69 97 20 MR T 240 % 08 95 AT )G e i
¥ meA-F 6(IL-6) A R4 &% a8 9I(MMP-9) FRA A B 2(COX-2) 4T 91 M & E2(PGE2) HE k£ 3/R 199(CA199) . P I6%& &
(AFP) e fn % P9 i A& K B -F (VEGF) 89 K, # 41 % 4% Karnofsky 7 44K & (KPS ) #F 4\ # F %2 & £ (NRS)#: 4 P B B RAR
2, IRERRER L A, R B )E EMEH faiF P IL-6 . MMP-9,COX-2 .PGE2.CA199 . AFP . VEGF K -F % NRS
5 P EEERRS Y R EAKT AR (P<0.05) ;KPS 23 & T B (P<0.05), WAL EH 69 A M EA L& M EH R
H1 64.29% .80.36% , 3T BB LA H] 4 60.71%.73.21%, ML 4 £ F 3 B %t F ESL(P>0.05), M EF 6 R BRI B SR
vt AP R IF £ AR B RS A AR R FRT B (P<0.05). £5i18 T oL 4k AT A28 HAE ey &4 =
KR de 2 FRONEIR A ICIS 36 97 A 8 T 3 B B IR AT ok A 8 P9 RS Ak B3R K B AR B o A M AL, 3% B W R 7
B, BARAE G,

FEIR e E AT IR L B AR A AT R A AT AR HGE

Clinical observation of Ruyi jinhuang powder combined with ICIs in the treatment of advanced liver
cancer complicated with dampness and heat syndrome of liver and gallbladder

YU Dan, HE Shengli, SHEN Jie, HU Nanhua, CAI Yunyun, CAO Tieliu(Dept. of Integrated Chinese and Western
Medicine, Minhang Branch of Fudan University Shanghai Cancer Center, Shanghai 200240, China)

ABSTRACT OBJECTIVE To explore the clinical efficacy and safety of Ruyi jinhuang powder for external application combined
with immune checkpoint inhibitors (ICIs) in the treatment of patients with advanced liver cancer complicated with dampness and
heat syndrome of liver and gallbladder. METHODS All patients with advanced liver cancer complicated with dampness and heat
syndrome of liver and gallbladder were admitted to our hospital from January 2018 to June 2022 and assigned into observation
group and control group according to random number table method. Patients in the control group (n=56) were treated with ICIs
(Navulizumab injection/Sintilimab injection/Camrelizumab for injection) 200 mg, ivgtt, 21 days as a treatment cycle. Patients in
the observation group (n=56) were additionally treated with Ruyi jinhuang powder for external application, once a day, on the
basis of control group. The therapeutic effects of 2 groups were compared after a treatment cycle. The levels of interleukin-6 (IL-
6) , matrix metalloproteinase-9 (MMP-9) , cyclooxygenase-2 (COX-2) , prostaglandin E2 (PGE2) , carbohydrate antigen 199
(CA199), alpha-fetoprotein (AFP) and vascular endothelial growth factor (VEGF) in serum were compared between 2 groups
before and after treatment. Karnofsky functional status (KPS) score, digital rating scale (NRS) score, total symptom score of
traditional Chinese medicine, and the occurrence of adverse reactions were recorded for both groups of patients. RESULTS After
treatment, the levels of IL-6, MMP-9, COX-2, PGEZ, CA199, AFP, VEGF, NRS score and total symptom score of traditional

Chinese medicine in observation group were significantly
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significantly higher than the control group (P<<0.05). The
total effective rate and remission rate of the observation group
were 64.29% and 80.36%, those of control group were 60.71%
and 73.21%. There was no statistical significance between two
groups (P>0.05). The adverse drug reactions of both groups
were mainly nausea and vomiting, liver function injury, fever

and so on; the incidence of adverse reaction in observation
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group was significantly lower than that of control group (P<<0.05). CONCLUSIONS In patients with advanced liver cancer

complicated with dampness and heat syndrome of liver and gallbladder, the combination of Ruyi jinhuang powder for external

application and ICIs can help inhibit the secretion of pain mediators, regulate vascular endothelial function, reduce the

inflammatory response, promote the recovery of cardiopulmonary function, improve clinical efficacy and has good safety.

KEYWORDS Ruyi jinhuang powder; immune checkpoint inhibitors; advanced liver cancer; dampness and heat syndrome of

liver and gallbladder
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1.6 BFTHE
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FAHT T 81 W [Bristol-Myers Squibb Pharma EEIG, [E 24
F 820180014, HLA% 40 mg/40 mL (10 mg/mL)]/{5 it 1
USR5 B AR 25 R A BRA R [ 24
$20180016, #4% 100 mg( 10 mL )/ /1 5 -5 Hi A1) 2k 2
U B AR W) R 2547 PR A R, B 254EF S20190027,
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®1 PMABEHN—RABLER

_ L HFSE MU (%) i el - BIFAFRR/A (%) TNM 31/ %)
e A 1 il = H(y
a5 n b (s)d e (f) B (x+5)kg v B o Hl(s)IA 5 % 0 i
WAL 56 46271687 3323 09.02£5.81 35(6250)  21(37.50)  19(3393)  37(66.07) 10.16+1.97 8(7679)  13(2321)  18(32.14)  38(67.86)

WEH 56 45.7616.28 36/20 08.65£5.73 37(66.07)

19(33.93)  21(3730)  35(62.50)

985178 45(8036)  11(19.64)  16(28.57)  40(71.43)
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PR AFIE+SD 11450 /2 B EL X 100%
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413 n T y Yy
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il iR it i
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3895493
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Fx4 WHBEIMBETR CAL199 AFP . VEGF 7K F B LL 5
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R L (P<0.05),

R7T MEBEFRRNEZERBRILE[HIR (%))
AR EUN FERG AR Zh RN AOOGE  EROR ARERR
M 6(1071)  6(10.71)  6(10.71) 13(23.21) 7(12.50)  13(23.21)  5(8.93)  56(100)
WEA  5(893)  3(536)  4(7.14) 9(1607) 5(893)  10(17.86)  3(536)  39(69.64)

a: XTI b3, P<<0.05
3 itig

KERI R I B E 2 I 8 TP e A5k
AREFHL, J3Y7 XERE RGN, ICTs 2438 F T e ik F R UIBR
B R SR A, AT S AR B A A TR] Akt
A b JeE 1) s BE A bR S gs R PR TR L At A
S IR A P 3k 3k SR WA 2 RIS A AR IR B
386 S5 TORI L Ho 2 00 1) A48 L SR A Sy A ] PRI R A
B K AT 5 O AN ICTs S N R BR B 1 G4
(1gG4) By B FE R, BB PR R P MEFE T -1 72
FPPESET R FBCIAR-1 456, A B TR ML ey Wl
THRE , VI W95 A0 0922 6 30 388 %, 19 5 T 9hK 20 400 0 2 1
POUNDRE , WA BNGYT B A", B, I A v - i
1RYTE I AR TT AR, B X TR M R T
PR GRETRYT I A T RO PR

JF e AT U T e s R AR BRI A e T
e, R R A 5 MBI IR BRI IS R
PAAHDG o A L 7, RV AR ZE 25 IR, I i it ik
JHE R RO A ) 8 LR Herh YRS AT 5 AL

4151 n

a4

EZG B 2023 4F48 34 448 124

SEUF AR PO AT RE R, RBOR M A . WA
S A ARCOMRFE %), Jy b R B wT R AR Ak
I8 I ARG, fE SR AN TR, W2, BAE A
PRI SRR M, ATINSER ORI PR 2 DAL K g AL A
BEALAS I M 5 22 B AL T b 1k, BT AR R AR
SHURE , LR A R 2y, JEAM TR e
AR, TR FE IS g it D) e S 5 45 A 1 e A | T et
AR NEE YR G TR H A8 KA TR B A T
RS T s R B2 AR FFREL IR, 3R 25 & o ik
2y, HHROEANEZ, 2y . 207 AW HgEE R
TH M AR A DAL, XA K I 2R AT R A
HITVER",

JF9e8 S5 R N FEAE RAE RN, 5 5 | e i B M T 4 g
L(T helper 1, Th1)/4fi B ¥ T 40 2 (T helper 2, Th2) 2k
5o TL-6 S8 9k PR, & RRE SN (A sh R 7, —
s LT AR B B s pfaoe e, 1L-6 th Thl 41
O3 R, PTAR E TL-8 B G I o3 1k, 540 1L AE PN e T
fie, S RN G740 0, BTG il MR RE , S 8m i
REN, IL-6/F 515 2 F 5S35 5l A RIS A
AT G L i AT 5 R R P AR JE il 24, PRl I3 2o+ 9
IL-6 3K B T RESRH 1% & "™ i S i s e 3
BE AR R R H Al i e R Ee IR
AE MR I 20 RN . 1L-6 n] i {ff PGE2 . COX-2 %
PIF A T53 06, DT 38 A RE 3 1, 73 | S A J 5 TIL-6 4%
PR RAE R T8 T 05 B A0 A, fEHE R B, 51K
i, DT I Y, COX-2 & —Fh 5 PGE2 & iF AH %
HEESS , JE PGE2 A ) 2 —, e L&
GAE N B AR P Ik TR i 254 ol 40 b
B, A E g Bk U ARG 45 SR R VAT R AR
ZH 5 113 P IL-6 . PGE2 . COX-2 . F K T-XF BR 4 , 3
B 0 8 A RIS, T VR g R A RORE R S
I o

MMP-9 7 98 20 i 3= Hp & 45 25 S22 /E ), o] 3
BUN 53 R i i e O S 3 | I T
B T 4 L 2 A B el R R 4 HE L AR A SRR,
A B IR L B B AR AR PR s 200 L 1% 1 5 e A
B ILAAE , VEGF T2 feff frbd 41 22 A0 B 4t 45 3 A=, Jon s afn.
BN A 225754 5 S 05 9 B2 A i 3 0, 23k 1%
Z5MAE LM Rk, M6 VEGF 235 W i 0 i e ot
J& SR Z RS VR AL, BESE R, I A
21 VEGF mRNA [Pk 258 55 7 {dt Bl 28 24, [5] otk 41 46l
VEGF mRNA [ 3354 Bl Tl eg (7 2 K ABIFSE
4B OR IAYT IS WELZH MMP-9 . VEGF 7K -1 i 1%
TXF AL, o W A W H N B T T i 2285
B A e ol AR A

KPS P43 7 i R b FH T PP Al 283505 SRS W
100 43 AR T3 TG SIE R, A BCARR R 2% . R)T

China Pharmacy 2023 Vol. 34 No. 12 + 1491 -



Ji WEEZH KPS P43 1% BAA, W] Bl IR R T ARGl A 5

FNPET AT EGE T IYIRE . AR AR WK IGTT

JE RS UL 1 R bRk ) CA199  AFP 7K °F-,NRS 7T

3P B RSB IR AR 35 PRI, S Q2 4 i Wi O MR

& ICIs FIAT A5 T AL N R, 50, s T, 4

THEF AR, AT WS R B ROV & AR

AT BRZH , D0 I AN 4 s HO MBI A ICTs VR YT Y

YRR

25 BT A E A MRS ICTs I T R

BT REE AIE 8 2 RE S I TR PR A o000, V813 M4 I

SR Wl AR SN, e R O It D REMK AR, 4 v i R 7

R, HAz s . HAEHIPLE AT RE 2 (1) AN 4 sk

A BT U RAE SN, FEAR IL-6 7K, #8745 Th1/Th2 -

5 5 (2) WNFE 4 0T T MMP-9, 2% fiff 240 it 470 35k Joi [

it A BT By - R e A% 5 (3) A0 4 B HICA B T4

PGE2 ., COX-2 S A i 731 , B Ik VEGF 7K, il ]

MEHAE AR5 o (AR BAFAE—E R R R

P A RICR SR B A 0T WA s Hh— e A,

B 22 R IFAN L 3 AT Be S RO AR AR 1 /0N, 1 HL R 7

I )L, PRI AS IF TR 2510 5 BN B 2R AS i A Js 10

BN R ABIFFESRAESE

Sk

[1] ZHANGIJ C,HE Y,JIANG X R, et al. Nature brings new
avenues to the therapy of central nervous system diseases:
an overview of possible treatments derived from natural
products[J]. Sci China Life Sci,2019,62(10):1332-1367.

[2] B9, FEMReh , BEARIG , 55 . 2004 — 2018 4F i[5 Kl X
JE R 98 BE T % A BT (0], 1 BT 4%, 2021, 33
(10):881-886.

[31 ARAD,VHLIT, k3, %5 . IfE miR-155 B4 TL-6 K6 %)
JHF- 240 1 T 9 8 B0 DA (BT, Th R BE 2 R A
2021,49(2):188-191,202.

(4] HEBEEE, M B2, BEE 55 T 40 M98 8 AR HT 0T
VEGF ,COX-2 il C 2 )i 8 F Bk 45 /K *F- 4§ TACE B9 iU
SIAT[I). AL AR R 2 4 CH SRR R0) L, 2021, 22(2)
211-214.

[5] WHER.,&&, T, 5. SO PURSZ IR T 40 M5
JEERG A SMRRR T G MR A SE ERe0). vh [ g
IR, 2018,45(9) : 472-476.

[6] EMA, Bk, ®. BIFHEMIEILT ZA 1 KA
) 550 A T 200 B8 16 v Y R S R ], e AR JHF FIEL 5 2%
#%,2021,37(2):437-443.

(7] XUHE,FEEL. BT e S e A 5 i S o3 1 43 B
HEIR[T]. SR 2223k, 2021, 35(6) : 557-561.

[81 Jréksr, Jrasd) . sl an i 4 w Ao MR o7 I & PE i

+ 1492 - China Pharmacy 2023 Vol. 34 No. 12

[17]

(18]

[19]

(20]

(21]

[22]

PR 50 il [1]. v [ b pE R 45 R, 1993, 13 (12) ¢

752-753.

[l TUAE A R B o R R PR IR 2T 46 7 : 2019 4R

[EB/OL].(2020-01-06)[2022-11-10]. http:/www.nhc.gov.

cn/yzygj/s7659/202001/6d24f85£f720482188c9dc22f20d-

16fa.shtml.

A BE . 25 i ROT T4 S 5 KA T [S]. LRt vk

[ B 25 BHEE T L, 20022 243.

Ey/NEE AP R IM]. 3 . AU AR TR At

2021:191-193.

CHEN D S,MELLMAN I. Oncology meets immunology :

the cancer-immunity cycle[J]. Immunity, 2013, 39 (1) :

1-10.

PISHVAIAN M J,LEE M S,RYOO B Y, et al. LBA26-up-

dated safety and clinical activity results from a phase I b

study of atezolizumab + bevacizumab in hepatocellular

carcinoma (HCC) [J]. Ann Oncol, 2018, 29: viii718-

viii719.

2L, BT L IR S IO 5 e iR TS (1],

I RN A4, 2021,29(11) : 1089-1091.

FEIEUH , WA . 0T BRI WY OIS 1 R e PR IO

HATI]. PO EE,2013,31(5) : 26-28.

WK, 52 208, BTt AP L Th 20 M /K F- 72 BT T

A 38 v A A I A {97, 9 b R 4%, 2019, 25 (3) -

542-548.

PINEH, P 5535, B, 25 . 8 BICAUA TR 240 i Bel-2 . Bax

F3Kk K IL-6/STAT3 {55 B s i [J]. RIS E I E 2y,

2020,31(2):277-279.

RARE . IL-6 |- 34 CaV3.2 T 45 5 58 i 2 5 w28 9

PRI AL HI I IE ). Hh AR BE 24 A, 2019, 25

(4):250.

CHEN Z, LIU M, LIU X, et al, COX-2 regulates E-

cadherin expression through the NF- kB/Snail signaling

pathway in gastric cancer[J]. Int ] Mol Med,2013,32(1):

93-100.

ABDELMAKSOUD A H K, ABDELAZIZ A O,

NABEEL M M, et al. Hepatic arterial infusion chemo-

therapy in the treatment of advanced hepatocellular carci-

noma with portal vein thrombosis: a case-control study[J].

Clin Radiol, 2021,76(9):709.e1-709.¢6.

WRT* . VEGF Hl MMP-9 75 -9 Jo B2 1 v f) 1oz FH 23 A

[J1. FEBACY N T, 2021, 15(16) : 32-34.

Bz, Ak, FHSE, 55 JR i VEGF/VEGFR2

T IE O T HepG2 41 LRS- HHSEC Y51 (152

M), 7R S 25 R4, 2021, 41 (12) : 1835-1839.
(A H 191:2022-12-05 &1 H 18] : 2023-05-18)

(Dl - B9 V%)

EZG G 2023 4F48 34 448 121



