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W OE: BW O WEEH A RImRBRABIS SR 2 P & R IR YEM FOLFOX Jr%e (HybRIEI. T BRES AHRIENE) 18T
M IART R RIIGRIT 2. F53k  JRHN 2018 4 1 H—2019 4 12 A EEB 5 B BERE . o 7a B 22 55 — M@ B B isif 19
126 {0 I B AR R AN R, WRAEIR YT 7 R E o et IR FIR T4, 4% 63 Bl WiZHI%E T FOLFOX 7 %&: 48
1 Rk TR S P B b R4, 85 mo/m?2 i 5% A HEE ST 250 mL, BRI TE 2 hy B 1. 2 JSHER IR R v A T R A,
200 mg/m?2 fiN 597 % FEVESHA 250 mL, ERBKETE 2 hs 5 1. 2 REBKHEEFURME LS, 400 mg/m?, [F)R FR4EERK 600
mo/m?, EVERE] 22 h; 1697 14 d JEES 1 8. X HEZHAE FOLFOX J5 & 3Eal F R4S HT D IR RR 22 8 % e Ik #E, 12 mg/ik, 1
Wid, HEEERZG 2 B, 1525 1. 1677 HAEST IR EIGTT R 3L al_ B o S R A BR 2T, 3 malkg, 1HIBE =30 min J5
BT FOLFOX 7%, 1B . VL2l d A LA, WA EH S5 2 NMa. WEHHMIGRITA AR
Al dabR MRAREIKT . R RITE, WITARERIERZ (DCR) BE & T XA (P<<0.05), HFHHAMSE R
(ORR) ZRTLERITFE . wITIE, MANENEREEELEE (ALT). RARREILFEHE (AST). BfHL4ER (TBIL).
HEMEE R (PT) K RFERE, AEA (ALB) KFEZETHE (P<0.05); HiBT4liiE ALT. AST. TBIL. PT /K
PR EAR T XS IR, ALB /KF 83 5 5 R ZH (P <<0.05). 897 J5 » AL G o-L-4 SEpEH I (AFUD. F AR A (AFP),
FEREPR (CEA). FEZRPIIR 199 (CA199) /K-FHI BREME (P<<0.05); JAYTHLIME AFU. AFP. CEA. CA199 /K31
THHEA (P<0.05). £5it  VES A -RIGFIBREHUBS HIR 2P & BT FOLFOX J7 Z2¥677 Wi T 877 0 b, ]
PRI HIR, SIS R AR BT, Bt R,
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Clinical study on camrelizumab combined with anlotinib and FOLFOX regimen
in treatment of advanced liver cancer
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Abstract: Objective To observe the clinical effect of Camrelizumab for injection combined with Anlotinib Hydrochloride Capsules
and FOLFOX regimen in treatment of advanced liver cancer. Methods Patients (126 cases) with advanced liver cancer in the Second
Affiliated Hospital of Hainan Medical University and the First Affiliated Hospital of Hainan Medical University from January 2018 to
December 2015 were randomly divided into control and treatment groups, and each group had 63 cases. Patients in two groups were
given FOLFOX regimen: On the first day, oxaliplatin for injection, 85 mg/m? added into 5% glucose injection 250 mL, was injected
intravenously for 2 h. On the first and second day, Calcium Folinate for injection was injected intravenously for 2 h, 200 mg/m?
added into 5% glucose injection 250 mL. On the first and second day, Fluorouracil Injection was injected intravenously 400 mg/m?,
while continuous intravenous drip of 600 mg/m? for 22 h. After 14 d of treatment, it was suspended for 1 week. Patients in the control
group were po administered with Anlotinib Hydrochloride Capsules before breakfast on the basis of FOLFOX regimen, 12 mg/time,
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once daily. The drug was taken continuously for 2 weeks, and stopped for 1 week. Patients in the treatment group were iv administered
with Camrelizumab for injection on the basis of the control group, 3 mg/kg, and FOLFOX scheme shall be carried out after an interval
of > 30 min, once every 3 weeks. A cycle had 21 d, and patients in two groups were treated for 2 cycles. After treatment, the clinical
efficacies were evaluated, and the serum levels of biochemical indexes and serological tumor markers in two groups were compared.
Results After treatment, the DCR in the treatment group was significantly higher than that in the control group (P < 0.05), but there
was no significant difference in the ORR between two groups. After treatment, the serum levels of ALT, AST, TBIL, and PT were
significantly decreased, but the level of ALB were significantly increased (P < 0.05). The serum levels of ALT, AST, TBIL, and PT in
the treatment group were lower than those in the control group, but the level of ALB was higher than those in the control group (P <
0.05). After treatment, the serum levels of AFU, AFP, CEA, and CA199 in two groups were significantly decreased (P < 0.05), and the
serum levels of AFU, AFP, CEA, and CA199 in the treatment group were lower than those in the treatment group (P < 0.05).
Conclusion Camrelizumab for injection combined with Anlotinib Hydrochloride Capsules and FOLFOX regimen has clinical
curative effect in treatment of advanced liver cancer, can improve the disease control rate, biochemical indexes, and serum tumor
markers, with good safety.
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JHF e 2 tHE G BB A s AR E 2 —, AR PR
AR e S 6 67, HRIEAESET A 3 K LR
RO, e R B2 4 Kl W E, e
B AL EIEIER AN S 4 KJFE K, KA
Pkl BRI, R FEMAE 25K S, K
ZHEEVISH O T, K% TAMEMRIB I
2, SRR H RN 12.1%0, 28 7 g B
AEAEARIL, X I i (B 245 T HAMAR T F B
Hh Ry B W, 1 BB YD R4 D R )
FOLFOX 77 & HA RUFIHCR, H BybRIgnTH
Wr DNA ShilAEE s, (RSt sRunE
R B R A P RIRCR, 20 R e
(IR s I B8 AT s ke P e e S8 v M 1
O, BHET DNA S, 05 R s e IR 25
H, I FOLFOX 07 75 RAFE T I ARl &
P, 7E M 3 e 28 2 v 7 A 2 T A AT S, (]
JHE R B 8 i Se e 28 5, AR L TR R
AIRAE R A M TE . ek, 1R & e —Fhii
BN R T 52 k-2 B R A R, Rt
P 05 P R AR A RS2 AR e . A A TR
TR S RANE s g5, HESHET, £
JIRE A PR AR I A A ol v 1) )4 F O
2B e ORI . S SRR 25 22 Fh S A v ol
TIE S22 4 A 08, G Va7 75 I A JFF e v o 9 e
M, G2 e U S AR 7R 4 P T g 4 P )
P& R IR S I 0 T bR EEL A A A S v e
ARG IR A0 B A #OR A JERRTER L. R
BREPUR — P NIRRT G4 HrifEpiiAg, 1T
PL SRR P PEAE T2 32 AR 45 AR5 5 R 40 i 4 92 i
FET:, SESRPUMIE Gy S RO, PRI AR, BT

FEFFPERET324R-1 (PD-1) 00751 56 FH 0 afn 5 A B
FOHIFRETT W EA I A R RCRM, BT, A
BifF 700 22 K i F BR L PG 2 2 B JE Al FOLFOX
T FIRTT W R IR R R, ARG IR
RIS F .
1 &RE5EE
1.1 —RER

EEL 2018 4 1 H—2019 4F 12 H i [ 24 i 55
TR MR R — I B R E ) 126
5 e A e SR AR N AT . Hop 5 94 B, &«
32 fjl; 4FS 43~65 %, T (54.72+4.76) %
TNM PR 20 02, 11135 84 41, IVIA 42 1l fsifr
B A 54 5, RN 30 B, A 42 Bl B
IjfE Child-Pugh 73%%: A 2% 87 5, B 2% 39 #i.

PINFRUE: (DA R MR 1297 (2017
FEROY DA AR SehREE, 2B, W9R CT. MIFLIR
g, FFEREERERERL; (2) irgEEL
S 2R B A 2R S, RIS, AL THE
W (3 RERIMIRIMEL (ECOG) W4 <2
4r; (4) Child-Pugh 4% A 5% B 2%; (5) 4N 1L
R4 B = 1.5 X 109/L, /M =60 X
10%L; MAFEAH=90g/L; (6) OHEKEIER.

HeBrbritk: (1) FFEThREMH B R, AEEHEE
fig>5 fi5, IEWEM/EIEL R EE A S >2 FIEW
i, MiFAEA<2g/L, UL =IERME LR, JUE
TEBRE <50 mL/min; (2) fEA G i, K
BB ERGR # (3) BEAEEsZdAbyT
BT RIEIRTT BRI s () EATESIEH
R (5) fEAE M E MRS (6)
RFERIEITAIE: (1) R—MREE, Mgsn



«1556+ HITHBFETH 202247 H PR XYY 3 Drugs & Clinic Vol. 37 No. 7 July 2022
BIA e . i (PD); PD: A48 2 A K > 20%8k H

1.2 SRFRITHE

WRIEVETT 7 AR o X R ANE T4, 4
% 63 Bl XTHALIA R 45 ), Lz 18 B, EHY 44~
65 %, FHER (54.79+4.75) % TNM Ik 2>
1. TI1HA 40 1, IV 23 %, MR & . HFA4A0 29
i, 2t 14 ), Zc47 20 45 - 2jEE Child-Pugh
% AZR AL, B9 22 . IR 49 i,
7 14 45); RS 43~64 %, SPIYFERE (54.65+4.81)
% TNM IR 3. T3 44 5], TV 19 %1, g
M. AR 2561, RFZEnt 16 %1, A4t 22 4
JF$h8E Child-Pugh 73 %%: A 2% 46 5, B 2% 17 #.
P 2H R IR L g R TR LT, 2= RS
RN, BAEHE.

Wi B 4145 T FOLFOX 75 %: 55 1 R Iikig
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R LN 2L CZRHD) B IRAF, #E% 10 mL ¢
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Table 1 Comparison on clinical efficacies between two groups
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Table 2 Comparison on serum levels of biochemical indexes between two groups ( X s )
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o He 63 TBIT T 133.91+12.89 88.761+8.12 36.321+2.97 32.124+2.22 15.01+1.23
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x4 FMAHYTRRNEER
Table 4 Comparison on adverse drug reactions between two groups
25 n/f R A SEa i OV ekl FRLEE /) B it s S5
X e 63 14 35 18 31
T 63 19 38 24 36
3 Wtig 808, Rblim AR R 2 VORI S T R . £

FOLFOX 5 & 75 38 e A 35 I AE AR
HAT R 88 6 e A P s ek,
(R R T B a7 M R et e, TEVE
i B E R B K LE AT TR], R L AT RO A B

W T CAESE, B — I RE R T B R R T, B
G YTIRE BIR T 7 RAESIRAE IR . K
A A I 18] 5 T R 28R B 5 128,

LB E e m T IS G, T D R



<1558« HITHBFETH 20224E7H PR XYY 3 Drugs & Clinic Vol. 37 No. 7 July 2022
BreEmAE AR, EHIMEE R, RN AR IR RIT AR

EIEEN, SRR, — R B R
ST 23R L, 38 NI K e ZH B i g el
R R ER A PUE TREFFESE T 24K 1 (PD-1) #i
A, wIFHWT PD-1 5 HECAAFE P HESET Lk 1 (PD-
L) FERE, WosTE £ B R RN, 0 T 48
MukEss, (A T Mo AW 5, A R sk
TR BN, BE A I PR SR N, kb %
(I 90 N R AR T IR B e VR T T R B T P R 3E 2%
WVER, FrLAIGIR AR I T 3 2 B B & e va
Jri2l, R ARG RER, REAIEREPU G <Y
B R IR T M A e R T B s )

i I8 A A iz R T A S A R ()9
R, RIEEIRIT T RZRNA Ik —, Hd CEA
N R ) 2 RE RO RS, i
bR EY), (EEEE P REEERE; AFP E—FibE
HH, EIEEAEHRG TS ERK, & BT vEh i
Jo (M EL BRI AR B2 —; CAL99 FE MR
G R 20 o W R — R R, IR VR T B
—EMIVER; AFU ZERT IR is i v, TR
JH-Je 0 — Fh B AR A, nIHRNRIE R . TS TS
R, AT RN, R T4LIMTE AFU. AFP,
CEA. CA199 /K I T¥RI74H (P<<0.05), #/R
REGRI R PP G 2 P B Je V0 T W A A T
MG IR ER . TR B AR L
RAEFHRE IR . KIE. B RIEEERNEM,
A A A AR, nRIESUM R R
Y B e e —Fh 2 B0 IR BR B, T 2
T I A B2 AR IRV BE R A, 32k 1) 400 ) i 6 A e )
HE. ok, MERARE. RES%EIR% UM
5%, AIPEAEPURIEHIE T A S OV, tA]
IS 2 PP R e TS T S R AR AR,
DA M S A S A S B AL ELAM I 2 A
HECARE R 2 R A 34748, AT, ) PD-1/
PD-L1 il 75 ] 388 5 e ) S e AL i s 2R 97 1Y)
RO, It R RA], RE A BR B 24 fa ]
CABHIT PD-1 5 HAECAZS &, B 1k PD-1 J H RS
SR RS, BRI S T IRE RN S
YAt St e 240 L B i A ) 928 s I ke Pk 2. B 2 T
AER8l, BbAk, AR I A Rl T S R I A Y 4% 2k
VL IR e AN B IR A, AT TR e 2 o
B, 22 2 Je mT A A e L I AL, AT
RIS, T — A R E R S

LR Re sz e, HAEDhRE I AL, ok
YEr IR H AR DI RE, W SBALT. AST. TBIL
AKFTEE RIS DD e g vl e BOL4ERFE 7
BIEENDIRERIE, 33 ALB KRR, th4h,
JHIE R RE ML 7 & i o, A4 ) se i
Ja, BRI & b, B Thee LRSS, PT 4E
K, AR R, ST 4LMTE ALT. AST.
TBIL. PT AR X HELE, ALB 7K T X4
(P<<0.05), HJRRFFER: REGHZRAFIIKG RS
e B e g — i, A R0RT 5
DigetHR AL TR bR . AT, W72 itos
MR R, AT T SRECE FARIR T T R 3B
Yt — BN, FRIEEEH . AR R ER,
REFIER BTG 2P B R fl FOLFOX 7 &A%
BE— BN RN, SeoRBka F 24577 %
PVERLFS

i bPnA, VESH R EAZR RS R 2 Y
B e IRZER FOLFOX J7 %A1 FOLFOX J5 SiR7T R
W BT R, AR AR, g
WARARAALE BB bR SR, Hz et R AT

FBAFR AR EARELEF Z TR
SEHEk
[1] SungH, 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 Cancer J Clin, 2021, 71(3): 209-249.

[21 Zhu Z X, Huang J W, Liao M H, et al. Treatment strategy
for hepatocellular carcinoma in China: radiofrequency
ablation versus liver resection [J]. Jpn J Clin Oncol, 2016,
46(12): 1075-1080.

[81 ZRAF, FhAIAR, TKA4E, 4. 2015 4 b EEE R R
IFEOL AT [ AR 2 &, 2019, 41(1): 19-28

[4] KIE, k4, BT, % GEMOX /5 &5 FOLFOX4 /7
ST R R PRI (9T R [3]. AR
k&, 2018, 38(6): 1355-1357

[6] kKA, HE, BREE, & BENITiRT iR R
PR Bl R AT FE [3]. H ke W PR 5 R AZ, 2017,
24(4): 392-395.

[6] Shen G, Zheng F, Ren D, et al. Anlotinib: A novel multi-
targeting tyrosine kinase inhibitor in clinical development
[J]. 3 Hematol Oncol, 2018, 11(1): 120.

[71 SCRH, #R#Ee, #BfetE, 5 DB RHBIT IR
Y67 A R A 22 A R Y IR BV RIE ST (3], o R i
IR, 2022, 49(2): 76-81.



FEIWBETH 20224FE7H

ARt bl

Drugs & Clinic Vol. 37 No. 7 July 2022  « 1559 -

(8]

(9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

(18]

B2, Bk, WL, % 2D BRI R R
TERIRTT /N BT B AR T R S e At (3], KRR
%j, 2021, 49(4): 436-440.

Sangro B, Sarobe P, Herv&-Stubbs S, et al. Advances in
immunotherapy for hepatocellular carcinoma [J]. Nat Rev
Gastroenterol Hepatol, 2021, 18(8): 525-543.

Chen Z, Lu X, Koral K. The clinical application of
camrelizumab on advanced hepatocellular carcinoma [J].
Expert Rev Gastroenterol Hepatol, 2020, 14(11): 1017-
1024.

Zhang M, Zhao M, Jin L F, et al. Successful treatment
using immunotherapy in combination with chemotherapy
for metastatic squamous cell carcinoma of unknown
primary origin with bulky abdominal mass: A case report
[J]. Medicine (Baltimore), 2021, 100(48): €28074.

A NRILHE PAMTHAEFTE A SERIEE)R.
JR R ARSI TS (2017 4ERRD  [J]. AP AT 4%
&, 2017, 25(12): 886-895.

Young J, Badgery-Parker T, Dobbins T, et al. Comparison
of ECOG/WHO performance status and ASA score as a
measure of functional status [J]. J Pain Symptom Manage,
2015, 49(2): 258-264.

Eisenhauer E A, Therasse P, Bogaerts J, et al. New
response evaluation criteria in solid tumors: Revised
RECIST guideline (version 1.1) [J]. Eur J Cancer, 2009,
45(2): 228-247.

B, X, R ERMRE AT A R RN
T R G- A RS ARTEVR4E 4.0 Wi [J]. o8,
2012, 32(2): 142-144.

VUNE, Bk, ALK, % FOLFOX4 (L7 7 RELE
G VRTT L I S ANE (PR 2 Bl
[3]. BUARIHIRIEE 2, 2019, 27(14): 2518-2523.

Tk, AW, FIR, % PD-1 #5528 AR
PR R 400 1) 7R K & 7 5 T 3 e S PP e AR VR T T 9T
PP S [0 PAEFIESNER &, 2020, 26(12): 947-
948.

Sun Z, Zhang Y, Cao D, et al. PD-1/PD-L1 pathway and
angiogenesis dual recognizable nanoparticles for enhancing
chemotherapy of malignant cancer [J]. Drug Deliv, 2018,

[19]

[20]

[21]

(22]

[23]

[24]

[25]

[26]

[27]

(28]

[29]

25(1): 1746-1755.

Gao Y, Liu P, Shi R. Anlotinib as a molecular targeted
therapy for tumors [J]. Oncol Lett, 2020, 20(2): 1001-
1014.

Xu J, Shen J, Gu S, et al. Camrelizumab in combination
with apatinib in patients with advanced hepatocellular
carcinoma (RESCUE): A nonrandomized, open-label,
phase Il Trial [J]. Clin Cancer Res, 2021, 27(4): 1003-1011.
Gotwals P, Cameron S, Cipolletta D, et al. Prospects for
combining targeted and conventional cancer therapy with
immunotherapy [J]. Nat Rev Cancer, 2017, 17(5): 286-301.
Boreel D F, Span P N, Heskamp S, et al. Targeting
oxidative phosphorylation to increase the efficacy of
radio- and immune-combination therapy [J]. Clin Cancer
Res, 2021, 27(11): 2970-2978.

X, #HIEW, Exlk, & ZREMERCmS
I TE J5 R P R e P2 W AN [3]. SRARR 1=
£, 2021, 27(18): 3267-3270.

Jhunjhunwala S, Hammer C, Delamarre L, et al. Antigen
presentation in cancer: Insights into tumour immunogenicity
and immune evasion [J]. Nat Rev Cancer, 2021, 21(5):
298-312.

Liu Y, Cao X. Immunosuppressive cells in tumor immune
escape and metastasis [J]. J Mol Med (Berl), 2016, 94(5):
509-522.

Liang L, Wen Y, Hu R, et al. Safety and efficacy of PD-1
blockade-activated multiple antigen-specific cellular
therapy alone or in combination with apatinib in patients
with advanced solid tumors: A pooled analysis of two
prospective trials [J]. Cancer Immunol Immunother, 2019,
68(9): 1467-1477.

Bader J E, Voss K, Rathmell J C. Targeting metabolism to
improve the tumor microenvironment for cancer
immunotherapy [J]. Mol Cell, 2020, 78(6): 1019-1033.
BT, KU, B8 % BEARNHEEE I aem
Pt 58 FRRES ROA S [3]. Bl PR = AR 2%
7, 2018, 46(5): 587-590.

BAMG. R R BRI R A WA [ FFBE, 2018,
23(4): 291-292.

[ttt MFE]



