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F R E o A T (224] , KA MASCT & 77 ) A= UL LA (30 6] , K A AT B RIEA MASCT 3847 ). sTb i &
89 s AR T 2, R BB S 0% R & (ELISA) il & 508 7 a1 5 A% —17(IL-17) . E A B A KB T (VEGF) KA
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Clinical efficacy and safety of sunitinib combined with multi—target
antigen peptide autoimmune cells in the treatment of advanced

metastatic renal cell carcinoma

ZHU Mingting, LIU Zhiming, NIE Guoyan
(Department of Urology, Qinghai Provincial People's Hospital, Xining, Qinghai, 810007, China)

Abstract: Objective To explore the clinical efficacy and safety of sunitinib combined with multi-target antigen peptide
autoimmune cell technology (MASCT) in the treatment of advanced metastatic renal cell carcinoma (RCC). Methods Fifty—
two patients with advanced metastatic RCC treated in our hospital between January 2016 and January 2017 were selected
in this study. They were divided into the control group and observation group according to different therapies. Patients in
the control group (n=22) were treated with MASCT therapy, while those in observation group (n=30) were treated with suni-
tinib plus MASCT. Enzyme—linked immunosorbent assay (ELISA) was used to detect the serum levels of interleukin—17
(IL-17), vascular endothelial growth factor (VEGF), hypoxia—inducible factor—1a (HIF-1a), and platelet—derived growth
factor (PDGF) before and after treatment. Calculate the tumor microvessel density (MVD) and compare the clinical efficacy,

progression—free survival (PFS), overall survival (OS) and incidence of adverse reactions between the two groups. Results
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The effective rate of the observation group (86.7%) was significantly higher than that of the control group (59.1%) (P<

0.05). After treatment, the serum levels of IL-17, VEGF, HIF-1a and PDGF of patients were significantly reduced in

both groups, and the levels of the above indicators were lower in the observation group than in the control group (P<

0.05). Moreover, the MVD in both groups decreased significantly, and it was also lower in the observation group than in

the control group (P<0.05). Patients in the observation group had significantly longer PFS and OS than those in the con-

trol group (P<0.05). No statistical differences were found in the incidence of nausea, vomiting, diarrhea, fatigue, constipa-

tion, facial edema, hair loss, hypertension, gray hair, thrombocytopenia, neutropenia, anemia, elevated uric acid, hypothy-

roidism, elevated alanine aminotransferase, oral mucositis, skin discoloration, icteric skin, hand and foot syndrome and

other adverse reactions between the observation group and control group (P>0.05). Conclusion Sunitinib combined with

MASCT could improve the clinical curative effect, reduce the serum levels of related tumor markers, and prolong the PFS

and OS of advanced metastatic RCC patients, with no increase of adverse reactions, so it is worth of clinical promotion.
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Jidgd o AR R B, AR R RCC I R R HIE TR E
TR o RCC Y BPRERAR X Ba B | J 3 1 TR
LN Z R . HRIERCCXAES R LYY
AR, OB PE VTR T ARTE M RCC v T8 12 5L
HE s FARBEAEARG LR . BT,
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5, X SEAH LA TR 43 SRR BRI T A N
ERBCR . AR, 2 SRR B A G A i 4
A (multiple antigen stimulating cellular therapy,
MASCT ) 75 2 M g 25 W vk i g i) 697 v S 1 R
UFAROCRS AL W AL RCC b i FH T 5T
MAZ W, &R e &—M/N TP MigE 28y, vl
0 225 g L A 3 B N R AR DG 1Y A2 4
i SR BRI 14 6 S CH TR M AL T TR a(inter-
feron—a, IFN-a) . H41 % 2 (interleukin-2, 1L-2) , H
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BEBEARBE 2016 4F 1 H—20174F 1 A UiA 8 5241
M R RCC BB IS X 5 . NAPRIE: (1)3
o PR A IESE R RCC 5 (2) 2 /DA 7E 1 40 R 2 (1)
AN YT BR e B g b, 56 18 2R 35 Ioh 97 14 28 (Eastern
Cooperative Oncology Group, ECOG) 1&g T 43 A 0~
1435 (3) B S K@ ¥ X AR 58 N 28 AR I 1238 A
155 [ 72 5 5 (4) 0 ] MASCT K47 Je 2 Je 16 97 i e |-
UIRITES R 1A A DL s ()RR PR 524 . HEBR
PR (DA I A B Rt & 5 (2) i Uk ;
(3) G I HAD 2 B PP 5 (4) IETEHEZ k)T 5L
EWNEITE ; (5) LEBLA SERURIT & . BT B H
FR TR YT T 1L AN [F] 43 R X B2 (n=22 , 2R F MAS-
CTIRYT ) FIREE A (n=30, >R FH&F JE B JE B MASCT
BIT) AT AL 5 18 9 L 4 B AR 41~72 %
SEAAERY (57.6+3.3) %, ECOG PE4r 043 8 f41] 143 14
s MBS L 5 25 191 L 5461, 475 38~71 % SF-XAR IS
(58.0+3.5) % ,ECOG P43 043 105 1432051, P2l
FRH BRI AR ECOG B4 25 Il PR 3 2k W R Eb
i, ER TG X (P>0.05) , BAT ] Hetk .

1.2 Ak

BT AT e 39 52 MASCT (1B B 95 1E 2 &) s
RIT, TIRIT S 1 R RAESNE 421l 100~150 mL, 43
A JE I B A, B 3R 2 0 M G RE K U RE 41 A
i R R g0 i (dendritic cells, DC) , ZEAEIE N,
BEAIAL . DC T2k 20 Fh4T K , B Fh 4 B v 2 oy
1 pg-ml' (£ 1), 58K, F DCHIE I iy E Ik Bk
YR AT RERE % O™ A PR L — M A i
T 41 Bl (cytotoxic T lymphocyte, CTL) . 5 28 K, il
#5100 mL CTL A& , 777 40 i % 14 (6~10) x10°
A HfE A Y 0 75 G I A0 TG 78 E1 90% LA I, IF
T332 T TR AN TR S 4 TR PN B R AN, A
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Tab. 1 Composition of antigen peptides
e hUR e
1 Htert Human telomerase reverse transcriptase
2 P53 Tumor suppressing antigen
3 Survivin Apoptosis inhibitor
4  NY-ESO-1 Tumor—testis antigen
5 CEA Carcinoembryonic antigen
6 CDCA1 Cell division associated 1
7  VEGFR1 Vascular endothelial growth factor receptor 1
8  VEGFR2 Vascular endothelial growth factor receptor 2
9 RGSS Regulators of G protein signaling 5
10  CCNDI CyclinD 1
11 MUCI Mucin 1
12 Her2 Human epidermal growth factor receptor—2
13 DKK1 Dickkopf 1
14 MET HGF~hepatocyte growth factor receptor
15 MMP7 Matrix metalloproteinase 7

16 GUCY1A3 Guanylate cyclase soluble subunit alpha-3
17 CA9

Carbonic anhydrase 9

18 PLIN2 Perilipin 2
19 PRENE2 Proline—rich transmembrane protein 2
20 APOL1 Apolipoprotein L1

1.3 &SRR

131 GARTR 7 2 S B SRR T
RN ARAERT I A7 5 EAT 7 ROTPA , 00 S o 42 4%
f# (complete response, CR) | #43 2% fft (partial re-
sponse, PR) YRR %E (stable disease, SD) i iE
J&& (progressive disease, PD) . IIfi PR A3 2% % = (CR+
PR+SD)/ & Bil%x100% .

1.3.2 s AT RTRIAYT 20 S il
Ji AR 25 KA 5 mL, 3 000 remin™ #5010
min AR B _E 3, SR A B B 50 E W B 7% (enzyme-—
linked immunosorbent assay, ELISA) I % Ifil i 1L-
17,158 P9 B2 A K I F (vascular endothelial growth
factor, VEGF) {48175 % Al 7~ 1« (hypoxia—inducible
factor 1ac, HIF-1c) FIAL/NRATTAE A 4 B (platelet-

derived growth factor, PDGF) /KF . B H| &30 H
et L AR M EORAT PR W], B A7 A ™ 4 4
HRHR) & U A3 51T

133 B M M & % B (microvessel density,
MVD) JRI7HTSIRYT 2 WG W TR R AT
o L2 0] A5 I 968 2H 21, SR ) A 9 A Ak AT
o, M N B A g 6 g B . 200 0% A T
EI 104> 1 48 4% H fe 22 i LB T80 A 2 H |, BCF
B MVDAA

134 ARRKRE SEiHiayr i prg S %o K
m TS = ) AR K B R e i
R ML/ | PR 2 D B I DR BR T
HUR BRI REREAR A N = Ty 1 SRR
JRERBR Bk i m g TR LGB IR A R

IR 2 <
1.3.5 FEiF U BERIT RNV 241 H L 881t

%iﬂ‘%ﬁzﬁ,ﬁﬁ(progression—free survival, PFS) B4
11 (overall survival, 0S)., PFS5E X K & F M2
TP U TR (Mg 52 0% ) AL T IR a] . OS /&
SO B N2 AT IS R R BOE T fa)
14 FitFESH

K I SPSS 19.0 et 22 B Ak A5 K 70 Hr o 3
BORORL DL 402 (%) 3o, A A LU BCR F P g 5 1
OB AR AR 22 3R 2 W] S MR YT RIS L
BORH K 55 5 A A7 43 & H Kaplan—Meier i . P<
0.05 K25 BA i3 .

2 #R
2.1 WAIRKEFRILE WHEHIKKIGTA
BORH 86.7%, i3 5 T X BRAL 10 59.1%, 2% 57 AA

GiiteEiE X (P<0.05)($2),

F 2 ML FRE IT BOR LA (%))
Tab. 2 Comparison of clinical treatment effects between the

two groups [n (%))

M %k CR PR SD PD  EARCR
MR 22 5(22.7) 5(22.7) 3(13.6) 9(40.9) 13(59.1)
WML 30 10(33.3) 11(36.7) 5(16.7) 4(13.3) 26(86.7)
X 5.147
P 0.023

22 WERFFRIRIFEIEIRILE JRITET, 4R
F M5 1L-17 .VEGF .HIF-1a . PDGF /K L5, £ 57
WG 3 X(P>0.05) ;1897 5, P41 B 3 s
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IL-17 . VEGF .HIF-1a . PDGF 7K -5 36 7 1t 2 [

fiX, B W AR T X IR, 22 S B BAT G832

2 X (P<0.05)(F3),

A3 UGG I AR AR

Tab. 3 Comparison of serum indicators before and after treatment between the two groups

IL-17/(pg-mL™")

VEGF/(ng-mL™)

HIF-1o/(pg-mL™) PDGF/(ng-mL™)

el BT GG TP NEYidi= BIHT WITRE BIFET WBTE
X HEZH 22 180.5+13.7 166.4+13.9 172.6+15.5 135.4x14.3 12.7£3.3  6.6+1.3 36.3+6.2  25.1+5.0
WELH 30 181.2+14.4  157.0+12.1 173.3+15.8 117.9+11.6 12.5+3.4  4.9+0.7 36.8+6.4 16.8+3.7
t 0.177 2.599 0.159 4.869 0.212 5.570 0.282 6.886
P 0.860 0.012 0.874 0.000 0.833 0.000 0.779 0.000
23 WHEBFFEIEMVDLLE A7l A BRH

MVD bA, 22 5 o4 it 8 L (P>0.05) 1697 5 . M
2H 8 MVD #4802 BRI, HOULER 4 i 21K T 0 IR
H, 2ZmHBAA G 7 E X (P<0.05)(£4), i
HA P MVD 2 5 Bt or A RIS B S S s
255 WL, e 20 2 S RN 2Pk B o3 8 A Xl A R
w(E 1),

K4 WLULEITE G MVD it
Tab. 4 Comparison of MVD before and after treatment

between the two groups

MVD
A b BT BT
XJ IR 22 65.3+7.7 30.2+4.6
WMEZ 30 64.9+7.9 20.1+3.2
t 0.182 9.715
P 0.856 0.000

24 WHBEEGFHRE WEHEHATAIPFS A4
MNH(95% CI: 6.2~17.2) \H 2 0SH 19.3 4 H (95%
CI: 10.1~27.2) , %f B 2H vh £ PFS iy 5.6 1> H (95%
CI: 3.6~6.1) .1 i OS Ky 10.4 ™ H (95% CI: 8.0~
18.3) , Wi 2H [A] Lb &%, 22 R A 4t it 2% 8 L (P<
0.05)(&2),

25 WABRERARREEZERIEE WAREE
N ST RIS BN NI LN =R 1
JE SN S 2 104N 785 WA N R v T A | RN
Thim AR T BEFRAR A NG 2 I T | 1 RS R 5
RERORMR R ARG T RS IR A
RS & A R, 22 5 ¥ e gt it 5 (P>
0.05)(%£5).
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Note: (A) before treatment; (B) After treatment.
F1 RCCE# BT HE MVD A

MVD of RCC patients before and after treatment

Fig. 1

RCC J2 B Ik B Jg Ay 32 B2 S0 | LA a7 W) 4 9 e
S UL o5 B U B R 1 859 2 A, HLAY R R b LY
A BB LS R A R A (o 20 R
P R N P S S AR L 3 W i i | LR 3
TR 988 4 2 S 52 W RCC BB TS LA A7 R 1) £ 8
K2 . RCCIUHZM IR PE RCC 3T CT 1Y 53R 5))
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Fig. 2 Comparison of PFS and OS of patients after treatment between

the two groups

A5 PG T B R BRSO E ] (%)]
Tab. 5 Comparison of the incidence of adverse reactions

during treatment between the two groups [n (%)]

XTHRZE WA

AR (n=22)  (n=30)

X P

ol MKt 2(9.1)  3(10.0) 0.012 09125
55 1(45) 0(0.0) 1531 02160

Z 3(13.6) 3(10.0) 0.164  0.6851
A 1(45)  2(6.7) 0.105 0.7459

TATHR 7K i 4(18.2)  2(6.7) 1.649  0.1991

Jii & 1(45) 1(33) 0.050 0.8223

T LR 3(13.6) 4(13.3) 0.001 09748
A 2(9.1)  3(10.0) 0.012 09125
M/ 5(22.7)  7(23.3)  0.003  0.959 1
R AT Mg /> 8(36.4)  7(23.3) 1.050  0.3055
2% 4(18.2) 5(16.7) 0.020  0.8865
PRIGT = 1(4.5) 0 1.390  0.2383
FURBRIDBEREME  1(4.5)  1(3.3)  0.050 0.8223
SNHEEAMIE 145 2(67) 0105 0.7459
RIS 458 3(13.6) 4(13.3) 0.001  0.9748
Fe R 1(45)  1(3.3)  0.050 08223
JRREEEY 1(45)  1(3.3) 0050 0.8223
FTREAME 10(455) 14(46.7) 0.008  0.9310

U0 5 — P A0 SR Ao D R T CT (L, X
BRI RS RCC I yes 200 A 334 5 P, Pl A4 il A
W2, Kk dh kAT AE 57 ARG B A G, X s 4
R ME RCC R PRI AR 33, R FH A TFN=
oo TL—2 45 g FE il () 240 it PX 3 7 B AR BRI ST 1Y
BT S B (H R A OS — Y 133N H A&
A, B A B B IR . Rl 2591
K RFRH , MR PE RCC B3 A T RUR 345
TR B , S22 PFS T OS #5183 3 .
AR FE L5 o, &7 JE B JE A MASCT iR 77 I 301 7%
BV RCC B A ROR B35 & T H4ll MASCT VR YT, 42
INEF e JE A MASCT X e 56 F : RCC HE 1Y
IR Ry 2

1L-17 5 HAZ K455 15 S 2 Rl RAE N TR
Ik AR HE )R A HE RN L 7 BRI B L A
Z PO I B kR B EEAER Y. VEGE
& —FP Ty BB R R 1A A B T TR B AR
KoM AR B A A B R R R 4 G EEAE . PDGF
s 5 VEGF AT 45 44 [R] J6 M 04 1t /Nl AT A= 2R 4
5, [AIFE AT AR B i AR . HIF- 1o REAE IR AR
SR ST R -1 AR R NV
20 6 R A, DT 9 T AR S S T, 2 5
FE R ARATELE R Bon & e B Bk
4 MASCT W] 4 25 FE AR B A 5% A5 M RCC B8 19 I 77
IL-17.VEGF . HIF-1a, PDGF 7K F- #1 MVD, 42 75 &F
Je B Je Ik A MASCT R 2 #2100 il e g 240 A 1 5 1ft 457
A R IR A 25 DL R AR T e A4 e 0 T B VR

AAIFGE I MASCT [ 55 1R 4 i A 20 Fp A1 5
PEBUFIK , He 4 B 2 Fp e 4 0 43 B vh i 6 3
{14 Ji 3 e S5 BRI RCC R S BT i o A2 240 P 7 Jieb
Je g2 vh R SEEHLRI A - DC 43 WA Y 41 i PR 1 0 2 T
0[5 TR 8 43 5 AT AR E CTL F0 3% Ak R g |, 3 4 i G
Xof B R SR A RE S, CTL Al ad R
A0 MOV R S FL R AR EEE R M A, 1 1k
() CTL ] Bl A fb PR 7 R 40 it BN, % 495 e
Y1 B T4 T 2 B3 A . ST AR R BT CTL fERS
18 1 PH 5 Survivin \DADI  Bel-2 25 T- 36 R 1 ek,
7SI Uk bR 4B IR B AR T, 9 AT AEAZ A
PR LA R . &7 e e ReE I VEGF 32
R 1-3 T4 M A K 32 4K  RET B JE R =)
EEVE NP F | I /N TR A K TR 7 L FMES A 8 4
i TR 52 1 3 45 5 b ot A A B 8 R A B A G
F14) i S R T P T e, AT A B T RS R
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